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DATE: 30 Sep 82 WORK UNIT NO.: 2534 STATUS: INTERIM X FINAL

STARTING DATE: October 1980 DATE OF COMPLETION: September 1983

KEY WORDS: hearing aids, subjective judgments, binaural amplification

TITLE OF PROJECT: Subjective Comparisons of Binaural vs. Monaural
Amplification

PRINCIPAL INVESTIGATOR(S): Sue A. Erdman, Roy K. Sedge

ASSOCIATE INVESTIGATOR(S):

FACILITY: WRAMC DEPT/SVC: Dept. of Surgery/Otolaryngology Service
ACCUMULATIVE MEDCASE ACCUMULATIVE CONTRACT ACCUMULATIVE SUPPLY
COST: COST: COST: __ $162.95
FY-83 MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL
OF ANNUAL PROGRESS REPORT
B 25 1983

STUDY OBJECTIVE: The purpose of this study is to determine (1) the consis-

tency of subjective differences noted between binaural and monaural hearing
aid fittings, and (2) the stability of preferences for either fitting over

time.

TECENICAL APPROACH: Records of new and former hearing aid candidates seen
at WRAMC have been reviewed to determine rationale for preferences of mon-
aural vs. binaural amplification. Comparisons are being made of preferences
of first time fittings and fittings following extended use of monaural hear-
ing aids. Results of auditory training exercises completed during patients'
rehabilitation program while aided monaurally and binaurally are also being
compared. A comparison of monaural vs. binaural fittings utilizing the
present protocol will be conducted with a dependent population purchasing
their own aids. The data will be compared to present data to determine to
what extent cost is a factor in successful binaural hearing aid fittings.

PROGRESS DURING FY-82: Two papers were presented and are being prepared for
publication.

NUMBER OF SUBJECTS STUDIED:

F1-82: 0 TOTAL (TO DATE): _ 90 BEFORE COMPLETION OF STUDY: 120

This document has been approved 316
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Annual Progress Report (cont.) - Work Unit #2534

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (IF
NONE SO STATE): None.

CONCLUSIONS: Not applicable at this time.

PUBLICATIONS OR ABSTRACTS, FY-82: Two papers were presented at the annual

meeting of the American Speech-Language~Hearing Association, Los Angeles,
California, Nov 1981.
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DATE: 30 Sep 82 WORK UNIT NO.: 2535 STATUS: 1INTERIM X FINAL

STARTING DATE: February 1981 DATE OF COMPLETION: December 1982

KEY WORDS: aural rehabilitation, automation, hearing loss

TITLE OF PROJECT: Development of a Method for Generating Individualized
Aural Rehabilitation Materials and Evaluation Data for
Hard-of-~Hearing Patieants (A Materials-Generating
Algorithm)

PRINCIPAL INVESTIGATOR(S): Allen A. Montgomery

ASSOCIATE INVESTIGATOR(S): Brian E. Walden, Daniel M. Schwartz, Robert A.
Prosek, Donald Wittich

FACILITY: WRAMC DEPT/SVC: Dept. of Surgery/Otolaryngology Service
ACCUMULATIVE MEDCASE ACCUMULATIVE CONTRACT ACCUMULATIVE SUPPLY
COST: COST: COST:

FY-83 MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL

OF ANN?& %P?G&s§$ REPORT

STUDY OBJECTIVE: This project is aimed at developing an interactive proce-
dure zinplenented on a computer—graphics system) which will record and
analyze a hearing-impaired patient's diagnostic test scores and then gener-
ate an individualized therapeutic plan and rehabilitation materials for use
in that patient's treatment program.

TECHNICAL APPROACH: The project is proceeding in three stages:

First, the records of approximately 50 recent patients will be analyzed
to determine the general nature and specific details of the algorithm needed
to generate training materials. That is, the procedures needed to analyze
the tests and generate the materials by hand will be abstracted and trans-
lated into steps and logic amenable to computer implementation.

Second, the computer and graphics system will be programmed and
debugged to yield a functioning program capable of generating the clinical
materials.

Third, the initial version of the program will be made available to
therapists in the Aural Rehabilitation Section for use and evaluation on the
job. A set of 30 patients will be processed and the resulting lessons will
be used and evaluated by the therapists on the basis of their experience and
knowledge, and modifications in the program will be made as needed.
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PROGRESS DURING FY-82: The materials-generating algorithm (MGA) has been
revised to reflect clinical experience gained during the year. The curreat
version is being evaluated by comparing lessons generated by the MGA with

those developed by clinicians for a representative set of 30 aural rehabili-
tation patients.

NUMBER OF SUBJECTS STUDIED:
FY-82: 10 TOTAL (TO DATE): 10 BEFORE COMPLETION OF STUDY: _ 20

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (IF
NONE SO STATE): None.

CONCLUSIONS: Deta collection is still in progress, so no final conclusions

can be drawvn. To date the output of the revised MGA seems to be quite
similar to the clinicians' work, and it appears unlikely that further
revisions will be required.

PUBLICATIONS OR ABSTRACTS, FY-82: A manuscript presenting the general prin-
ciples of the automated generation of clinical materials is in preparation.
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DATE: 30 Sep 82 WORK UNIT NO.: 2536 STATUS: |INTERIM X FINAL

STARTING DATE: March 1981 DATE OF COMPLETION: January 1983 ;

KEY WORDS: 1lipreading, aural rehabilitation, perception, hearing loss

TITLE OF PROJECT: Effects of Consonantal Context on Vowel Lipreading

PRINCIPAL INVESTIGATOR(S): Allen A. Montgomery

ASSOCIATE INVESTIGATOR(S): Brian E. Walden, Robert A. Prosek, Daniel M.
Schwartz, Donald Wittich

FACILITY: WRAMC DEPT/SVC: Dept. of Surgery/Otolaryngology Service
ACCUMULATIVE MEDCASE ACCUMULATIVE CONTRACT ACCUMULATIVE SUPPLY
COST: COST: COST: $70.00

FY-83 MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL

OF Awgl.z?l?ggaﬂss REPORT
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STUDY OBJECTIVE: The purpose of this investigation is to study the effects

of consonantal context on vowel lip configurations and lip readability.

TECHNICAL APPROACH: A videotape of five speakers will be prepared contain-

ing consonant-vowel-consonant (CVC) words selected to contain a full range
of consonantal contexts and vowels. This videotape will be shown indivi-
dually to a set of 30 hearing—impaired patients for lipreading, and
confusion matrices will be generated. In addition, the videotape will be
analyzed frame-by-frame to yield a set of physical measurements for each
vowel sound in each utterance. The resulting physical and perceptual data
sets will be examined with univariate and multivariate statistical tech-
niques to test specific hypotheses about the influence of consonants on the
visual intelligibility and 1lip configurations of vowels.

PROGRESS DURING FY-82: The first of two phases of the project has been

completed. To evaluate the relationship between physical characteristics of
the 1lips during vowel production and vowel lipreading confusions, four
female talkers were videotaped speaking/producing 15 American English vowels
and diphthongs in /h/=~V-/g/ context. Ten normal-hearing adults in three
repetitions of the task identified the stimuli through lipreading, guessing
where necessary. Three analyses were performed. First, using the confusion
matrices for the individual and pooled talkers, the stimuli were digplayed

Lo ol
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Annual Progress Report (cont. ) = Work Unit #2536

in two dimensional space using multidimensional scaling. The ten monoph-
thongs revealed a clear lip spread=lip rounded dimension and a tongue height
dimension and, while diphthongs showed influence of 1lip rounding, more vari-
ability on the tongue height dimension was apparent, depending on whether N;
or Ny received more vigible emphasis. Second, vowel duration data were
obtained and tracings were made of the talker's lips on a single videotape
field representing the vowel maximum for each of the 40 monophthong tokens
(10 vowels x 4 talkers), and relationships among six physical measurements
of the token were examined. Third, difference scores and other measures of
physical pairwise similarity were used as predictors of two ways of repre-
senting the vowel lipreading confusions in a multiple regression paradigm.

NUMBER OF SUBJECTS STUDIED:
FY-82: 10 TOTAL (TO DATE): 20 BEFGRE COMPLETION OF STUDY: 30

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (IF
NONE SO STATE): None.

CONCLUSIONS: Overall, we can conclude that the physical measurements,
especially height, width, and height=width distance which describe the
general size of the lip opening, explain over half the variance in multi-
dimensional distance and perhaps 40% of the variance in the confusions.
While it is encouraging to find that an extremely simple set of measurements
made on a single representative videotape frame per vowel accounts for a
significant portion of the lipreading behavior, it 18 also true that much of
the viewers' perception remains to be explained. We speculate that at least
four types of physical measurements would be necessary for a full explana-~
tion of confusions arising in vowel lip reading: 1) the basic dimensions of
the 1lip opening at the vowel maximum, as employed in the present study,

2) measures of the temporal aspects of visible vowel production, such as
rate of opening and change in area of opening across time, 3) better esti-
mates of differences between vowels in shape of opening (and surrounding
tissue), and 4) a single measurement or composite that is sensitive to the
complex changes in appearance including mandible-lip discrepancies that
signify degrees of lip rounding/protrusion.

PUBLICATIONS OR ABSTRACTS, FY-82:

Montgomery, A., and Jackson, P. Physical characteristics of the lip
underlying vowel lipreading performance. Submitted to Journal of the
Acoustical Society of America.
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Dare: 7_Sept 82| Mosk Unit fio.: 2537 Status:  Intemtm y  Fisa
Startyiis Date: May, 1981 Date o Comerevion:

Key Vomds: CO, Laser excision, laryngeal anatomy
Tine cF ProyzcT:

The Anatomy of CO» Laser Cordectomy

PaincieaL livesticatorfs): Roy K. Davis, MAJ, MC
Assoctate lavesticater(s): Hyams, CPT, USN

FaciLivy: WA Dept/Svc: _oeolasyngology-

Acaswaative FEDCASE Cost: Becumparive Cosmract CosT: AccuswsLaTive SupsLy Cost:
None None . None

FY-83 FEDCASS:  ContracT Cost:  Susery Cost: Dave or Covmitree Aeprovar OF
None None None Famyas Prosrzss REPORT JAN 26, 3982

Sny 03JiCTIVE: 1o determine how effectively CO, laser transoral excision will
encompass T2 and selected T3 supraglottic + endolaryngeal lesions.

TECMNICAL APPROACH:

See protocol -~ no changes

menessﬂmuanY4Q: No patients enrolled secondary to: (1) Lack of new
Coherent Laser 450 until May, 1982; (2) lack of appropriate patients

Mumsgr oF §}3JECTS Stup(en:

FY-82: g Tora. (10 pate): 0 Berors CoweLeTion 07 Stuny: 3

Sertous/UnexpzcTeD Stog Errects In SuzuzeTs Paaricipartig 1 ProuzcT(iIF #0NE 89 STATE):
None

Loxcrusions:

N.A. Study yet to be done

PusLicaTions oR AssTracts. FY-82:

None
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DATE: 30 Sep 82 WORK UNIT NO.: 2538 STATUS: INTERIM X FINAL

STARTING DATE: 27 January 1981 DATE OF COMPLETION: June 1983

KEY WORDS: phoneme boundaries, hearing loss, acoustic filtering,
categorical perception

TITLE OF PROJECT: Phoneme Boundaries of Hearing Impaired Listeners

PRINCIPAL INVESTIGATOR(S): Brian E. Walden

ASSOCIATE INVESTIGATOR(S): Allen A. Montgomery, Daniel M. Schwartz, Robert
' A. Prosek, Rodney K. Jamison

FACILITY: WRAMC DEPT/SVC: Dept. of Surgery/Otolaryngology Service

ACCUMULATIVE MEDCASE ACCUMULATIVE CONTRACT ACCUMULATIVE SUPPLY
COST: COST: COST: $5,209.00

FY-83 MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL
OF ANNUAL PROGRESS REPORT
FEB 25 1983

STUDY OBJECTIVE: The purpose of this research is to observe the possible
effects of peripheral hearing impairment on phoneme boundaries. Included
will be an effort to determine the extent to which these poesible effects
can be simulated by acoustic filtering.

TECHNICAL APPROACH: Fourteen computer—generated five-formant synthetic
consonant~-vowel stimuli are produced via Klatt's cascade formant synthesizer
(Klatt, 1980). The loci of the Fy and F3 transitions are varied systemati-
cally across the fourteen stimuli. (Detailed descriptions of the stimuli
are provided in the Application for Clinical Investigation Project.) The
resulting synthetic stimuli vary along a voiced stop consonant continuum
from /ba/ to /da/ to /ga/.

The subjects of this investigation are adults with unilateral sensori-
neural hearing losses, with sufficient residual hearing in the impaired ear
to respond to synthetic consonant-vowel syllables.

The participation of a subject in the experiment proceeds in five
steps: (1) Initially, the subject is trained to respond to the synthetic
CV syllables presented to the normal ear. The best exemplars of /ba/, /da/
and /ga/ are used for this purpose. (2) Next, phoneme boundaries are
obtained for the normal ear (unfiltered) using the full array of fourteen
stimuli. (3) Following this, the "suprathreshold audiometric configura-
tion”" of the impaired ear is simulated on a spectrum shaper in the manner
described by Walden et al. (1980). Next, phoneme boundaries are obtained
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Annual Progress Report (cont.) — Work Unit #2538

for the normal ear listening through the multifilter set to simulate the
spectrum shaping imposed by the hearing impairment. (5) Finally, phoneme
boundaries are obtained for the impaired ear.

The phoneme boundary estimates for each of the three syllable recog-
nition conditions (i.e., normal ear, unfiltered; normal ear, filtered;
hearing-impaired ear) are statistically compared for each subject. Of
particular interest is determining if the location and slopes of the
phonemes boundaries differ among the test conditions.

T T — A S

PROGRESS DURING FY-82: The Bruel & Kjaer gpectrum shaper, which malfunc-
tioned during FY-81, was returned by the factory. Following some minor
adjustment, it has functioned relatively well. To date, data for twelve
i unilaterally hearing-impaired patients have been obtained. Analysis of
§ thege data has not begun. Identifying patients with the appropriate audio-
metric configuration for this experiment has proved to be more difficult
than was anticipated and, therefore, the data acquisition phase of this
project has been extended.
Additional pilot data were obtained to determine the effects of adding
‘'noise burst to the synthetic stop consonant stimuli. The data revealed that ;
the effect of adding the plosive burst was relatively small. Specifically, i
there was a slight shift of the b/d boundary to the right along the abscissa :
and recognition of the /d/ exemplar was slightly improved by the addition of
the noise burst.

A gy N 31 4 S T

NUMBER OF SUBJECTS STUDIED:
FY-82: 12 TOTAL (TO DATE): 32 BEFORE COMPLETION OF STUDY: 50
(including pilot studies)

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (IF
NONE SO STATE): None.

v A A -

Not applicable.

CONCLUSIONS:

{ PUBLICATIONS OR ABSTRACTS, FY-82: Paper based on pilot data accepted for
‘ presentation to the 1982 Annual Convention of the American Speech-Language-
‘ Hearing Association, Toronto, Canada, November 1982 - ("Identification of

! Synthetic Stop Consonant Stimuli by Hearing-Impaired Listeners").




DATE: 30 Sep 82 WORK UNIT NO.: 2540 STATUS: INTERIM FINAL X

STARTING DATE: February 1981 DATE OF COMPLETION: 30 Sep 82

KEY WORDS: acoustic reflex latency, auditory brainstem response

TITLE OF PROJECT: Relationship Between Acoustic Reflex Latency Test and
Auditory Braingtem Response in Patients with High
Frequency Sensorineural Hearing Loss

PRINCIPAL INVESTIGATOR(S): Daniel M. Schwartz and H. Gustav Mueller

ASSOCIATE INVESTIGATOR(S): Bahman Jabbari, Brian E. Walden, Robert A.
Prosek, Allen A. Montgomery, Donald Wittich

; FACILITY: WRAMC | DEPT/SVC: Dept. of Surgery/Otolaryngology Service

ACCUMULATIVE MEDCASE ACCUMULATIVE CONTRACT ACCUMULATIVE SUPPLY |
, COST: COST: COST: __ $650.00 !
: ,
: FY-83 MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL

.OF ANqﬂﬂk {%0%55?8 REPORT

STUDY OBJECTIVE: To examine the relationship between the latency of the
acoustic reflex and ABR responses in patients with high frequency hearing
loss.

TECHNICAL APPROACH: None.

PROGRESS DURING FY-82: None - recent research has shown that the acoustic
reflex latency is an artifact of the measuring device, thus precluding
coantinuation of this study.

[P

NUMBER OF SUBJECTS STUDLED:
- FY-82: _ 0 TOTAL (TO DATE): _ 0 BEFORE COMPLETION OF STUDY: _ O

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (1F
| NONE SO STATE): None.

iv ok
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CONCLUSIONS: None ~- Investigator has resigned his position at WRAMC,

PUBLICATIONS: NONE

NOTE: The Principal Investigator on this protocol has resigned
his poaition effective 1 October 1982.
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DATE: 30 Sep 82 WORK UNIT NO.: 254! STATUS: INTERIM FINAL X

STARTING DATE: 8 May 1981 DATE OF COMPLETION: 23 July 1982

KEY WORDS: audiometric configuration, pure tone threshold, speech band
threshold

TITLE OF PROJECT: Influence of Audiometric Configuration on Pure Tone
Versus Speech Band Thresholds in Adults with Sensori-
neural Hearing Losses

PRINCIPAL INVESTIGATOR(S): Rauna K. Surr

ASSOCIATE INVESTIGATOR(S): Daniel M. Schwartz, Joyce H. Seidman, H. Gustav
Mueller

FACILITY: WRAMC DEPT/SVC: Dept. of Surgery/Otolaryngology Service

ACCUMULATIVE MEDCASE
COST:

ACCUMULATIVE CONTRACT
COST:

ACCUMULATIVE SUPPLY
COST:

FY-83 MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL

OF ANNUAL PROGRESS REPORT
FEB 25 0

——

STUDY OBJECTIVE: To evaluate the efficacy of speech band stimuli developed
by Franklin (1980) as an alternative to pure tone audiometry for hearing
threshold measurements. A secondary purpose was to examine the test retest
and inter-tester reliability of speech band thresholds.

TECHNICAL APPROACH: Hearing threshold was determined using conventional
pure tone signals at octave frequencies from 250-8000 Hz and again using
tapes of filtered speech bands having center frequencies analogous to those
of pure tonme signals. For comparative analysis, the 100 audiograms selected
from the 60 listeners (some unilateral, some bilateral hearing losses) were
divided into five groups of equal size on the basis of audiometric roll=-off
frequency. For one~half of the audiograms the threshold measurements were
done twice to obtain estimates of test-retest vreliability.

PROGRESS DURING FY-82: A paper was presented at the Annual Convention of

the American Speech-Language—~Hearing Association in Los Angeles in Nov 81
based on the data collected that calendar year. Spectrographic and
1/3-octave band analyses of the speech band tapes were performed and the
results compared to the clinical threshold measurements. A manuscript was
submitted and accepted for publication in Ear and Hearing.




Annual Progress Report (cont.) - Work Unit #2541

NUMBER OF SUBJECTS STUDIED:

FY-82: 0 TOTAL (TO DATE): 60 BEFORE COMPLETION OF STUDY: 60

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (IF
NONE SO STATE): None.

CONCLUSIONS: In contrast to the findings of Franklin (1980) who reported

excellent agreement between speech band and pure tome thresholds, the pre-
sent data showed acceptable agreement between the two sets of stimuli only
for listeners with flat hearing loss pattern. For patients with sloping
audiometric configurations, speech band audiometry seriously underestimated
the degree of high frequency loss. The 1/3-octave band analysis supported
the clinical threshold results. They showed that the peak energy was not
centered at the audiometric test frequency as stated by Franklin, particu-
larly in the high frequency speech band tapes. In addition, a considerable
amount of energy was measured at lower frequency regions below the stated
limits of the bands, suggesting that Franklin did not achieve a 48 dB per
octave filter slope as was indicated in the test manual. Based on our
clinical test results and the analyses of the speech band stimuli, we
strongly recommended continued investigation and refinement of the stimulus
tapes before further clinical use. .

PUBLICATIONS OR ABSTRACTS, FY-82:

The Effects of Audiometric Configuration on Speech Band Thresholds in
Sensorineural Hearing Loss Subjects, Ear and Hearing (in press).
(NOTE: Projected date of publication is Sep—Oct 82. Reprint will be
forwarded to DCI as soon as available.)




DATE: 30 Sep 82 WORK UNIT NO.: 2542 STATUS: INTERIM FINAL X

STARTING DATE: April 1981 DATE OF COMPLETION: December 1982

KEY WORDS: hearing aid, amplification, perceived benefit, questionnaire

TITLE OF PROJECT: An Assessment of the Benefit Derived from Hearing Aid
Use

PRINCIPAL INVESTIGATOR(S): Brian E. Walden

ASSOCIATE INVESTIGATOR(S): Ermest L. Hepler, Marilyn E. Demorest, Roy K.
Sedge, Robert L. Henderson

FACILITY: WRAMC DEPT/SVC: Dept. of Surgery/Otolaryngology Service

ACCUMULATIVE MEDCASE
COST:

ACCUMULATIVE CONTRACT
COST:

ACCUMULATIVE SUPPLY
COST:

FY-83 MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL

OF ANNqﬁEBngcgﬁgg REPORT

STUDY OBJECTIVE: The objective of this research is to determine the rela-

tive benefit of amplification in a variety of common listening situations.
The specific purposes are:
a. To detect significant differences in the benefit of hearing aid use

as the following vary:

(1) Setting - familiar vs. unfamiliar

(2) Speaker - familiar vs. unfamiliar

(3) Environment - noisy vs. quiet

(4) Distractions (without masking) ~ present or not

(5) Distance - close vs. far

(6) Signal - soft vs. loud

(7) Stimulus - speech vs. nonspeech

(8) Masker - gsoft vs. loud

(9) Masker - intermittent vs. steady

(10) Location - indoor vs. outdoor

(11) Visual Cues - present or not

(12) Speech - live vs. reproduced

(13) Acoustics - reverberant vs. non-reverberant

(14) Patient age

(15) Years of experience in hearing aid use

(16) Formal aural rehabilitation training

(17) Monaural vs. binaural hearing aid fitting

(18) Hearing aid gain - mild, moderate, strong

ISP Y




Annual Progress Report (cont.) = Work Unit #2542

(19) Type of hearing aid - in-the~ear, ear-level, eyeglass, body
aid
(20) Education level of patient
b. To provide an indication of the overall long-term success of
hearing aid use by hearing—impaired soldiers.
¢. To provide data to be used in patient counselling regarding
relistic expectations from amplification.
d. To assess the content validity of present hearing aid evaluation
procedures.

TECHNICAL APPROACH: A self-assessment questionnaire is used to assess the
perceived benefit of amplification in various environmental situations. The
subject sample consists of experienced hearing aid users returning to the
Army Audiology and Speech Center for periodic follow-up or other services,
and experienced hearing aid users seen in the Hearing Clinic, Purdue Univer-
sity. The questionnaire uses a 5-point rating scale to quantify’perceived
benefit, with one being "very helpful" and five being "hinders performance."
Subject ratings on the inventory are subjected to computer analysis.

PROGRESS DURING FY-82: A preliminary analysis of the data revealed that the
twelve bipolar features were highly redundant and probably reflected fewer
independent features. A factor analysis of the data, therefore, was per-
formed. The results revealed that a quiet and a noise feature were dominant.
Additionally, a "reduced stimulus input" factor and a "nonspeech/reproduced
speech" factor also emerged. These four features were subjected to a relila-
bility analysis which revealed relatively high coefficient alphas (i.e., .94
to .81). Analysis of variance and regression techniques were used to relate
these factors to background variables.

NUMBER OF SUBJECTS STUDIED:
FY-82: TOTAL (TO DATE): _129 BEFORE COMPLETION OF STUDY: 129

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (IF
NONE SO STATE): None.

CONCLUSIONS: The results revealed, among other significant effects, that
&) in-the-ear hearing aids are perceived as providing significantly less
benefit in quiet situations and for nonspeech stimuli than ear-level or
eyeglass aids, (2) aural rehabilitation experience produces significantly
more perceived benefit in quiet listening situations, (3) the more hours of
hearing aid use per day, the greater the perceived benefit, and (4) the
effects of reduced sensory input is greater for older hearing aid users.

PUBLICATIONS OR ABSTRACTS, FY-~82: A manuscript is currently being prepared
for submission to the Journal of Speech and Hearing Disorders.




DATE: 30 Sep 82 WORK UNIT NO.: 2544 STATUS: INTERIM FINAL X

1

STARTING DATE: 1 August 1981 DATE OF COMPLETION: 26 August 1982

KEY WORDS: stuttering, rate, treated speech, temporal alterations

TITLE OF PROJECT: The Effects of Time Domain Manipulation of Speech on the
Identification of Treated Stutterers

PRINCIPAL INVESTIGATOR(S): Robert A. Prosek

ASSOCIATE INVESTIGATOR(S): Charles M. Runyan, Allen A. Montgomery, Brian E.
Walden, Daniel M. Schwartz, Susan P. Abernathy

FACILITY: WRAMC DEPT/SVC: Dept. of Surgery/Otolaryngology Service
ACCUMULATIVE MEDCASE ACCUMULATIVE CONTRACT ACCUMULATIVE SUPPLY
COST: COST: COST: __ $600.00
FY-83 MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL

OF ANN¥4&B%§QG§§EF REPORT

p——— ————
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STUDY OBJECTIVE: To determine whether changes in the segment and pause
durations of the speech samples of treated stutterers affect the ability of
listeners to discriminate these samples from those of nonstutterers.

TECHNICAL APPROACH: Both the stimulus tape and the listener judgments of
previous studies were used to obtain the speech material that was manipu-
lated in the present study. The tape recording consisted of 140 paired
speech samples, four separate samples from 35 stutterers and 35 nounstut-
terers matched only for age and sex. Twenty-nine of the stutterers had
successfully completed one of six gtuttering treatment programs, and the
selection procedures were confined to the 116 pairs produced by these
talkers and their nonstuttering counterparts.

The listener responses obtained in previous investigations were
examined in order to select stimulus pairs in which the treated stutterer
and the nonstutterer had been readily discriminated by the judges, and in
which the talkers had been reading the same material. The process yielded
two groups of samples which met these criteria. In the first group, 20
pairs of stimuli were found in which the treated stutterer had been cor-
rectly identified 82X of the time or more, and these samples are referred to
as the Easily Identified Treated Stutterers. The reading rates used by the
treated stutterers in this group varied from 2.71 syllables per second (SS)
to 4,67 SS (mean reading rate, 3.36 SS), whereas the nonstutterers in this
group used reading rates which varied from 4.52 8§ to 7.10 SS (mean reading

330
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Annual Progress Report (cont.) = Work Unit #2544

rate, 5.55 SS). In each pair of samples in this group, the nonstutterer had
produced the sample using a faster reading rate than the treated stutterer
with whom he had been paired.

In the second group of stimuli, 12 pairs were found in which the treated
stutterer had been correctly identified only 352 of the time or less, and
these samples are referred to as the Poorly ldentified Treated Stutterers.
The samples in this group were discriminable, but the nonstutterers were
more likely to be labelled as the treated stutterers than the treated stut-
terers themselves. The reading rates used by the treated stutterers in this
group varied from 3.60 SS to 6.01 SS (mean reading rate, 4.80 SS), while the
rates used by the nongstutterers varied from 2.96 SS to 5.25 SS (mean reading
rate, 4.16 SS). For these Poorly ldentified samples, the treated stutterer
in each pair had produced the sample using a faster reading rate than the
normally fluent talker with whom he had been paired.

Reading rate was manipulated by altering the pause and segment dura-
tions produced by the treated stutterer to match those of the nonstutterer
in each pair. Since reading rate is determined by phone and pause dura-
tions, equating these durations would have the effect of matching the
reading rates. It was expected that once the reading rates had been
matched, listeners would no longer be able to distinguish between the
treated stutterers and the normally fluent talkers.

The 64 speech samples were lowpass filtered at 4.8 kHz, sampled at 10
kHz using a 12-bit A/D converter, and stored as disk files on the laboratory
computer of the Army Audiology and Speech Center. The duration of each
vowel, consonant and pause for every sample was measured using the waveform
measurement program developed as part of the current study. Then each
treated stutterer's file was edited in order to match his segment and pause
durations to those of the nonstutterer with whom he had been paired, as
closely as possible. This was accomplished by selecting a portion from the
middle of a segment or pause and either replicating it until the desired
duration was obtained or deleting it so that the remainder of the segment
equalled the desired duration. Table 1 presents averaged duration and rate
data for the nonstutterers and the unedited and edited versions of the
treated stutterers’ gamples. A comparison of the reading rates of the non-
stutterers and the edited samples of the stutterers reveals that excellent
rate matches were obtained due to the editing.

A test tape was constructed from the disk files representing the origi~-
nal and edited samples. The tape consisted of the 32 original pairs, 32
pairs in which the sample produced by the treated stutterer had been edited,
and 64 pairs of foils. The foils were randomly chosen from the pairs on the
original stimulus tape which had not been selected for manipulation in the
current study. The tape was judged by a group of 10 speech-language
pathologists who had considerable experience with stutterers and stuttering
therapy. Judgments were obtained individually from each therapist who was
told that she would hear pairs of speech samples in which one sample was
produced by a nonstutterer and one sample was produced by a treated stut-
terer. She was to indicate on a response gsheet which member of each pair
was the treated stutterer.

Since it is possible that a single subcomponent of rate, such as vowel
or pause duration, may be responsible for the listener judgments, additional
test tapes were prepared using the same materials and procedures described
above. In the preparation of the sacond test tape, however, only the vowels
produced by the treated stuttérers were edited so that their durations

331




o s

i

e . A A+ Pl W e Sl s A

Annual Progress Report (cont.) = Work Unit #2544

matched those of the corresponding nonstutterer; for the third tape, only
the treated stutterers' consonants were edited; and for the fourth tape,
only the pauses were edited. Each of these test tapes were judged by a
separate group of 10 listeners who were graduate students in speech-language
pathology. Again, the judges were required to indicate which member of each
pair was the treated stutterer.

PROGRESS DURING FY=82: The listener responses obtained from the judgments

of the first test tape, in which the durations of segments and pauses had
been altered, were examined to determine if the listeners' labelling behav—
ior had been affected. Of the 200 responses obtained for the unedited
samples of the Easily Identified Treated Stutterers, 182 (91X) were correct,
indicating that, as expected, listeners readily distinguished the speech of
the treated stutterers in this group from that of the nonstutterers. In
contrast, of the 200 responses obtained for the edited samples of this group,
only 127 (64%) were correct. Thus when the difference in reading rate
between pairs of talkers is reduced, listeners can no longer readily distin-
guish between them. Similar results were obtained for the Poorly Ideutified
Treated Stutterers. Of the 120 responses obtained for the unedited samples
of this group, only 32 (27%) were correct. That is, as expected the treated
stutterers of this group were not likely to be labelled as the treated
stutterer, but their samples were distinguishable from those of the normally
fluent talkers. For the edited samples of the Poorly Identified Treated
Stutterers, 73 of the 120 responses (61%) were correct. Again, when the
difference in reading rate between pairs of talkers is minimized, listeners'
responses are altered. The significance of the change in correct responses
was assesgsed using McNemar's Exact Test for Correlated Proportions under the
null hypothesis that minimizing the differences in reading rate had no
effect on the listeners' ability to correctly identify the treated
stutterers. The data for this test condition are arranged in Table 2 as
separate contingency tables for the Easily Identified and Poorly Identified
Treated Stutterers. For the Easily Identified group, McNemar's Test yielded
a probability of 2.379 x 10”11, while for the Poorly Identified group, the
probability was 1.673 x 10'7, both of which are significant. Thus, reading
rate has a substantial influence on the correct identification of treated
stutterers in paired comparison tests.

The listener responses obtained when only the vowel durations of the
treated stutterers are edited to match those of the nonstutterers are pre-
sented in Table 3. For the unedited samples of the Easily Identified
Treated Stutterers, 82.52 of the responges were correct, while for the
edited samples, 76% of the responses were correct. Although the listeners'
ability to distinguish the samples in this group is reduced, the change in
labelling behavior due to minimization of vowel duration differences clearly
is not as great as when all phone and pause durations are matched. For the
original, unedited samples of the Poorly Identified Treated Stutterers, 35%
of the responses were correct, while 44X were correct for the edited ver-
sions of the stimuli. Again, the ability to distinguish between talkers is
reduced, but the magnitude of the change i{s less than when all durations are
manipulated. The data in Table 3 were tested using McNemar's Test, and
probabilities of 0.096 and 0.177 were obtained for the Easily Identified and
Poorly Identified groups, respectively. These values indicate that the
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change in labelling behavior due to alterations in vowel durations 1is not
significant.

The contingency tables formed from the listener responses obtained when
only the consonant durations of the treated stutterers were altered are pre-
sented in Table 4. These results are similar to those presented in Table 3
in that the ability to distinguish between pairs of talkers is reduced, but
the magnitude of the change in correct responses is less than that obtained
when all segment and pause durations are edited. The probabilities calcu-
lated by McNemar's Test were 0.203 and 0.143 for the Easily Identified and
Poorly Identified groups, respectively.

Finally, the listener responses obtained for the test condition in
vwhich only the pauses of the treated stutterers were edited to match those
of the nonstutterers are presented in Table 5. Unlike previous test condi-
tions, the ability to distinguish between talkers was increased, rather than
reduced, due to the pause alterations. For the unedited productions of the
Easily Identified Treated Stutterers, 832 of the responses were correct,
while 862 of the responses were correct for the edited versions of these
samples. For the unedited versions produced by the Poorly Identified
Treated Stuttevers, 33%2 of the responses were correct, and this dropped to
292 for the edited samples. Although the change in number of correct
responses in this condition was not in the direction anticipated, the
results of McNemar's Test were not significant. The probability obtained
for the Easily Identified Treated Stutterers was 0.392 and that for the
Poorly ldentified Treated Stutterers was 0.500.

NUMBER OF SUBJECTS STUDIED: Not applicable.

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (IF
NONE SO STATE): None.

CONCLUSIONS: The major finding of the current study is that the labelling

behavior of listeners is affected by the reading rate used in the pairs of
samples they are asked to judge. Further, when the durations of the individ-
ual subcomponents of rate (vowels, consonants and pauses) are manipulated,
listeners' ability to distinguish between pairs of talkers is not altered
significantly. Thus, reading rate in its entirety is a major factor i{nflu-
encing the perception of the speech of treated stutterers. An important
implication of this result for both the experimental and clinical evaluation
of the speech of treated stutterers is that the reading or speaking rates
used by the patients should be measured. Since research involving normally
fluent talkers indicates that they can be expected to produce speech which
varies in rate from 4.4 to 5.9 syllables per second, this range appears to
be a reasonable goal for treated stutterers to attain. In addition, the
rates used by control talkers will need to be measured to insure that they
are not biased toward either extreme of the rate continuum.

If the goal of a stuttering treatment program is the production of
speech by the stutterer which is as close to normal as possible, then the
rate used by the patient at the termination of therapy must be evaluated
critically. Speech which {s produced too slowly at the end of treatment
very likely will not be judged as "normal" even though behaviors tradition-
ally associated with stuttering have been eliminated. The rate used by a
treated stutterer will have an effect in everyday situations as well as in
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the clinic or laboratory. Research concerning impression formation indi~
cates that when any talker uses a relatively slow rate and/or pauses
frequently, listeners tend to form an unfavorable impression of that talker.
Thus, a treated stutterer who increases fluency by decreasing speech rate
may bias his listeners simply by his manner of speech production. Since
speech rate is not difficult to measure, its use in the evaluation of
treated stutterers should be readily implemented.

PUBLICATIONS OR ABSTRACTS, FY~82:

Prosek, R. A. and Runyan, C. M. Temporal characteristics related to
the discrimination of stutterers' and nonstutterers’ speech samples.

Journal of Speech and Hearing Research, 1982, 25, 29-33.

A second manuscript entitled "The Effects of Segment and Pause
Manipulations on the ldentification of Treated Stutterers" currently is
being prepared for submission to the Journal of Speech and Hearing Research.
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Table 2. Number of correct and incorrect responses obtained for the
unaltered stimulus pairs and the pairs in which the durations of the

segments and pauses of the treated stutterers had been altered.

Easily Identified Treated Stutterers

UNEDITED SAMPLES

CORRECT INCORRECT TOTAL
CORRECT 118 9 127
EDITED
SAMPLES
INCORRECT 64 9 73
TOTAL 182 18 200

Poorly Identified Treated Stutterers
UNEDITED SAMPLES

CORRECT INCORRECT TOTAL
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Table 3. Number of correct and incorrect responses obtained for the

unedited pairs and the pairs in which the vowel durations of the treated

stutterer had been edited to match those of the nonstutterer in each pair of

stimuli.

——

————

———

————

Easily Identified Treated Stutterers

UNEDITED SAMPLES

CORRECT INCORRECT TOTAL
CORRECT 137 16 153
EDITED
SAMPLES
INCORRECT 28 19 47
TOTAL 165 35 200
Poorly Identified Treated Stutterers
UNEDITED SAMPLES
CORRECT INCORRECT TOTAL
CORRECT 20 33 53
EDITED
SAMPLES
INCORRECT 22 45 67
TOTAL 42 78 12
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Table 4. Number of correct and incorrect responses obtained for the
unedited stimulus pairs, and the edited pairs in which the consonant dura-
tions of the treated stutterer in each pair had been altered to match those

of the nonstutterer.

|

c——

———

Easily Identified Treated Stutterers

UNEDITED SAMPLES

CORRECT INCORRECT TOTAL
CORRECT 134 20 154
EDITED
SAMPLES
INCORRECT 30 16 46
TOTAL 164 36 200

Poorly Identified Treated Stutterers

UNEDITED SAMPLES

CORRECT INCORRECT TOTAL
CORRECT 20 24 44
EDITED
SAMPLES
INCORRECT 14 62 76
TOTAL 34 86 120

|

et e A ————
—————
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Table 5.

unedited stimulus pairs and for the pairs in which the number of pauses and

Number of correct and incorrect responses obtained for the

pause durations of the treated stutterer in each pair had been altered to

match those of the nonstutterers.

Easily Identified Treated Stutterers

UNEDITED SAMPLES

CORRECT INCORRECT TOTAL
CORRECT 152 20 172
EDITED
SAMPLES
INCORRECT 14 14 28
TOTAL 166 34 200
Poorly Identified Treated Stutterers
UNEDITED SAMPLES
CORRECT INCORRECT TOTAL
CORRECT 20 15 35
EDITED
SAMPLES
INCORRECT 20 65 85
TOTAL 40 80 120
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DATE: 30 Sep 82 WORK UNIT NO.: 2546 STATUS: INTERIM FINAL X

STARTING DATE: April 1982 DATE OF COMPLETION: September 1982

KEY WORDS: hearing loss, hearing aids, aural rehabilitation, adult,
follow—up survey

TITLE OF PROJECT: Follow~up Survey of New Hearing Aid Users

PRINCIPAL INVESTIGATOR(S): Charlene K. Scherr

ASSOCIATE INVESTIGATOR(S): Daniel M. Schwartz, Gregory A. Antoine

FACILITY: WRAMC DEPT/SVC: Dept. of Surgery/Otolaryngology Service
ACCUMULATIVE MEDCASE ACCUMULATIVE CONTRACT ACCUMULATIVE SUPPLY
COST: COST: COST:
FY-83 MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL
OF ANNUAL PROGRESS REPORT
FEB 25 1983

STUDY OBJECTIVE: To describe the patient acceptability ratings and fre-
quency of use patterns of new hearing aid users who received a brief 1% hour
hearing aild orientation at the Army Audiology and Speech Center.

TECHNICAL APPROACH: This study was an evaluation of the results of a
follow—up survey of patients seen at the Army Audiology and Speech Center
for a brief hearing aid orientation following hearing aid fitting.

PROGRESS DURING FY-82: Follow-up questionnaires were obtained from 377
patients and subjected to statistical analysis. Additional audiometric data
were obtained from a subsample of 194 patients' records. The audiometric
data were then employed as a basis to examine the relationship between
hearing loss and hearing aid usage patterns. These results were reported at
a professional meeting, and a manuscript was prepared.

NUMBER OF SUBJECTS STUDIED:
FY-82: 377 TOTAL (TO DATE): 377 BEFORE COMPLETION OF STUDY: _377

SERIQUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (IF
NONE SO STATE): None.

i
;
i




~

Annual Progress Report (cont.) = Work Unit #2546

CONCLUSIONS: The results indicate that the patients surveyed use their
post-auricular hearing aids extensively in a variety of listening environ-
ments and that they report few problems with aid use in general. They
continue to have their greatest difficulty listening in noisy and group
situations but are basically well satisfied with their fittings.

PUBLICATIONS OR ABSTRACTS, FY-82:

Scherr, C., and Schwartz, D. Follow=up Survey of New Hearing Aid
Users. Presented at Summer Institute of the Academy of Rehabilitative
Audiology, Big Canoe, Georgia, June 1982.

Scherr, C., Schwartz, D., and Montgomery, A. Follow-up Survey of New
Hearing Aid Users. Manuscript submitted for publication in the Journal of
the Academy of Rehabilitative Audiology.
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DATE: 30 Sep 82 WORK UNIT NO.: 2547 STATUS: [INTERIM X FINAL

STARTING DATE: 1 September 1982 DATE OF COMPLETION: 1 September 1983

KEY WORDS: voice disorders, acoustical analysis, voice quality

TITLE OF PROJECT: Acoustic Correlates of Voice Quality Judgments

PRINCIPAL INVESTIGATOR(S): Robert A. Prosek

ASSOCIATE INVESTIGATOR(S): Allen A. Montgomery, Brian E. Walden, John M.

Dobrowski
FACILITY: WRAMC DEPT/SVC: Dept. of Surgery/Otolaryngology Service
ACCUMULATIVE MEDCASE ACCUMULATIVE CONTRACT ACCUMULATIVE SUPPLY
COST: COST: COST: §576.00
FY-83 MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL
$17,000 OF ANNUAL PROGRESS REPORT

FEB 23 :aa1

STUDY OBJECTIVE: To determine if the perceptual properties of voice quality
can be related to acoustic features.

TECHNICAL APPROACH: Vowel samples produced by 44 patients diagnosed as uni~
lateral vocal fold paralysis, vocal nodules and vocal polyps are the speech
material to be used in the study. These vowels will be mixed with those
produced by 16 normal talkers and 8 talkers with laryngitis and presented to
a panel of 10 speech-language pathologists for judgments of voice quality.
The listeners will rate each voice sample on eleven scales: 1) adequacy,

2) pitch breaks, 3) voice tremor, 4) excess loudness variation, 5) loudness
decay, 6) harshness, 7) hoarseness, 8) breathiness, 9) strained-strangled
voice, 10) voice stoppages, and 11) pitch variations. The "pitch varia-
tions” scale was added to the perceptual variables in order to assess slow
changes in pitch which occur during the production of the vowel. The scale
had been inadvertently omitted from the original protocol. Each vowel
sample will be classified according to the perceptual scales having the
highest index of agreement among the judges. Acoustical analysis of the
voice samples will consist of computer-based measurements of the spectral
flatness of the inverse filter, spectral flatness of the residue signal,
pitch perturbation quotient, amplitude perturbation quotient, pitch ampli-
tude, coefficient of excess, slope of the pitch amplitude function, change-
over frequency, weighted spectral energy and fundamental vocal frequency.
The acoustical and perceptual data will be analyzed using profile analysis
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techniques in order to determine if different patterns of acoustical vari-
ables are strongly associated with different voice quality labels.

PROGRESS DURING FY~82: The stimulus tape consisting of the vowel samples in

a random order was prepared and listener judgments are being obtained at the
present time. Complete acoustical analysis will begin when funds are avail-
able for the real time, narrow-band analyzer.

NUMBER OF SUBJECTS STUDIED:
FY-82: 0 TOTAL (TO DATE): O BEFORE COMPLETION OF STUDY: 44
(recorded voice samples)

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (IF
NONE SO STATE): None.

CONCLUSIONS: Not applicable at the present time.

PUBLICATIONS OR ABSTRACTS, FY~-82: Not applicable at the present time.
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Dare:22 Oct 82 Yox Buir tio.: 2610 - Starus:_ Intzmim XX Fira
Srarriig Dare: Pare ¢ Comererion: 1983

Key bomas:  ALG - Transplant Rejection
Timee cr ProyscT:

Use of Antilymphocyte Preparation in Renal Transplantation

Princiaal lnvgsticarse?s): J.A. Light, COL, MC
Asscctare Imvesricarca(s): J.A. Biggers, K. Oddenino, B. Reinmuth, S. Metz

Faciity: WRATC Dzp1/Svc: Dept of Surgery, Organ Transplant Svc
Accenoative FECTASE Coste: Rccusmaative Conmract Cost: \CCUMILATIVE SupPLY Cos-;:m-
FY-83 -€0CASS:  Contract Cost: Su2evy Cost: Dare or Coovitree Forrov, %:

o $380.40 ExauaL Prosazss Peporr i'E 25 FEB 25 1983

- P T e e e T T

Stuoy dsuzcrive: 1. To improve allograft and patient survival in recipients of

renal transplants. 2 To determine whether ALG used as primary treatment for
jeetion—i lant

TECHHI AL A2PROACH: /period to prevent rejection.

Cadaver transplant rec1p1ents were randomized to receive ALG either as prophylaxis

afl rejection.Lymphocyte enumeration and classification (over)
Presazss D215 FY-82: Twenty-two additional patients have been treated in accordance
with this protoco1 in the past year ('I4 prophylaxis, 8-rejection reversal). To

ith ALG (31-prophylaxis, 21-rejection reversal
fusgr o7 Susuzcrs Stuprz: (over)

FY-82: ToraL (to pats): Bzrorz ComeLeTion of Stuay: 28

S:tous/Unsxazcren Sios Errects v Su3uicts PaaricipariiG in Proszct(1F nonz s9 STATE):
The risk of ALG reaction is 8%/c0urse of ALG, although 20% of patients with re-
Y " BCIU‘"

SONELISIONS: | G reverses 93% of acute rejection episodes compared with 50% for
steroids. The use of ALG is associated with 25% improvement in one year graft
survival. It appears that ALG when used primarily for rejection reversal is
as effective as when used in the traditional prophylactic manner, although
definitive conclusions are still premature. Adequate numbers of patients and

-adequate followup shoyld be avaijlable after one more year of study. The dose (over)
PusL.1caTONS 02 ABSTRACTS. FY-82:
Sequential Antilymphocyte Globulin (ALG) Therapy (Rx) Improves Graft and Patient
Survival. Presented August 1982, IXth International Congress, Transplantation
Society. To be published in Transpl Proc 15, 1983.
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TECHNICAL APPROACH: (Cont) and biopsies were routinely performed. Rejected

grafts were removed and examined microscopically, and eluted. Eluates were
analyzed for immunoglobulins and HLA specificity.

PROGRESS DURING FY82: (Cont) 84% of patients experienced at least one re-
jection episode. Twenty-one of the 31 patients in the prophylaxis group have
functioning grafts (68%). These 31 patients experienced a total of 46 rejec-
*ion episodes (1.5/patient)of which 35 were treated with ALG, all but 3 suc-
cessfully. 40% of this group experienced allograft rejection while receiving
ALG proplylaxis suggesting the dose utilized for prophylaxis was suboptimal.
Sixteen of 21 patients in the rejection reversal group are still functioning
(76%). There have been 42 rejection episodes (2.0/pt), 31 of which were
treated with ALG, all but 3 successfully. Serum creatinines are similar in
both groups. Two patients in the prophylaxis group and 1 patient in the re-
jection reversal group are chronically rejecting. One prophylaxis patient
died 6 months post transplant from an MI (SCr - 1.6 mg/dl).

CONCLUSIONS: of ALG has been increased to 30 mg/kg/qd x 14 days in the
prophylaxis group from 20 mg/kg/qd x 10 days and 20 mg/kg/qod x 10 days.
Groups using larger dose have about 45% acute rejection.
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Darz: 18 Qct 82| Wasx Luer Ho,: 2615 Starus:  InTeRtm XX Fiea
StarTies Dare: Date_oF Comerevicn:

Key lioros:
Time c7 ProscT:  Serum Beta 2 Microglobulin (BoM): An Adjunctive Monitoring
Test in Renal Transplantation

Primcipal InvesTicator(s®: ) A, bight, COL, MC
Asscciate Imvestroatom(s): ) A Riggers, W. Hayes, B. Reinmuth
Facriity: WA Depr/SvcDept of Surgery. Organ Transplant Svc

Accuvur ative PE0CASE Cost: Accumiattve Coiract Cost: AccuvuLative SuepLy Cost:

FY-83 J+EDCASE:  Contract Cosv:  Susery Cost: Dave oF Cormitree ferroyy O:
$8.000 $91.935.01 AanusL Prozazss RepoRT ﬁ‘B 95 1982

Stuov Q3U5CTIVE: Assess the value of B,M in monitoring renal function, allograft
rejection activity, impact of immunOsuppression, and infection on the trans-

i 22" Serum is collected and analyzed daily and compared with other
standard clinical parameters.

Prosaess Durins FY-82:  Approximately 1500 analyses were performed on 43 additional
patients in FY82 (all together 5200 analyses on 146 patients). BoM tests have

—been run every day that a Serum Creatinine determination was made. (over)

WH3ER oF Su3JzcTs Stupien: _
FY-82: 43 Toraw (1o pave): 146 Berore ComeLeTion 07 Stuav:

Sertous/Unexescren Sips Errects in Susuzers Paariciparing 1n Prouzct(iF onz s STATE):

ConcLustons:  B.M js a sensitive reliable, reproducible test that is a better
1ndic.:ator_of.allograft reject{on activity t'lgan other avajlable parameters.

It aids sxgmfjcant]y the differential diagnosis of infection, obstruction,

ATN and rejection. The reasons for BMV elevation in viremia is intriguing

and will be_fur'ther investigated. BoM elevations after therapy appear to

signal ongoing allograft rejection and suggest that further antirejection (over)
PusLICATIONS OR AgsTRACTs. FY-82:

Serum Beta-2-Microglobulin: An Adjunctive Monitoring Test in Renal Trans-
plantation, J.A. Light, J.A. Biggers, M.R. Alijani, M. Smith, & K. Oddenino,
Proc Clin Dial Transpl Forum 10:67-72, 1980 (published July 82)
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Progress During FY82: (Cont) Eighty-one patients having 111 identifiable
rejection episodes were analyzed in depth. The B,M predicted the rejection
episode before the SCr in 73% of cases (49/67) by a mean of 4 days, and con-
firmed the diagnosis in the remainder. There were no false negative tests.
In 7 identifiable cases of isolated CMV infection, the BpM/SCr ratio in-
creased to 8.0 (normal 2.5-3.0, rejection 4-5). In 3 cases of ureteral ob-
struction the B,M remainded unchanged while the SCr doubled. In 7 rejection
epiosdes the Boll did not return to normal levels (the SCr did). Six of 7

had subsequent rejection within 2 weeks. In 55 rejection episodes where both
parameters returned to nurmal levels, only 29 had subsequent rejection occur-
ring after 1 month.

Conclusions: (Cont) treatment should be employed. BoM levels also correlate
with graft survival. Further research is needed to improve test automation
and to develop better correlation with other assays for the differential
diagnosis of rejection and viral infection.
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Davz:22 Oct 82| Vozk Uner Ho.: 2617 i Statys:  Intemi XX Freea
Startiia Dare: Dave or ComeLeTioN:

Kev Yioras: ,
Time c7 ProszcT: Lymphocyte depletion: Immunosuppression for Renal Transplantation

Princioar InvesTrcator(s}: J A, Ljght. COL., MG - J.A, Biggers, MAJ, MC

Asscciate luvesticator(s): D,M, Strong, S. Metz, K. Oddenino

Facruity: WRANC Depv/Svc: Dept of Surg, Organ Transplant Svc
Accuruavive FEDCASE Cost: Accurmnative Coiitract Cost: Accumuative SuepLy Cost:
FY-83 FEDCASS:  Cowteact Cost:  Suepty Cost: Dave o7 Commitree AeprovaL OF

e l;B.U__ ‘ ng“ §T5 FxnusL PrOSazss REPGRT FER 25 1002

Stuov JsuzcTive: Alter immune system's response to sensitized transplant antigens
by lymphocyte depletion.

TecumicAL AcproacH: Cannulation of thoracic duct and drainage of whole lymph for

6 weeks. Lymph is cell depleted by centrifugation or freeze thaw killing

and reinfused daily, .

Prosrzss Duaius FY-82: Three additional patients have had successful thoracic

duct drainage. One patient transplanted with a positive crossmatch failed

at 2 months due to rejection. Two patients transplanted with negative (over)
Huwaer oF Susuzcts Studien:

FY-82: 3 ToraL (vo pate): 1] Berore CowwreTion oF Stuoy:
Sericus/UnsxescTeD Sipz ErFrecTs 1M SusuzcTs PaatiCiparing I ProuzeT(1F 1Nz SO STATE):
None

ConcLusions: One year graft survival in patients with positive crossmatch kidneys

is 50% with pre transplant preparation by lymphocyte depletion. Overall actual

graft success in all patients transplanted after lymphocyte depletion is 56%.

TOD is the only accepted method of preparation for highly sensitized patients,

but the mechanism remains elusive despite substantial investigation. New tech-
nology is expected in FY83 to further investigate the basic immunological events.
EUBLICATIONS o2 AssTracts, FY-82: ' .
uccessful Renal Transplantation (Tx) Despite Positive T Cell Crossmatch with

Pre Transplant Lymphocyte Depletion (LD), Biggers, J.A., Light, J.A., Strong, D.A.

Metz, S., Detrick-Hooks, B. Submitted to IXth International Congress, Transplanta-
tion Society, Mar 1982. (not accepted)
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Datz:22 Oct 82| Moax Untr No.: 2617 Status: Interi XX Fra
Start i Dare: Date GF ComereTion:

Kev Yioros: ' ;
Time ¢7 ProsecT: Lymphocyte depletion: Immunosuppression for Renal Transplantation

Princreal lnvesTicarorls?: rs, MAJ, MC

Assccrate levesticator(s): D.M. Strong, S. Metz, K. Oddenino
Factuiiy: WRAENC Depv/Svc: Dept of Surg, Organ Transplant Svc

Accuswrative FEDCASE CosT: Bccumaative Coiitract Cost: Accumuative SuepLy Cost:
"FY-83 FEDCASE:  Contmact Cost:  Sueery Cost: Date oz CosmiTies Ferroval OF
FY-8 IJU_\S: oL §L441 §}, FNNUAL PROSRZSS BEPGRT FER 25 1002

Stuoy OsuzcTive: Alter immune system's response to sensitized transplant antigens
by 1ymphocyte depletion.

Tecumica Acproact: Cannulation of thoracic duct and drainage of whole 1ymph for

6 weeks. Lymph is cell depleted by centrifugation or freeze thaw killing
and_reinfused daily,

Prosazss Duaiis FY-82: Three additional patients have had successful thoracic

duct drainage. One patient transplanted with a positive crossmatch failed

at 2 months due to rejection. Two patients transplanted with negative (over)
Mwmer oF SusuzcTs Studien:

FY-82: 3 Toraw (1o pate): 11 Berore Coveterion oF Stuoy:
Sericus/UnzsxpzcTeD Sinz Errects 1 SusuzcTs Partictparing 1 ProdzeT(1F ponz $9 STATE):
None

Loncrusions: One year graft survival in patients with positive crossmatch kidneys
is 50% with pre transplant preparation by lymphocyte depletion. Overall actual
graft success in all patients transplanted after 1ymphocyte depletion is 56%.
TDD is the only accepted method of preparation for highly sensitized patients,
but the mechanism remains elusive despite substantial investigation. New tech-
nology is expected in FY83 to further investigate the basic immunological events.

Eusucano«s o2 ABsTracTs. FY-82:

uccessful Renal Transplantation (Tx) Despite Positive T Cell Crossmatch with

Pre Transplant Lymphocyte Depletion (LD), Biggers, J.A., Light, J.A., Strong, D.M.
Metz, S., Detrick-Hooks, B. Submitted to IXth International Congress, Transplanta-
tion Society, Mar 1982. (not accepted)




PROGRESS DURING FY82: (Cont) crossmatches have functioning kidneys one
month and 4 months post op. :

Overall Progress: Eleven patients have had attempted thoracic duct drainage.
Two had no major thoracic duct which could be cannulated. Three patients

were transplanted with negative crossmatch kidneys (2 of 3 successful, all
successful at 6 months). Six patients were transplanted with positive cross-
match kidneys. Two had hyperacute rejection and loss of their grafts. One
had acute rejection and loss of her kidney at 2 months. The remaining 3
patients have functioning kidneys 14 months, 19 months and 24 months post
transplant. The project also supplies Tymph for WU #2621 and WU#1327-81.

The cells are also used to supply IL-Z for long term cell culture studies
at NCI, NMRI and USUHS.




Dare: 25 Oct g2Hosx Luir Mo.: 2618 Status:  Inreris XX Fisa

SrarTins Date:  August 1980 Date of CosLeTion:

Key Voros:

Time c7 PROJZCT: [ntentional Donor Specific Pretransplant Transfusion

PrinciraL Iwvesticator(s): J.A. Light, J. Kumar

Asscciate Investicaror(s): J.A. Biggers, S. Metz, K. Oddenino

Faciuity: WRANC Dert/Svc:Dept of Surgery, Organ Transplant Svc
Acaswative PEDCASE Cost: Accurative Coirract Cost: Aecuswearive SuppLy Cost:

-83 FEDCASE:  Conrmact CosT:  SueeLy Cost: Dare o Commitrez Aopwrov
FY i____ $1,830.66 FrnuaL PRosRz S:R‘POR; #%25 FEbB 25 1983

Sruov Osyzctive: 1. Decrease incidence of rejection & improve long term results of
transplantation. 2 Determine which type of blood is most eff1cient 3. Determine

' pes of
PROAH: rtransfusion. 4. Measure MLC & CML responses before & after trans-
TECHNICAL MODIFICATION: (over) fusion./

Prosazss Duaing FY-82: Fifteen additional donor-recipient ﬁairs have been trans-

Tused according to the stored DST protocol. Thirteen have been transplanted,

11 successfully. One kidney was lost to hyperacute rejection and 1 to acute (over)
Wwser oF Susszcts Stupien:

FY-82: 15 ToraL (o pave): 27 Berorz CoveLeTioN 07 Stusv: 10

Seri1ous/UnexpzcTep Sips Errects In Susuzers Paaticipariig it Pacuzet(ir noxz s sTaTS):
None

CovcLysions: Sensitization is a severe risk when fresh DST are used. Four of 7
patients on the protocol were sensitized. Stored OST on the other hand, offers
a minimal risk of sensitization. Although the incidence of acute graft rejec-
tion has been comparable to previous haploidentical 1iving related transplants
(13/16 as opposed to18/24), the severity of the rejection episodes have been
mild and the long term survival results excellent (88% vs 68% at 1 year). Studies
PUBLICATIONS 02 ABSTRACTS. FY-82: /are underway to identify underTying mechanisms.

1. Fresh Vs Stored Blood in Donor Specific Transfusion, Presented 1st Inter-
national Transfusion/Transplant Conference, Los Angeles, Feb 1982. Published
Transpl Proc, Vol XIV, No.2 (June), 296-301, 1982.

2. Donor Specific Transfusion without Sensitization. Presented to Amer Society
of Transplant Surgeons, Chictage, IL, June 1982, Transplantation, in press,
Dec 1982. b

3. Donor Specific Transfusion with Minimal Sensitization. Presented to IX Inter- :
national Congress, Transplantation Society, Brighton, England Aug, 1982.

To be published Transpl Proc 15, 1983.
(over) ﬁ
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TECHNICAL MODIFICATION: (Cont) The question of which blood product to use ‘

seems to be relatively clear from the data collected on the patients treated
under this protocol as it currently erists. A modification to address diff-
erent aspects of DST has been written and approved.

In order to address the need for recipient exposure to donor antigen, the ?
recipient population will be divided into two groups: 1. one group will re- j
ceive blood from the intended kidney donor and 2. the other group will be '
transfused with blood from an unrelated donor who shares the HLA antigens ‘
shared by the conor and recipient but lacks the antigens that the donor does
not share with the recipient. A1l transfusions will be collected, stored,
crossmatched and administered as before. !

In order to address the mechanism of the transfusion effect, suppressor !
cell assays will be performed on recipients who will be transfused locally. }
Blood samples will be collected between transfusions and pretransplantation
and tested for the presence of suppressor cell subpopulations. Functional |
suppressor cell assay will be done in conjunction with the mixed 1ymphocyte
culture. Suppressor cell surface markers will be assessed using the FACS. i

At the time of each transfusion, an aliquot of the transfused blood will !

i
l
|
i
t

be saved for FACS analysis (only when FACS is available) in an effort to
assess the cellular components of the stored unit.

The patients to be included in this study will be expanded to include HLA
jdenticals as well as haploidenticals. At the University of Alabama, a
similar protocol has yielded similar results in the haploidentical group.

In addition, they have used stored DST's in HLA identical recipients. Only -
1/15 experienced rejection post transplant. In our HLA identical series, !
where the recipients receive deliberately 3 units of random blood prior to
transplantation, 10/16 have experienced acute rejection episodes. We have
elected to extend to our HLA identical patients the same protocol as is used
for haploidentical recipients, and to delete random donor transfusions, ex-
cept where medically indicated.

PROGRESS DURING FY82: rejection (ruptured kidney) 6 weeks post op. Two
patients developed a positive T cell crossmatch post stored OST and could
not be transplanted with their intended DST donor. (One additional patient
(TC) was entered on the fresh DST protocol. This patient developed a strong
T cell positive crossmatch after the first transfusion.)

No patients developed RBC antibodies. This aspect of the study is dis-
continued. MLC and CML responses changed in an unpredictable manner. Lympho-
cytes are still collected and frozen, but run now in retrospect in a single
matrix in selected patients.

Pilot studies on the effects of storage on cellular constitutents of blood
from normal donors have been performed and suggest selective loss of T cells
as blood ages. Further studies are in progress.

PUBLICATIONS OR ABSTRACTS: (Cont)

Poster Presentations

1. Antibody Formation in Fresh Vs. Stored Donor Specific Transfusion. Pre-
sented Feb 1982 to the American Association of Clinical Histocompatibility
Testing, San Francisco, CA.

2. Cellular Characteristics of Stored Blond Used for Transfusion. Presented
Feb 1982 to the American Association ~ Clinical Histocompatibility Testing,
San Francisco, CA.
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D,‘r.._ 27 Oct 82| Vox Univ tin.: 2620 lS_m}r_ug__!g_r_:gug:_x bois

_Stazreng Dare: [are o+ (omieTion:

Key Yoos:
Titee 7 ProucT:

Use of Steroids for Transplantation Rejection

Poicioa lwsTicarsals):  J-A. Light, COL, MC

Assccrave levasticator(s):  J.A, Biggers, K. Oddenino

FaciLity: WAL [:p1/Svc: Dept of Surgery, Organ Transplant Svc
Accuaative FEBCASE CosT: hocursiartve Cenmract (o3t Aocwmeative Sooruy Doste
FY-83 iZDiASE:  Cewrmacy Cosv: Suaecy (osT: Dare ¢7 (o uirees famso. o (5

Nnne Ngne Ngne I‘an)L PNG-D._SD ?:anl £&n 2 aiate:

Stuay 23gzcrive: 1. To determine the most effective means of administering h1gh
dose steroids for the treatment of acute allograft rejection. 2. To quantitate
steroidadministration.—

T"C“"'C*‘L F7203C4 patients who were rejecting their transplants were to be randomized
to receive Solumedrol either 5 mg/kg IV BID or 10 mg/kg IV QD and to have serial
monoclonal antibody determinations using the FACS.
Prosezzs [uarns FY-82:  No patients were entered into this protocol. The ability to
measure 1ymphocyte subsets failed to materialize again in 1982. We still feel

d d recommend continuing the protocol in inactive
Wi3gr oF Susezers Stun:izo: statis/
FY-SZ';_—'-— TST:'L (TO DATS)_:_____ B:FOP.E C:.PF’LCT;C o ST'\,':Y'.
Szricus/UnzerzcTeD Sicz frreeTs i SuzuzcTs Paariciearios i Prouzei(4F 1002 o7 sTatD):
N/A
Conrysions:

Presumably the project will be activated, probably in modified format
sometime this year. A protocol addendum will be submitted.

PusLicaTIONS C2 AssTracTs. FY-82:
None

352

e g e e = = .




¢ ————— —— e . e . s e

- (Rddendum to]_. 4
Dave: 27 Oct 84 Vox Uwit Ko.: 2621 ( 2617 Starus:  Intemis gy Fira
Starryis Dave:  February 1981 Darz ¢ Comrevion: _ February 1984

Key Vioeds: Lipoproteins - Thoracic Duct Drainage .

Titee ¢ ProuscT: The Metabolism of Lymph Lipoproteins in patients undergoing
Thoracic Duct Drainage, Addendum to WU #2617

Priveraar leoresTicarsr’s): Jimmy A. Light, MD
Assccrate IrvesTicarox(s): F J. ., MD, & Jeffrey Hoea, MD
Facreity: YRAYC  wared 48 Pzp1/Suc: J]eptm‘_m“sg]ant Sve
Accunearive FEDCASE Cost: Becureartve (oivract (osT: Fropm aTive Suarcy [ast:
None : None
FY-83 FEDTAST:  Courmact Cost: Suoecy Cost: Dare o7 Comioes foveova Us
Nane Nane None Fangse Paoiazss Pzecar Jan. 26, 1982

— - A VD W P A A D e e S M YD R D S M - T R AR W W G S e P AT o e g WS WY M e - W e W A — - - - -

Stuly Q3uzcTive: To study the metabolism of 1ymph lipoproteins in vivo and in vitro
Tymph 1ipoproteins and their precursors are isolated following various dietary

i i igiodi i i ituations. The isolated
Tece o P2220324: ipoproteins are extensively studied in vitro with a variety of
sophisticated biochemical techniques at the NIH.

ngs2:zs Lyains FY-32: Lymph lipoproteins from 5 additional patients undergoing
thoracic duct drainage have been studied.! Tremendous progress has been made.
A new isoform of A-1 apoprotein has been isolated from 1ymph following fat (over)

hases oF Susszets Stuorzs:

FY-82: 5 ToraL (10 2ats): 8 Bzrosz Cowserion ¢ S # of pts under-
going--thoracic duct drainage
SeR10u5/UnianzCTED Sinz EFTECTS v SUSLEITS FA3Tiziootiis ih Brasitrl1F oD 55 STt
None

(~o.53103s:  The study of lymph lipoproteins precursors is contributing signifi-
cantly to the understanding of lipoprotein metabolism which, in due course, will
have direct impact on our understanding of arteriosclerotic cardiovascular disease.

Pusiications ¢z AsstracTs. FY-82:

Publication: Apolipoprotein A-1 Isoforms in Human Lymph; Effect of Fat Absorption,
Ghaselli, G., Schaefer, E., Light, J.A., Brewer, B. Jour Clin Invest (in press)
1982.

Abstract: Apolipoprotein A-1 Polymorphism in Human Lymph; Effect of Fat Feeding.
Ghaselli, G., Schaefer, E., Zech, L., Light, J.A., Brewer, B. Arteriosclerosis
(in press) 1982.
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PROGRESS DURING FY82: feeding. This isoform is the precursor for A-1 apoprotein

which is a major constituent for high density lipoproteins. This new isoform
has only been found previously in Tangiers disease patients and has an extremely
short half life in the serum. It is dependent upon a specific kind of diet and
has not been previously studied extensively. The plans are to continue the
study of this protein which has an extremely short half life, to isolate it,
determine its amino acid sequence, and to study its regulation of apoprotein
metabolism in HTL levels. In addition, chylomicron remnants isolated from the
lymph will be studied in vitro with a liver membrane system to further examine
the metabolism of these 1lipoproteins.




Dare: 22 et 83 Vo Unir Ba.: 9499 Status:  [wremiy Fivse  xy

Startits Dare: Pare o7 (o eTion: -
t

Kev Vioros:

Titee 7 Proyzct: Immunological Monitoring: Whole Blood Blastogenesis Levels
and Relationship to Graft Rejection Episodes in Renal Allograft Recipients

Privcreal lwesssticator{sy: J.A. Light, COL, MC
Assccrare livesticator(s):

FaciLivy: WAL Depv/Svc: Dept of Sur , Organ Transplant Svc
Accuruarive FEDCASE Cosr: Recunaative CenitraCT Co;r. Accusunative SuepLy Cnst:
FY-83 #EDCASE:  Contract Cost: Suzpry Lost: Dare o7 Coantres forro 7

. $270.00 FwaL Proazss REPcRr Ped 2 s FEB"25 1983

————— o o e ot e e 4 e 2 o S e o ot

Sty DsuzcTive: To ascertam spontaneous blastogenesis levels in the whole blood
of renal allograft regiments and determine whether or not the variation of

t et—or—ending—ofrejection———
TECHNICAL A*PR0ACH: This 2 hour test using unseparated blood sample measures the

"turned on" state of absolute numbers of lymphocytes - as found in peripheral
-transplant pericd. Blastogenesis is measured

H- Lhe—post
Ro3Rz3s Dunins FY-82: /by tritiated thymidine uptake.
No experimental work has been performed on this protoco1 in FY82 for the
w_probability

hum3gR oF JusdzcTs STUDxr.D- /of yielding significant new information. Recommend
FY-82: Tora (iBYEMDRETON. Berore Cowererion 07 Stuny:

Szrtews/Unexrzcrep Sios Errects 1 Su3szeTs PaaticiparinG 1n ProuzcT(is nonz $3 STATE):

Concrusions:

PusL1CATIONS 02 ABSTRACTS, FY-82:
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Darz: 4 Feb 83(*2!)03.& Uuit bo.: 2623 Starus:_ Intzmum_ XX Firo )
StazT1s Dare: Dare cr ComeLeTion:
Kev looos:

TiTLe 7 Prouzct: Immunological Monitoring: Determination of C-Reactive Protein (CRP)

Levels in Serum of Post Transplant Patients & Correlation of those levels with
Allograft Rejection

Porueraa Dovzsticarsals): J.A. Light, COL, MC

Asscciate IrvesTicartor(s): W. Hayes

Facruivy: WA Dep1/S:c: Dept_of Surgery, Organ Transplant Service
Accumative FECCAST Cost: Rzcuiwiative Coimract CosT: hocusam ztive Suoply Dot

FY-83 FEDOASE:  Courmact Cost: Sussiy Cost: Dare ¢7 Qo wirres fassova. (=

_— FawuaL Prozazss Pzecar BER 25 1083

B it T ey ey g g g g e eyt

TudY J34iCTivi: To establish a productive test to aid in early recognition of re-
jection of allograft and permit more appropriate and effective treatment of post

iante
Ho5~

TEC M FRER3NHI A kit for testing C-reactive protein using the radial immuno

diffusion technique has been standardized for use. The sera are added to the plate
_MMMMWM&MMJMBFUN samples

re32:33 D215 FY-82:21 patients were studied serially during a variety /are tested.
of infection and/or rejection syndromes following renal transplantation. See the

attached abstract submitted & accepted by the 3rd International Immunological Moni-

fuaes of Su3uzers Svuorss: toring Symposium. See below.
FY-£2: 21 Toraw (12 pats): 49 Brromz Coweverion oo Soizvs
Szrious/inipzcres Sinz Ermsers in Suzoiivs Baaticir s g Poovior(0F o 30 sTaTIL.

None

Cozuusions: CRP assays have not been particularly useful monitoring tests in this
institution. A particular series of patients with viremia are an interesting
subset for further study during this year. There is a newer technique, both
simpler and faster, called rate nephelometry which we intend to investigate.

PusiicATIoNs C2 AssTracTs. FY-§2:

Poster presentation at 3rd Int Imm Monitoring Symposium 21-24 November 1981,
Miami - Nonspecific Monitoring for Transplant Rejection: Beta 2 Microglobulin
and C-Reactive Protein. Light, J. etal. A manuscript is being created.
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Datg:22 Oct 821 Vosxk Untt fio.: 2624 Status:  Interim XX Fioa
!_ Staaris Dave: Pate oF ComereTion:

Key dicros: ‘
Time cr Proszct: Immunological Monitoring: A mini Micro Technique for In Vitro
Culture Assays

PrincizaL livesTicator{s):

Asscciare Investicator(s): D.M. Strong, F. May

Facruivy: WRAMC Depr/Svc: Dept of Surg. Qrgan Transplant Svc
Aecumnavive FEDCASE Cosr: Accurwative Caitract Cost: AccuuLative SupeLy Cost:
FY-83 {ELCASS:  Cowntract Cost: Supery Cost: Date or ComiTTEE AerRovaL OF

$3,065.80 Fowwar Prosazss Repcrt BER 2 5 1983

———

- -

Sruny 3vzCTIVE: To adapt the Terasaki microplate culture system of O'Brien,
Knight, et al, 1979, for use in assessing immune response in transplant patient

T Pasera ‘ T™pulation,
TEHICH APPROACH: 1010 caki microplates are used in place of the more commonly
used Lindbro microtiter plates for performance of such Tymphocyte culture

i S > amd—PLT—About—ometemth—thenumber—of—cetls (over)

"We have found that this method is well suited to the primed
lymphocyte assay. One tenth the number of cells used in the conventiona} ' )
' i i i i s).(over

ZCTS STUDIED: ,
FY-82: TotaL (10 pate): Berore CowoLeTion o7 Stugy: 20

Sericus/Unexpscten Sios Errects 1 Susuzets Paaticiparing o ProuzcT(iF HoNE S0 STATE):

None . .
Coverusions: This technique is being very successfully used for all the blasto-
genic assays. Additional tests are necessary for statistical calculation.

PusLIcaTiONS 02 ABSTRACTS. FY-82:

Primed Lymphocyte Testing Using Mini Microculture Technique. Metz, S.,
Simonis, T., May, F., Light, J.A., Strong, D.M. Poster session at AACHT,
San Francisco, May 1982.




TECHNICAL APPROACH: (Cont) are used in this technique as compared to the

larger system. Incubation, pulsing and harvesting are done in a fashion

comparable to the more common system.

PROGRESS DURING FY82: (Cont) Additional numbers of donor-recipient pairs

need to be tested for MLC using this method and the conventional method in
order to establish stimulation index and relative response ranges that
correlate with graft survival.
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Datz:22 pOct 821 Mosx Engr fio.: 2625 Status:  Inreri_ xx  Fioa

Startiis Date: Dave oF CometeTion:

Key Voras:

TiTe ¢ Proscct: Immunological Monitoring: Determination of Histocompatibility
between Renal Transplant Donors and Recipients Using Primed Lymphocyte
Typing (PLT)

Pimciear Dwvesticaror(s): J.A. Light, COL, MC

Associaie Imvesticaror(s): D.M. Strong, S, Metz, F. May

Faciiry: MWRAE Dzpr/Svc: Dept of Surg, Organ Transplant Svc

Acctmn ative FEDCASS Cosr: Accumparive Conract CosT: kecumueative SuppLy Cost:
-83 FEDCASE:  Contract Cost:  Sueery Cost: Dave oF Cormitree Ferrovgy OF

i l_Si.ﬂﬂOQﬂ___'__ $1.400,72 FanuaL PRoSRzSs Repoar ﬁB 25 1983

———— ottt 2 o e e 2 o s 7 0 o o 2 e

Sruoy J3yzcrive: To determine the role of HLA-D related antigen specificities
in renal allograft survjva_] using primed 1ymphocyte testing as a means of

TECHNITAL E;PROAcm KH ggérle{éipient pairs are B cell typed using the nylon
column separation techm‘qqe and microcytotoxicity test. Cells on these pairs

HLA-D(over)

Prosazss Durins FY-82: Freezing of 1ymphocytes on donor-recipient pairs has con-
tinued with 25 additional pairs stored (total 50 pairs). Expansion of primed

typing cells began in Nov-Dec 1981 but ceased when tech resigned. Expansion (over)

tdzr o7 SusyzcTs Stupied:

FY-82: 25 Toraw (10 pate): _ §Q Bzrore CorereTion o7 Stuoy:

Sertous/Unexezcren Stos Errects i Suzuzcts ParticipatinG 1t Prouzet(1F novz 59 STATS):
None

Coverustons: None at this time

PusL1cATIONS 02 AssTRACTS. FY-82:
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TECHNICAL APPROACH: (Cont) region specificities are expanded in culture

using T cell growth factor. These primed cells are mixed in culture for 2

days; tritiated thymidine uptake measures blastogenesis. Serologically
defined DR antigens are compared with PLT assignments and these are corre-
lated with graft survival.

PROGRESS DURING FY82: (Cont) of cells with TCGF began again in May using

a tech borrowed from USUHS. Fifteen pairs are ready for typing.

T STy o ST« Sy T )



Date:22 Oct 82 Hosx Uit fo.: 2626 Srarus:  Inregis XX Fir

Stastiis Dare: Not yet begun Dars_cr Comeremion:

Key Voros:Leukapheresis - Transplantation
Timee cF ProuzcT:

Intensive Pretransplant Leukapheresis

Princraat lnvesticarsals): J.A. Light, J. Kumar, D. Wright

Asscciate Imvesticator(s): J A. Biggers, K. Qddenino, S. Metz
Facieity: WA Dzar/Svc:Dept of Surg, Transplant Svc; Dept of Pathology
Accumarive FEDCASE Cosr: Accurmartve Courract Cost: ACCU‘-‘.ULA;;\;;-éjF;l:;.E;;;:—“-
FY-83 iEDCASE:  Cowrmact Cost:  Sussiy Cost: Dare cr CoimiTie: fpRoy 7
- None FainuaL Prosrzss Repcar FtB 25 1083

- - i o i P e S > 0 . = > s o e o o

Sruov Qsuzcrive: Preparation of sensitized recipients for transplantation by
selective 1ymphocyte depletion using pheresis.

TeCHHiCAL APPROACHPatients are connected to the cell separator TIW for 6-8 weeks
until T cells are depleted as indicated by FACS analysis.

Prosa:ss Duaris FY-82: None. Project cannot begin until personnel hiring action
can occur

Muser oF Susszcts Stubiza:
FY-82: g Totan (to pata): 0 Bzrore ComeLeETiON OF Stuny:

Szrious/UnzxpscTen Sins Errects v SusuzcTs PaaTicipartiG it ProJzeT(IF mous s3 STATE):
None

Concrustons:  Very exciting project already being done at other transplant—
centers. Potentially could replace TDD as method of preparation for
sensitized transplant recipients.

PusLicaTIONS 0 ABSTRACTS. FY-82:

None
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Davz: 3 Nov 82 | Voax Luit lo.: 2627 Status:__Intemim_ xx  Fuae

Sraariis Dare: Not yet begun Pare cr Comerzrion:
Kev boeds:  Allograft rejection - Plasmaleukapheresis———— ——

Titee ¢F Proyzct: Plasma Leukapheresis for Acute Allograft Rejection

Priverral lrvesticarealst: J,A. Light, J, Kumar, D. Wright
Asscciave Investicaroa(s): K. Oddenino, S. Metz, J.A. Biggers

Faciity: WA - DEPT/S‘/; : Nept of Surg, Transpl Svc, Dept of Pa

;\CCU-‘!U'.;TIVE FECOASE CosT: [ Rocuiwearive Convract Cost: oo a7 ive Suspiy [asT:
-85 FEDUASS:  Cowtmact Cosm: Susev Cost: Date €7 Cowmities fosaoe (-

Fr-85 i None Fanpar PRosezss Reecar “EB 25 1983

e e e P B PR E e e E T ." Ame . e B eEmmm— . Cm e, e E e P, S E N m e m, —m——————— - - —m e m e =

Stiov B34CTIVE: To jnvestigate the effects of PLP on the rejection process as
compared with ALG. To rescue rejection episodes resistent to other parameters.

TECraiThL P2220374: Patients experiencing 2nd rejection episodes will receive either
10 PLP or 10 ALG treatments. Crossover and rescue is allowed for graft salvage,
_but will be judged as ineffective therapy -
Pros2:3s [sa5 FY-82: None. Project cannot be activated untp h“ing freeze_is

ed. patients have received PLP as rescue therapy for intractable re-
jection episodes with 50% response.

flasge oF Susziers STuoizs: No protocol patients; 11 random patients

FY-82: Torae (73 pats): Bzrorz Cowwrevict of Stusv:

Szaicus/unzarseres Sinz Crssers 1 Sualiots Peamiciacrins gn Poouzonlis o 93 svays
Two patients have experienced allograft rupture during PLP for severe rejection.

L 17 u‘t%ny. -
Cozdsiens: pLP subtracts 1ymphokines, mediators, lymphocytes and platelets, while other
anti-rejection measures add substances. The proposed study is original and has a
reasonable chance of comparing favorabl: with the present standard - ALG.

PusLICATICNS 02 A3sTRacts. FY-S2: None




Dare:15 Nov 82] VMosx Byt fo.: 2809 Status: INTERtM ' Friow

Startiig Dare: 1979 Date of CometzTion: 1984
Key Viomos: PROSTATE CANCER AND NON-ESTERFIED CHOLESTEROL

Time cF ProszcT: RELATIONSHIP BETWEEN PROSTATIC CANCER AND EXCRETION OF
URINARY CHOLESTEROL

Painciaa lwesticaroals):  HARRY Y.C. WONG, Ph.D
Asscciate lmvasTicatar(s): DAVID G. McLEOD, MD - EUSTUS NELSON, MD

Facirny: WAL Dept/Svc: _UROLOGY

Accuaravive FEDCASE Cost: Accurnative Conitract CosT: Accuuative SuppLy Cost:
0 0

FY-83 s'-'ED%\S‘E: Coms%cr CosT: Sz.m.é Cost: Dave oF Commiree feerovay OF

Feinya Prosrzss Repcrt EEB 2 5 1983

Stuoy Osymcrive: 10 DETERMINE URINARY LEVELS OF NON-ESTRIFIED CHOLESTEROL: IN
PRTIERTS WITH CARCINOMA OF THE PROSTATE; ATTEMPT TO ESTABLISH A CORRELATION

BETWEEN ELEVATED URINARY LEVFLS OF N.E.C. IN VARIOUS STAGES OF PROSTATIC CANCER AND
TEctiich AodroacH:  HOPEFULLY UTILIZE THIS METHOD AS A MEANS TO EARLY NOSIS OF THE
DISEASE, AND AS A PROGNOSTIC INDICATION

24 HOUR URINE SPECIMENS ARE OBTAINED ON PATIENTS WITH CARCINOMA OF THE PROSTATE
ProsRzss Duzins FY-82: None - The Chromagography Equipment has not been in
operation the entire year. We are awaiting new equipment.

Muwaszr oF Susyzcis Stupbied:

FY-82: ¢ TotaL (1o pare): Berorz Cowerevion o7 Stuay:

Szrtous/nzxescTep Stos Errects 1N SusuzcTs PaaTicipating 1 ProuzcT(iF 1one $o STATE):
None

ConcLustons:

In black males there is a correlation between urinary levels of non-estrified
cholesterol to prostatic cancer.

PusLICATIONS 02 ABsTRACTS. FY-82:

None




Darte: Yoax Bnir Ho.: 2810 Status: Interim N\ Finay
Srarriis Date: Date_of CowereTioii:
Key Voras:  CANCER OF NLADDER, IRRADIATION

Tine cr Pros ‘fﬁMFKﬁITTVE’ETUEV‘UF‘ﬁTﬁﬁ'56§E‘VE§§U§"EGW‘56§E“PRE'UPERKTIVE
RADTATION 0 RADICAL CYSTECTOMY FOR CONTROL OF TRANSITIONAL CELL CARCINOMA
OF THE BLADDER

Princreal Investicaror{s}: DAVID G. McLEOD, MD

Asscctate Investicarox(s): RONALD DORN, MD

FaciLity: WAL Depv/Sve:  UROLOGY & RADIATION THERAPY
0 -0

Fy-83 PEDC/OQE: chrpﬁcr CosT: Suppbv Cost: Dare o7 Cormitree Aerrovar OF

Eanyss. Prosazss ReporT FEB 2 § 1009

Sty Oagzcrive:  TO COMPARE SHORT COURSES VERSUS LONG COURSES OF PRE-OPERATIVE
RADIATION THERAPY IN THE TREATMENT OF INVASIVE CANCER OF THE BLADDER

{
|

{

i

!

|

1

|

{

l

|

Accumeative PEDCASE Cosr: Fecumaative Contract CosT: Accumurative SuppLy Cost: %
1}

{

!

TecewicaL APROXCH: o DEVIATION FROM PROTOCOL. THERE ARE NO INCREASED SIDE EFFECTS
OR INCREASED INCIDENCE OF EXPECTED UNTOWARD SIDE EFFECTS.

Prosaéss Du2ius FY-82:
See Below
luBzR oF SusJzcTs STuDied:

FY-82: 6 Tora (7o pate): 22 Berore ComeLeTion oF Stusy: S0

Serious/UnexpecTen Sips Errects i Susszers PaRTiciPaTiiG Int Prouzct(iF nhonz s9 sTATE):

None
Concrusions:

We are now trying to collect data with anticipation

bf closing out this study in the next 18 months.

PusLICATIONS 02 AsSTRACTS. FY-82:

None




Darz: 19 Nov 82| yoae tuir Ho.: 2812 Status: InTertst . Frea

b Starting Date: 25 March 1980 Date_oF ComeeTion: :
‘ Key biomos: TESTIS TUMOR (SEMINOMA) : |

Tite cr Provzct: HUMAN CHORTONIC GONADOTROPIN (HGT) PRODUCING CELLS TN SEMINOMA-
TOUS GERM CELL TUMORS OF THE TESTIS: A PROSPECTIVE AND RETROSPECTIVE CORRELA-
TION WITH TUMOR HISTOLOGY AND RESPONSE TO THERAPY

Princioa lvesticaroals):  DAVID G. MCLEOD, MD, COL, MC
( Asscciate Imvesricaror(s): CHARLES DAVIS, COL, MC  SUSAN KERN, CPT, MC

Faciuizy: WRANC Deer/Svc: UROLOGY/PATHOLOGY/AFIP GENITO-URINARY BRANCH
FY-83 FEDCASE: Conrract Cost:  SuspLy Lost: Date oF ComitTEE Aeerova OF
____\§-. i & FNRUAL PROSRZSS REPOZ?’O@EQ 25 1983
t |

i
I
t
|
|
|
Accan At wag‘EDCASE Cost: Accww_mv(e) Coiitract Cost: Accu*f.uu\Bvs SupsLy Cost: !
|
i
!

Stuovy Osuzctive: TO SEE IF THERE IS ANY CORRELATTON BETWEEN HGC PRUDUCING TUMORS
ARND DEGREE OF MALIGNANCY IN SEMINOMAS.

Tecuvica AeeroacH:  WE ARE TRYING TO COLLECT, FOR EXAMINATION, TISSUE BLOCKS
AS OUTLINED IN THE PROTOCOL. NO FUNDS ASKED AND NO FUNDS NEEDED.

Prosazss Duaiiis FY-82:

No Progress

e 9F Susdzcts Studied:
FY-82: JovaL (o pate): Berore ComeLETION 0OF STUDY:

Szr1ous/Unexezcren Sig Errects N Susuzcts PaaticiparinG 1o Prodzcr((# roxs $3 STATE):

ConcLustons:

None

PusLicATIONS 02 ABSTRACTS. FY-82:

-

W
o
w




Date:15 Nov 82| Woek Buit Ho.: 28148 Status: Iwremim Froa
Stagring Date: 1 June 1980 Date oF Coeterion: 30 April 1982

Key Yiomas: PROSTATE CANCER

TitLe cF Prousct: A COMPARISON OF COMBINATION CHEMOTHERAPY-HORMONAL THERAPY WITH
HORMONAL THERAPY ALONE IN PATIENTS WITH CLINICAL STAGE D PROSTATE CARCINOMA- -«

Princioal Isvesticatoals):  DAVID G. McLEOD, MD
Assccrate Imvesticaroa(s): H. GRANT TAYLOR, MD, STEVEN J. SKOOG, MD

Faciuivy: WRENC Derr/Svc: UROLOGY/HEMATOLOGY-ONCOLOGY
Acmwb,mvs FEDCASE CosT: Accw«w_ATBve Co:imract Cost: ACCU.":UL;’\B tve SuppLy E;;;“—
FY-83 x'-'EDCI&E: CONTRACTOCCST: SUPPL6 CosT: Dare o7 ComiTres ferrovy 07

v kgL Prosazss Reporr FEG 2.5 J_1983

CHEMOTHERAPY & HORMONAL THERAPY IN PROSTATE CANCER

TECHNICAL APPROACH:
MULTI-INSTITUTIONAL STUDY OF PROSTATE CANCER PATIENTS

Stupy D3JzCTIvE:

Prosezss Durins FY-82: The National Prostatic Cancer Project closed out this
Protocol as the number of patients from all institutions met criteria

—for completion,
fBeR OF SusszcTs SiuplEd:
FY-82:See Attached Tora (vo pate): Berore COMSLETION OF Srusy:

- Shaetl
Serious/UnescTen Sios Errects In Susszcts PaaTicteariiG in ProuzcT(ir HONZ SO STATE):

See Protocol
CoxcLustons:

Statistical data being collected for pub]iéation in the next year or so.

PusLICATIONS 02 ABSTRACTS. FY-82:




NPCP CHEMOTHERAPY PROTOCOL - 600 14
TABLE 2 .
DISTRIBUTION OF PATIENTS BY INSTITUTION

RECEIVING DEAD OR OFF NOT
INSTITUTION TREATMENT TREATMENT EVALUABLE  TOTAL
UNIV. OF IOWA | 7 18 5 30
MASON CLINIC 2 5 1 8
MASS. GENERAL 0 6 2 8
JOHNS HOPKINS 5 14 5 24
] UNIV. OF TENNESSEE 11 41 5 57
i SAN DIEGO 1 12 -- 13
| TULANE MED, SCHOOL 6 2 15
¥ WAYNE STATE 1 2 9
! RPMI 5 -- 9
BAYLOR 4 -- -~ 4
WALTER REED 1 - 2
UCLA 1 7 1 9
; TOTAL 4 121 23 188
)
|
'
367

B T Al




Darz:15 Nov 82| Mox Uuer fo.: 2814 C Status: Intemin 4 Fivs

Sraqvsis Date: 1 June 1980 Date oF ComereTiou: QPEN

Kev Yomos: PROSTATE CANCER

Tine ¢r : AC

Paincrpal [avesticarsals): DAVID G. McLEOD, MD

Asscciate livestrcaror(s): H. GRANT TAYLOR, MD, STEVEN J. SKOOG, MD

FaciLivy: ¥2a10C Depr/Svc:

Acq»u_ar(x)va #EDCASE Cost: Accuz«u.;mvg Cotivract CosT: Accuwmnv& SupsLy (Cast:

Fy-83 f'ED%RSE: ContracT Cost:  Suspvpy Lost: Dare oF CommiTiee forroy 7
v gl &0 Fanyas Prosazss RepoaT *9 25 1983

Stup¥ O3J5CTIVE:  UEMOTHERAPY AND HORMONAL THERAPY IN PROSTATE CANCER

TECHNIZAL APPROACH:

MULTI-INSTITUTIONAL STUDY OF PROSTATE CANCE PATIENTS

—— -

Prosaess Duatis FY-82:

fBeER oF SusuzeTs Studted:

FY-82: See Attached Tora. (To DATE): Berore CovpLeETION OF STusy:
Sheet_

Sertous/Unexeecten Sios Errects 1n SuaszeTs PaaTictparinG it ProuzeT(1F nans SO STATE):

ConcLysions:

On-going study

ProJzCT: N OF LONG-TERM ADJUVANT CHEMOTHERAPY WITH CYCLOPHOS-
PHAMIDE (NSC 26271), ESTRACYT (NSC 89199), OR NO-ADDITIONAL TREATMENT IN PATIENTS
WITH DEFINITIVE SURGICAL TREATMENT FOR ADENOCARCINOMA OF THE PROSTATE cquv

PusLICATIONS 02 AssTrRacTs. FY-82:

fr e v T e T S L —




NPCP ADJUVANT CHEMOTHERAPY PROTOCOL 900
TABLE 3
DISTRIBUTION OF PATHOLOGICAL STAGES BY TREATMENT
FOR ELIGIBLE PATIENTS

ADJUVANT TREATMENT

PATHOLOGICAL MNONE CYTOXAN ESTRACYT TOTAL
STAGE NO. & NO. % NO. R NO. X
B, 7 32 10 34 12 39 29 35
C 7 32 9 131 9 29 25 30
D, K 36 10 34 10 32 28 34

— ——— an——

TOTAL 22 29 31 82
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Darz: 15 Nov 8# Hox Untt Bo.: 2814D Status:  Inremint XX Frea

Srartiiis Date: 1 June 1980 Dave o CosLeTion:

.

Key Voros: Prostate Cancer

Tine o Proscr: A COMPARISON OF LONG-TERM ADJUVANT CHEMOTHERAPY WITH CYCLOPHOS-
PHAMIDE (NSC26271), ESTRACYT (NSC 89199) OR NO-ADDITIONAL-TREATMENT IN PATIENTS
WHO HAVE HAD DEFINITIVE RADIOTHERAPY FOR ADENOCARCINOMA OF THE PROSTATE ,go-

PrircioaL ltvesTicaror(s): DAVID G. McLEOD, MD
Asscciate Investicaror(s): H. GRANT TAYLOR, MD, STEVEN J. SKOOG, MD
Faciiiry: WRAC Derr/Svc: UROLOGY/HEMATOLOGY-ONCOLOGY
Acmunv:b FEDCASE CosT: Acmugnve Courract CosT: AEE;:;:\;:;EJ;;&-E;;""
0 .
FY-83 EDCASS:  Cowtracy Cest:  Suesry Cost: Dave o7 CommiTTe: FoerovaL OF
— Q 0 hnmyaL Prozazss Repcar

Stuny O34zCTIVE: .
- CHEMOTHERAPY AND HORMONAL THERAPY IN PROSTATE CANCER

TECHM i CAL APPROACH:

MULTI-INSTITUTIONAL STUDY OF PROSTATE CANCER PATIENTS

Proszezss Duaine FY-82:

fwsgr oF Susszcis Stupied:
FY-82: gge Attached TotaL (1o pare): Berore Cometerion o7 Stusy:

————Sheet—
Ser1ous/UiexsecTep Sios Errects 1n Susszers Pazticiparing 1t Prousct(iF nioe so sTate):

Concrustons:
On-going study

PusLscarions oR ABsTRacTs. FY-$2:

e e CCENVIPIY N Y T S




WPCP ADJUVANT CHEMOTHERAPY PROTOCOL - 1000

TABLE 3
DISTRIBUTION OF PATHOLOGICAL STAGES BY TREATMENT
FOR ELIGIBLE PATIENTS

ADJUVANT TREATMENT
PATHOLOGICAL NONE CYTOXAN ESTRACYT TOTAL

STAGE N. 2 N0, % WNO. % NO. z
B, 6 15 4 11 1 3 1 10
C 4 10 5 14 6 17 15 13
i 30 75 28 75 28 80 86 76

TOTAL 40 37 35 ﬁg




Dare: 15 Nov FMosk Yurr Mo, 2814F Status:  Intertn X Fisoa .
Starrins Date: 1 Jyne 1980 Dave o Comerevion: 31 December 1981
Key homos: Prostate Cancer

Tite cr Prosccr: A COMPARTSON OF METHOTREXATE (NSC-740), CIS-DIAMMINEUTCHROLORO-
PLATINUM (II NSC-119875), AND-ESTRACYT (NSC-89199) IN PATIENTS WITH ADVANCED
CARCINOMA OF THE PROSTATE (; <«

Paivcroal Investicator{s): DAVID G. McLEOD, MD

Asscciate Imvasticarox(s): H. GRANT TAYLOR, MD, STEVEN J. SK00G, MD

AcCusuLATIVE i“.’éDCASE Cost: Accvn ATIVE (Cjc:rm.\cr CosT: Agzt-k‘;l;!:;‘\Tbvi SuppLY COST:“-
FY-83 FEDEASS:  Conteact CosT:  Suspry CosT: Dave oF CoMiTTEE FoPR
g 9 i beinyat. PROGRZSS Rem;ro‘ﬁﬂ 25 i

Stuoy O3dscTivE:
CHEMOTHERAPY AND HORMONAL THERAPY IN PROSTATE CANCER
TECHHICAL APPROACH:

MULTI-INSTITUTIONAL STUDY OF PROSTATE CANCER PATIENTS

Prosazss Duinc FY-82: The National Prostatic Cancer Project closed out this

Protocol as the number of patients from all institutions met criteria needed
ion

tsER oF SusyzcTs Stubtep:
FY-8: See attached TovaL (vo pate): Berore CoweLETION 0F STUDY:

Sheet—
Sertous/Unzxezcren Sive Errects v SuaszeTs Paaricipating It Prouzct(IF oz 3 STATS):
SEE PROTOCOL

Concrusions:
Statistical data being collected: for publication in the next
year or so.

PusLICATIONS 02 AssTRacTs. FY-82:

372
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NPCP CHEMOTHERAPY PROTOCOL - 1100

TABLE 2
DISTRIBUTION OF PATIENTS BY INSTITUTION
RECEIVING  DEAD OR OFF

INSTITUTION TREATMENT TREATMENT  EXCLUDED TOTAL
UNIV. OF IOWA 3 16 1 20
MASON CLINIC 7 16 3 26 5
MASS. GENERAL - -- 1 1 ;
JOHNS HOPKINS 4 21 3 28 ﬁ
UNIV. OF TENNESSEE 8 24 3 35 *
SAN DIEGO 5 5 1 11
TULANE MED. SCHOOL 7 5 b 18
WAYNE STATE 2 6 1 9
ROSWELL PARK 2 13 2 17
BAYLOR MED, SCHOOL - 2 2 4
WALTER REED 3 b 1 10
RUSH-PRESBYTERIAN 3 - -- 3
UCLA 2 4 1
TOTAL 46 118 25 189




Dare:15 Nov 821 oo by Mo, 2814F Status: Intemim % Finas
Starrii Dare: 1 June 1980 Date oF Cometetion: 31 January 1982
Key Ycens: PROSTATE CANCER

Tire cr Prooscr. A COMPARTSON OF ESTRACYT (NSC 89199( VERSUS CIS-DIAMMINEDICHLORO-
PLATINUM (DBP) (II NSC 119875) VERSUS ESTRACYT PLUS DOP IN PATIENTS WITH ADVANCED
CARCINOMA OF THE PROSTATE WHO HAVE HAD EXTENSIVE IRRADIATION TO THE PELVIS OR
“TUMBUSACRAL ARER /&7

PrincioaL lsvesticator(s): . DAVID G. McLEOD, MD
Associate Imvesticatoz(s): H GRANT TAYLOR, MD, STEVEN J. SKOOG, MD
FaciLiry: WAL Dest/Svc: UROLOGY/HEMATOLOGY-ONCOLOGY
Accump ATIVE E'E%CRSE Cost: | Accwm_,mVEOCo:mAcr Cost: Eocumuiar bvs SuepLy Lost:
FY-83 i'-’ED(g&’: ContracT Cost:  Suepry CosT: Date oF CormiTiee feproy =

. 6 6;0 anaﬁf Png‘s;ésstﬁs;agiwpﬁo:a £

STudY O3JECTIVE: o eMaTHERAPY AND HORMONAL THERAPY IN PROSTATE CANCER

TECHMi CAL APPROACH:

MULTI-INSTITUTIONAL STUDY OF PROSTATE CANCER PATIENTS

Prosezss Duaiis FY-82:  The National Prostatic Cancer Project closed out this
Protocol as number of patients from all institutions met criteria needed

—‘fer—eonpé;je:"sn.
WAMBER OF SU3JECTS STUDfED:

FY-82: See Attached ToraL (to pare): Berore CoweLETION OF STUDY:

Seriaus/Unexpscted Stos Errects v Susazcts Participaring I Prouzet(iF noxz so sTate):
SEE PROTOCOL

Concrusions:
Statistical data being collected for publication in the-=next year or so.

PusLicaTtons 0 ABSTRACTS, FY-82:

T




NPCP CHEMOTHERAPY PROTOCOL - 1200
TABLE 2
DISTRIBUTION OF PATIENTS BY INSTITUTION

RECEIVING  DEAD OR OFF NOT

INSTITUTION TREATMENT  TREATMENT  EVALUABLE TOTAL
UNIV, OF IOWA - 7 1 3
MASON CLINIC 10 32 4 ue
MASS. GENERAL 2 -- 2 4
JOHNS HOPKINS 4 18 2 24
UNIV, OF TENNESSEE 2 10 3 15
SAN DIEGO 2 5 2 9
TULANE MED. SCHOOL -- 1 1 2
WAYNE STATE 2 - 1 3
RPMI 2 b 1 g
BAYLOR 1 5 2 8
WALTER REED 1 8 - 9
RUSH-PRESBYTERIAN 2 - - Z
veu 1 _fz R
TOTAL 29 98 22 149
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DISPOSITION FORM

Bor ues of this form, ses AR J40-18; the proponent agancy is TAGO.

4

REFERENCE OR OFFICE SYMBOL SUBJECT
HSWP-QCR Termination of Protocol, Work Unit #2815.
YO Ray E. Stutzman, COL MC FROM C, Dept of Clin lav DATE 28 Dec 81 T 1
DrBoehm/ee?61390 .

C, Urology Svc

1. Despite repeated requests for your annual progress report for FY-81, you have not
complied with this legal and Army regulation requirement so that an annual review

of your research can be accomplished.

2. Effective immediately you are to terminate all work on your project entitled, "An
Epidemiologic Investigation of Testicular Cancer".

3. Your situation will be considered at the 23 February 1982 Clinical Investigation and
Human Use Committee meeting.

4. Notification will be made to the FDA/drug manufacturers of your noncompliance with

research regulations.
ooty ! sosms

LTC, MC
Chief, Department of Clinical
Investigation

HSWP-SGU

T0: C, Dept of Clin Inv. FROM: Ray E. Stutzman, COL MC DATE: 4 Jan 82 CMT 2

1. The Epidemiological Investigation of Testicular Cancer in conjunction
with Bethesda Naval Hospital and the National Cancer Institute is near
completion of the active data collection. At the current time, the data
is being processed with no patients to be added but those already within
the study may yet be contacted for completion of pertinent data.

2. No medications or drugs were utilized in this epidemiological investigation.

' %
2 /é/ — >
RAYL;%ZJTZ;;N : M.D.

COL MC Usa
Chief, Urology Service

376
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Darz: 15 Nov BPHQ%( Curr Bo.: 2816 Status:  IWTERIN Firoa

Starreis Dave: 1 Sept 82 Dare oF CoweTion: QPEN
Key Viosos: PROSTATE CANCER

Time cr Proyzct: A COMPARISON OF DIETHYLSTILBESTROL (DES) OR ORCHIECTOMY VS
CYCLOPHOSPHAMIDE + 5-FLUOROURACIL (5-FU) + DES OR ORCHIECTOMY VS ESTRACYT ALONE
IN_NEWLY DIAGNOSED PATIENTS WITH CLINICAL STAGE D CANCER OF THE PROSTATE WHO HAVE
NOT HAD PRIOR HORMONAL TREATMENT OR CHEMOTHERAPY // 3¢/ A
PrincieaL luvesTicator(s): DAVID G, McLEQD, MD

Asscciare [evesTicator(s): H. GRANT TAYLOR, MD, STEVEN J. SK0OOG, MD

FaciLivy: WAL Derr/Sve: UROLOGY/HEMATOLORY-ONCOLOGY
Accunative PEgCIGE Cost: Beoumaative go:-zmacr CosT: l‘ccu'f,ULATdvs SuppLy CosT:
FY-83 i-ﬂy&': Coum.\ﬁr CosT: Sum‘{OCosr: Date oF CawmiTiee AerrovaL 0F

ErnuaL Prosrzss PEPORT FEB 25 1983

Stuov D3JzcTivE:
CHEMOTHERAPY AND HORMONAL THERAPY IN PROSTATE CANCER

MULTI-INSTITUTIONAL STUDY OF PROSTATE CANCER PATIENTS

TECHNICAL AoPROACH:

Prosezss Duaing FY-82:

Hwser oF Susszcts Stupred:
FY-82: See Attached Tora. (vo pate): Berore ComeLETION OF Stupy:

-Sheet
Sertous/UnexpecTeD Sinz ErFects v Su3uzcTs PARTICIPATING IN ProuscT(1F woxe
SEE PROTOCOL ' : HONE SJ STATE):

ConcrLustons:

On-going study

PusLICATIONS 0R ABSTRACTS, FY-82:




NPCP CHEMOTHERAPY PROTOCOL - 1300
TABLE 2
DISTRIBUTION OF PATIENTS BY INSTITUTION

RECEIVING DEAD OR OFF NOT

INSTITUTION TREATMENT ~ TREATMENT EVALUABLE  TOTAL

UNIV. OF IOWA 21 3 1 25

MASON CLINIC 2 2 -- 4

MASS. GENERAL 15 5 3 23

JOHNS HOPKINS 4 1 -- 5

UNIV, OF TENNESSEE 21 4 -- 25 ;
SAN DIEGO 4 -- 1 5 %
TULANE MED, SCHOOL 8 1 1 10 :
WAYNE STATE 18 1 2 21 }
RPMI 13 3 - - 16

BAYLOR 30 6 1 37

WALTER REED 20 2 -- 22

RUSH-PRESBYTERIAN 1 - 9

UCLA 5 6 2 13

TOTAL 169 35 11 215

378 }
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Davz: 15 Nov 83 Mo Guir fio.: 2817 Status: futerin Firpe > |
Startiis Dave: 1 May 1981 Date cF ComsLeTion: , :
Kev Viomos:  CEFSULODIN SODIUM; AMINOGLYCOSIDE: PSEUDOMONAS AEROGINQSA '

Time cF ProszcT: A COMPARISON STUDY OF CEFSULODIN SODIUM (ABBOTT 46811,M81-009)
WITH AN AMINOGLYCOSIDE IN PATIENTS WITH URINARY TRACT INFECTIONS QUE TO PSEUDO-

TECHNICAL APPROACH: SEE PROTOCOL

MONAS AEROGINQSA
PrincipaL JavesTicator(s): DAVID G. McLEOD, MD
Assccrate Investicator(s): RIAN .. MILES. MD 1
Faciiry: WRAC Depr/Svc: _ UROLOGY |
‘ Accwu.,mv.a VEDCASE Cost: Accwmrbve Co:ivract Cost: Accugxumvs SuppLy Cost:
FY-83 FEDRASE:  Cowrmger Cost:  Suseyy Cosr: Dave oF CormiTree APpRopa OF
} ___ il " sl Prosezss Repoar FEB 25 983
i. ==
‘ Sty 0345CTIVE:  STAGE 3 STUDY OF A NEW CEPHALOSPORIN f‘
|
1

Prosrz3s Duatns FY-82:
3 Patients were placed on protocol. This study_has been

F.u:!Ea :OF! 5}3.15?75 STuDiED: Y I g

FY-82: 3 TotaL (7o pate); 3 Berore CosereTion 07 Stusy:

Szmouslll;;a@acrsn Stoz Errects 1 Susszets Parviciparing 1 ProuzcT(IF 1oNe SO STATS):
one

Data to- be collaborated by Abbott Laboratory

PusL1caTions o2 ABsTRacTs. FY-82:




N

Dare: 15 Nov 82 Vo Uty Ho.: 2818 Status:  InTERim Froa

SvarTiic Dare: 1 JUNE 1981 Dare of Comererron: 1 July 1982

Kev bicens:  RENAL CELL  CARCINOMA, POLYNOSTIA; ACCESSORY NIPPLES

Tine ¢ Progzct: ASSOCIATION OF ACCESSORY NIPPLES WITH RENAL CELL

Princi2a. IsveEsvicarga(s): STEPHEN A. SIHELNIK, MD, CPT, MC, USA
Asscciate lmvesTiGatar(s): '
Faciity: WRAMC Depr/Svc: UROLOGY
Accumn aTive FEDCASE Cosr: Aecumnative Conmract CosT: Accumnarive SuppLy Cost:
' FY-SB%'E,"CASE: Covrract Cost:  Suepry Co.;rz Dave oF Comitree F:pacv 0F
0 0 0 Fanua, Prosrzss Reroar #ER 25 1007

Stuov Osuzcrive: INVESTIGATE ASSOCIATION OF RENAL CARCINOMA WITH TDENTTFTABLE
T SKIN LESIONS

TECHNICAL, PoPROACH:

SEE PROTOCOL

Prosress Durins FY-82:

NONE

hwmer oF Susszcts Stupied: _
FY-82: 0 Tota (to pate): = Berore ComwLeTiON 07 STuny: —

Szmcéuslvnwscrsn Sips ErFecTs IN Susuzcts PARTICIPATING It ProuzcT(iF HONE SO STATE):
NON

ConcLusions:

A1l data has been turned into the NIH Collaborators

PusLICATiIONS 0 ABSTRACTS, FY-82:




Darz:30.12.82 | Hosk Ungr flo.: 2901 Status:  Iwterist X Fiea

StarT:G Dare: 1 Aug. 1980 Date oF Comet gTi0M: 15,1.1984

Key Woras: Microvascular {ree flaps. Reconstructive Microvascular Surgery.

TimLe cF Proszct:
Neovascularization study of Microvascular free flaps in dogs.

Paincirar Invegticargr{s}: LTC.Ji way A. Chow, MC

Asscciate Imvesticatcals): cor H.D. Peterson, MC, SPS5 J.M, Callahan, SP5 R Wolf.

Facitity: WAL Depv/Svc: Plastic Surg
Accusap aTive FE0CASE Cost: Roceewn ative ConitracT CosT: Accuswiarive SuerLy Cost:
FY-83 FEDCASZ:  Conrract CosT:  Suppiy Cost: Dare or CommiTTEE foPRoy,

0F
Fsmpar Paosrzss Pepcar FEB 25 1983

Stuny OsuzcTivE: To study the specific time interval in the post-operative period
necessary for adequate neovascularization of successfully serformed ( refer to

" . Coatinuation sheet
TECHiiCAL APPROACH: Microvascular free-flaps based on the inferior eplgastric vessel)s

are used for the canine model of this study. Investigation also performed on
—sontrol non-zicrovascular island flaps based on inferior epigastric vessels.
Prosazss Duatic FY-82:  Research dat@ obtained with 26 dogs. Projection fron present
data suggests that mnicrovascular free hypogastric flaps in dogs may survive

following ligation of the nutrient vessels at about 2 weeks post-operative.

WBER OF Su3uzcTs Stuoien:
Fy-82: 12 ToraL (70 pate): 26 Berors ComeLeTion 0F STUSY: 60

er10us/Unzx>zCTED Sipz Ereects In Susuzcrs Pa2ricipatiig It PacyzcT(IF RONZ s3 STATS):
NONE

Loncrysians: Satisfactory progress and results obtained with the study so far.
Further work need to be performed in order to complete the total number of
flaps designated so that the conclusions may be of statistic significance.

PusLICATIONS OR ASSTRACTS. FY-82:
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CONTINUATION

Project Work Unit No. 2901
Principal Investigator: LTC Jimmy A. Chow, MC

Title : Neovascularization Study of Microvascular Free Flaps in dogs.

Study Objective ( Continued )

microvascular free flaps, so as the flap will continue to survive
despite occlusion (ligation) of the feeding vessels of the flap.
The study is mission-essential because the information so obtained
will indicate when secondary bone grafts, nerve grafts or tendon
transfers may be safely performed on patients following successful
free-flap coverage for traumatic gun-shot wounds, blast injuries
or open fractures of the lower extremities.
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HSHL-SP (2 Aug 82) ]

SUBJECT: Annual Progress Report: FY-82, Clinical Investigation Program. Work Unit
#2902, Neuropathies of the Upper Extremity following Surgery Employing a
Median Sternotomy

TO C, Dept Clin Invest FROM Alan E. Seyfer, LTC MC DATE 6 Oct 82 cMT 2
Plastic Surgery Service

The following are the elements of the Annual Progress Report requested:

a. 1 Oct 82

b. #2902

c. Interim

d. March, 1982

e, April, 1983

f. Neuropathies, Upper Extremity

g. Neuropathies of the Upper Extremity following Surgery Employing a Median

Sternotomy
h. Alan E. Seyfer, LTC, MC, Asst C, Plastic Surgery and Hand Section.
Usha Chaundry, MAJ, MC, Physical Medicine |

Russ Zajtchuk, COL, MC, Thoracic Surgery
Peter Napoli, 2LT, MSC
i. plastic Surgery and Hand Surgery
j. None
k. None
l. To study nerve injuries secondary to surgery employing a median sternotomy
m. No modifications
n. 12 subjects studied to date; the study is progressing well in spite
of the busy schedules of the investigators
o. Total: 50
p. No serious/unexpected side effects
g. None

This investigation of neuropathies secondary to sternotomy procedures is
proceeding as planned. The goal is to study 50 patients preoperatively and
postoperatively and to document any neuropathy accrued to the patient after
surgery.

It is too early to tell the number of patients which become symptomatic
after this type of surgery, but several patients have demonstrated ulnar nerve
abnormalities.

LIC, MC

Asst Chief, Plastic Surgery Svc

Asst Chief, Hand Surgery Section
Orthopaedic Surgery Svc




Date:8 Oct 82 | Yok Unir fla.: 3144 Status: Interin X Fro
StartieG Dare: 8 March 1977 Date of Coweterion: October 1981

Key Voros:
Tine cr Proszct: Neurophysiologic, Immunologic and Biochemical Aspects of
Bronchial Asthma

PrincieaL lsvzsticaror(s): Laurie J. Smith, M.D.
Asscciate Imvesticator(s): Richard Evans III, COL MC; Richard J. Summers, COL MC

Facity: WRAY Deer/Svc: Allergy-Clinical Immunology Service
Acasrative FEDCASE Cost: hccumaative Coutract CosT: Accumuative SupeLy CosT:
FY-83 FEDCASS:  Conrract Cost:  Susery CosT: Dave o CosiTiee feeaovar 0

o Eanuse PROSRZSS PEPCRT 3

Srupy O3secrive: To characterize a group of atopic asthmatics by their alpha

¥nd geEE ﬂ 895{?_ i ﬁs]gal! as cholinergic. responses, 1ook1ng in particular

TECHM:SAL APPROACH:
See attached sheet

c3d

Prosezss Duaing FY-8§2: No work was done on this protocol this year.

Ruser oF Susszcts Studied:  N/A
FY-82: Yorar (o pate): Berore Covwrerion 67 Stidy:

Szrious/UnexpecTeED Stbs E.-F:crsN ;r;\ SuzuzcTs PaaTicIpaTIiG 1N PP"J..CT(I:- HONE $O STATZ):

Concrusions: We would like to keep this protocol active. However, because
of other commitments, we did not do any patients under this study this
year. We feel the study is still important.

PusLicaTtons o2 AssTracts. FY-82:

v wr AT

iaaad g B e B ol




-ﬂATE:S Oct 82 | Maax Lu:r flo,: 3146 Status: Inteius X Fioa
_Staarges Dave: 26 April 1977 Pate or ComeLzTion:

Key Vomps:  Immunotherapy; Potency; Persistence; RAST Inhibition
Time c7 Prouzct: Immunotherapy Kit Potency Persistence

Princieai lnvegricarsals): Richard J. Summers, COL MC
Assccrate lwestrcator(s): Richard Evans III, COL MC Michael S. Edwards, CPT MSC

Faciiry: IRAE Depr/Suc: Allergy-Clinical Immunology Service
pipppneey = 3
Accsar_arive FEBCASE Cosr: Receun aveve Courpact Coste: Accuwarive SurpLy Cost:
$2,000.00
FY-83 FEDCASS:  Cowrtact CosT:  Sussy Cost: Dave o7 Commitres fopaova OF
FY l___ Famup Prozazss Repcar F’Eg 28 1

Stuoy Osuzcrive: Determine persistence of biological potency of alYergy
— ——  extracts during shipment and use.

TecHai oL Aoprosch: RAST (Radioallergosorbent Test]) will be performed to
determine potency persistence.

Prosezss Duains FY-82:  -Six patients studied and abstract (see below) presented.

Nusza oF Susszcts Stubren:

FY-82: 6 ToraL (vo pat2): 6 Bzrore CoweLeTiON OF Stusv: 10
Szrious/nzxpzcTen Sios Errects 1n Suaszers Paaticipatii 1n Pasuzct(iF oz so STATS):
None ’

Immunotherapy kit potency is effected by multiple environmental
variables.

PusLicaTions o AssraAcfs. FY-82: Standardization of Allergen Extracts: A Comparison
of RAST Inhibition, Isoelectric Focusing, and 3kin Test Titration.
M. Edwards, PharmD, R. Evans III, MD, H. Baer, PhD, M. Anderson, MS, and

P. Turkeltaub, MD. The J. of Allergy and C1. Immun. Vol. 69, No. 1, Part 2,
Jan 1982.
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Larz: 1 oCT 82 L\m it «.‘: :____3;_6_(113_“_“_ o E(\\nfUa ( Inrevis
_Starris l‘__;sﬁ Fall 1979 g of Comasmioi: Fall 196h
Fey s SJogren s Syndrome, Rheumatic diseases, SS-A S5-B, rheumatoid factor,

Tiree 7 Prodzet: Study of Rheumatoid | Arthritis and Sjogren's Syndrome precipitins
in Rheumatic Diseases

~

Forucieas lisesticarsals): Joseph T. Tesar, MD, Bernard H. Berne, MD, Ph.D.

Asscciats lavistrcaraa(s): Richard C. Welton, MD; James H. Armstrong, BS

Facinivy: 128 Pzpi/Sic: Medicine/Rheumatology Service
fecumn arive PEDCASE Cosv: Aoctimn AT (V3 Cc“.nacr N FoCema 2T VE SoppLy CosTe
FY-83 FELCASS:  Conrract Coste Suwosey Cosi. UaTe o= Loomn PUAG t

e Treioaies hepont FEB 25 1983
Stuav Osuicrive: The study was Eéé1é£;E"£E"é%£iﬁ£¥é‘7ﬁé‘&£&gﬁ€§£¥€‘;aias“aaa

biological properties of several autoantibodies in major rheumatic diseases. These
antibodies are: _SS-A, SS-B, Sm, BNP precipitins, and rheumatoid factors.

N "
TECHAITAL EoPRNACH!

SEE REVERSE. SIDE.

res2235 Duntns FY-82:
SEE REVERSE SIDE.

fisesza o Susezers Syupien:

FY-22: Torau (2 parz): Berose Comeerion o Siuoy; Addional 25-30 pt

Scrrous/Uizxezcten Siog [rreets 1 Suzszets Pasricieatiig mn Prsuzer(is 13z $9 Sraic):
None

Courris31ams: 20 MCTD, 38 Sjogren's Syndrome, 25 Scleroderma, 62 SLE and 45 RA
sera were examined for the SS-A, SS-B, RNP, Sm precipitins. Many sera were
examined sequentially. The frequency of these autoantibodies in connective
tissue diseases was established. A paper summarizing these data is being
prepared for publication.

TFo LICATIONS ©2 ASSTRACTS, gI&EQ: T
Berne B, Lawless 0OJ: une Complexes in Sjogren's Syndrome. Protids in

Biol Fluids, 1979.

Floyd M, Tesar JT: The Role of IgM Rheumatoid Factor in Experimental Vasculitis.
Clin. Exp. Imm. 36:165, 1979.

Tesar JT, Schmid FR: Complement Fixation by IgM-Rheumatoid Factor. Eur. Congr.
Rheum. 1979, Wiesbaden, W. Germany (Abstract)

386




r S s , —— . wTTY

TECHNICAL AP2RCACH: 3 sets of reference sera were obtained with monospecific
precipitating antibodies against SS-A(Ro), SS-B(LA)} Sm, RNP antigens. The
antigens used in the study were prepared by extraction of calf thymus nuclei and
human spleen. The antibodies were further purified by ultracentrifugation

and sejuential ammonium sulfate precipitation. The precipitin reactions were
performed using the Ouchterlony Technique. Immune complexes were assayed by

the Clg binding assgay.

PROGRESS DURING FY-82: During the past year an additional 85 sera of
rheumatic disease patient's and controls were examined for Sm, RNP, SS-A(Ro)
RP and SS-B(LA) precipitating antibodies.

Since the initiation of study 421 patient and control sera were examined.

These data will enable us now to answer many clinically important questions: The
value of SS8-A, SS-B antibody assays in detection of c¢linically latent

Sjogren Syndrome, association SS-B, SS-A antigen with seronegative systemic !
lupus erythematosus, alsoc the value of RNP antibody assay in lupus and mixed ,
connective tissue disease.

The practical immediate benefit of this study is that we have developed methods
for determinations of the above autoantibodies, some of which are useful in
clinical diagnosis. Previously these tests could be done only at great

expense through commercial immunology laboratories.




DATE: 1 OCT 82 WORK UNIT NO.: 3162-R STATUS: Final

STUDY OBJECTIVE:

TECHNICAIL APPROACH:

PROGRESS DURING FY-82: As part of this project, we evaluated the FIAX
fluorometric immunocassay for antibodies to DNA and compared it with the Farr
assay which we had used previously for this study. Commercial kits are
available for the FIAX method. In this assay, sticks containing absorbed DNA
are provided by the manufacturer. These are dipped in patient serum, washed,
and then immersed in fluoresceinated antibodies to human immunoglobulin. The
resultant fluorescence is read in a fluorometer and converted into anti-DNA
units by a computer.

We found the FIAX method to be faster and simpler than the Farr assay. We
could process 200 tests per day with FIAX, but only 50 with Farr. Results of
the FIAX assay were available within 2 hours, while the Farr assay could not
produce results until the day following the start of the test. Further, the
Farr assay uses radioactively labelled DNA, while the FIAX assay avoids the use
& of radioactivity.

. In an extensive study, we found that the two assays correlated well (r=0.87),
and that both were equally specific for SLE. With rare exceptions, only those
f | patients with clinically documented SLE had significantly elevated levels with
¢ both assays. The two assays detected similar numbers of SLE patients with

» significantly elevated anti-DNA antibodies and both showed the same changes in
levels during digsease therapy.

We found neither assay to be highly reproducible. Coefficients of variation
exceeded 10% in within-run and between—-run tests with both assays. Most
clinical immunoassays produce smaller coefficients than this. Most likely, the
variation is partially due to the instability of double-stranded DNA during
preparation, storage and testing.

Because of its simplicity, speed and avoidance of radioactivity, we found the
FIAX method to be the preferable one. 1Its cost in consumable materials is
twice as high as that of the Farr assay, but its savings in technician time and
assay time more than compensate for this.

We evaluated the FIAX fluorometric fmmunoassay for measuring antibodies to DNA
in SLe and other diseases. WE found that it gave similar results to the Farr
rad{oimmunoassay, which had been used previously in the study. Neither assay
| showed good reproducibility. It is thus necessary to conduct extensive quality k
control studies when performing these assays. 4
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WORK UNIT NO.: 3162-R
CONCLUSIONS : (CONTINUATION)

The FIAX assay was faster and simpler than the Farr assay, and avoided the use
of radioactivity. Although the consumable supply cost of the FIAX assay 1s
higher than that of the Farr assay, its savings in technician time and assay
time more than compensate for this. We plan to use the FIAX method for future
measurement of anti-DNA antibodies for patient care on the Rheumatology
Service, as well as in further research studies on SLE and related disease. We
recommend 1ts use in other Army installations as the most cost-effective
current method of measuring anti-DNA antibodies in the rheumatic diseases.

When the volume of samples assayed is sufficient to justify the $14,000.00 cost
of the FIAX equipment, or when this equipment is on hand to perform other
immunological assays.

Work on this protocol has been terminated as of June 1982,

PUBLICATIONS OR ABSTRACTS, FY~-82:

Several abstracts have been presented to the regfional and national meetings of
the Arthritis and Rheumatism Association, and one paper published.

(a) Measurement of Anti-DNA Antibody Levels by the FIAX Fluorometric
Immunoassay and the Farr Technique.

1. Southeastern Rheumatism Association, December 1981 (abstract).

2, VNortheastern Rheumatism Association, October 1982 (abstract).

3. National Arthritis and Rheumatism Association Meeting, June 1982
(abstract).

4. "Clinical Chemistry”, Volume 28, #7, page 1596, 1982 (abstract).

5. Arthritis and Rheumatism, Volume 25(8), page 997, August 1982, (paper).

(b) Serologic and Urinary Course of Treated SLE Glomerulonephritis.

l. National Arthritis and Rheumatism Assocfation Meeting, June 1982
(abstract).
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_oatE:l OCT 82 | Vot Luir in.: 3163-R I( _ )

Srazting Dase: __Fr 8o [are e Comaicrion: 1983

Acute anterior uveitis, B-T CREG Cw2, HLA 827
Hlstocompatibility Antigens in Acute Anterior Uveltis {ARU)

_Kev doeas:
Tie cF ProgzcT:

‘— ]
Papreems lomsTiaarea’e): Joseph T. Tesar, MD, Paul Killla.n MD, Michael Strong, Ph.D.

Susan Metz, B.S.

Rssectars livastrearen(s):

Frcrpimy: JRRC [epr/Svc: Medicine/Rheumatology Service
.............................. g, Ao gy ey et g bRy g gt gy, A Y AR et sy tegy
feeuriaarive TELCASE Cosr: Recewrarive Conmnact Lost: hecoaative Suseiy Coste
Fr-83 FEDCASZ:  CowrnacT Cost: Suspry CostT: l"r oF CormiTreg fomp

. ioinusL Prosrzss Pepoar O‘?tﬂ PEB 25 1983

- e —— e o s o ot e 2 A g o o o e e e 8 e e i o e e oo

St OsgzcTIvE:

ON REVERSE SIDE.

TEC 1 TAL APPROATH:

ON REVERSE SIDE.

Prosz:zs Dunis FY-E2: An additional 14 patients with acute anterior uveitis were
typed for HLA B-T CREG, HLA A,B,C antigens

fiumaza oF Susgocvs Swudged:

fy-g2: 1k ToraL (ro pavs): 66 Pzroez Commerion 07 Srusy: 10

R R A

Sot&asfuiaazeten Sins (Fezars 1o Suaszers Paartc waris in Brouzet(iF poans so STATS):
None.

.

2o 32 New HLA antigen associations discovered in patients with acute
anterior uveitis in the course of this study were:

HLA-BT-CREG (HLA BT, B27, Bw22, BLO, B-U2) = 68%

HLA Cw2 = 58%

Frequency of above antigens in normal controls were 42% (B7-CREG) and 10% (Cw2)

Frequency of B-27 antigen was found to be 40% in AAU (NL=9%).
Fos tcATIons o fasracts, FY-82:

NONE.
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STUDY OBJECTIVE: Purpose of the study is Two fold: (I.)} To improve the diagnostic
value of histocompatibility antigen determinations in acute anterior uveitis;
(II.) To define new HLA-antigen associations of acute anterior uveitis and
characterize the genetic background and factors of susceptibility to the

disease,

TECHNICAL APPROACH: A total number of -0-50 patients with idiopathic acute

anterior uveitis will be examined by an ophthalmologist and rheumatologist.
Each patients blood (1 green top tube) is submitted to histocompatibility
testing (HLA A,B,C and B-T CREG)..

> Sl




Darz:23 Nov B8R Mosx tmit No,: 3164 Status:  InteRis Fion XX
Srartiis Mate: 18 January 1980 Nate oF Comevion:  July 1982

Key boRds: _ prophylactic

‘ TIne cr Provict: The Comparison of Zaditen and Theophylline in the
4 Prophylaxis of Bronchial Asthma. :

el

PrincioaL I8VESTIGATOR!S): Aanthony J. Deutsch, MAJ MC COL, MC

* RKithard—2vans— 111,
Assoctate Investicator(s): R rd J, Suymmers, COL MC, Michael S. Edwards,
Faciivy: WRAAMC Depv/Svc: Allergy-Clinical ImmungiggLngsc

Accusrative FEDCASE Cost: Accutaarive Coutract CosT: Accumuiative SuppLy Cost:

FY-83 FEDCASS:  Cowtract Cost:  Suppry Cost: Date or CormuiTTez fPPRO 5
Fwa, Prosazss Report Pee"2 5 1983

———————c—————

Stuoy OsuecTIvE:

TECHNiSAL AOPROACH:

Prosrzss Duains FY-82:

Completed 12-month study on 17 patients.

Muszr oF Susszcrs Stuoren: .
FY-82: 17 TotaL (70 pate): 17 Berore ComeLeTion 07 Stupy:Complete

Serious/Unexpectep Stoz Errects N SusuzcTs PaaticiparieG 1 ProJdzet(IrF fonz 89 STATE):
No complications.

ConcrLustons:

Study concluded and data submitted to Sandoz for inclusion in
multicenter study.

PuBLICATIONS 0R ASTRacTs, FY-82:

Abstract submitted to American Academy of Allergy for the
March 1983 meeting.
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Dare:8 Oct 82 | Wask Guir No.: 3165 Starus:  IntEmiy X Frios

StasTyis Dare:  June 1980 Date_cr Comeremion:  July 1982 )
Kev Yioras: Penicilling Aller

TIne cr Prozct: Clinical Trial of Skin Testing with Major and Minor
Penicillin Determinants in Hospitalized Patients

Princiean Imessticaror{s):  Richard J. Summers, COL MC
Assoctate ImvesTicaror(s): James R. Baker, Jr., CPT MC

Faciuivy: WRAYEC Dept/Svc: Allergy-Clinical Immunology Service
Accuarive PEDCASE Cost: Becumuarive Coutract Cost: Accurueative SuepLy Cost:
0 .
"FY-83 EDCASS: Contmact Cost:  SuesLy Cost: Date o= ComiTree Fepaogg, 0z
- Fawus Prozezss Reporr®ED 2 5 1983

Stuny Qauzcrive: TO determine adequacy of current penici 11in skin test deter-
minants tor predicting the patient's response to penicillin and related -

TEaunicaL AeproacH: Skin test history positive patients who will be given
penicillin and record reactions.

Proarzss Durins FY-82; To date 26 patients have been skin tested: 23 history
Ve an istory negative, Of the patients tested 6 had + skin
tests and were not given penicillin. The remainder were given penicillin

iwseR oF SusJzcts Studien:

FY-82: Torau (1o pate): 26 Berorz CowereTion oF STuav: 200

Sertous/Unsxeecten Sins Errects 1w Susszcrs Paariciparuse In Prouzct(iF maxs so STATE):
None

LoMaLusIons: None can be drawn at this time

PusLicaTiONS OR AssTRAcTs. FY-82:  None

Seahin




Date: 22 Aug 83 \loax Lurr fo.: 3166 Sratus:  Interiv X Froow

Starring Dare: 2 March 1980 Dare of CowereTion: Fall 1983

Key lorns: Local anesthetic; skin tests; challenge; adverse reaction

¢ Projzct; An Evaluation of Local Rnesthetic Skin Testing and Progressive
gﬁ%engé Tn Patients with a History of an Adverse Reaction to Local
Anesthetics.

Richard J. summers, MU, COL MC; Michael SChatZ, MD

PrincieaL lesTicatoals): N. S. Nelson, COL MC
Jchard_Evan MC; Richard Weber, LI1C, MC

Asscciate Investicator(s): gonme Baswe?]T,IﬁAJC%’

FaciLiTy: WRENC Deer/Svc: Allergy-Clinical Immunology Service
Acararative FEDCASE Cost: Accumpative Contract Cost: Accumuative SupsLy CosT:
N/A N/A N/A
FY-83 i’E}lXJ\SE: Contracy CosT:  Suesy Cosr: Dare oF CormiTree Aerrovar OF
NA__ Frnuse. Prozrzss REPGRT pEp o o 1983

Sruny. Osszcrive: Evaluation of Tocal anesthetic skin testing and progréssive
patients with previous adverse reaction to local anesthetic.

~on foomosan SKIR TESTing to Tocal anesthetic to which the patient Mas reacted
performed at low concentrations. The concentration is gradually

iﬂggfﬂéﬁ cung]bg;ﬁh%]ar“ga?ive skin test occurs or full strength local

Prosrzss Duaits FY-82:

To date 15 patients have been completely skin tested and
found to be negative at full strength.

Mumsgr oF SusJdzcis Stupied:

FY-82: ToraL (10 pata): Berorz CowpLeTiON 0F STunY:

Sertous/Unsxpzctep Stps Ersects v Susuzcts PaaTicipating in Prouzct(iF noNE SO STATE):

ConcLusIons:

PusLICATIONS 0 ABSTRACTS. FY-82:
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Darz: 8 Oct 82 | Wosx bwrv fio.: 3167 Status:  IkTeRin Fiol X

Srazting Dave: Dare oF CoweLeTion:
Key Vioros: '
TiTe 7 Progzct: Th€ ect of Hypnosis and Strategic Psychological Imter=

vention on the Bronchial Response to Mecholyl

Princiea IwesTicaroa(s): Laurie J. Smith, M.D.

Asscciate InvesticatoR(s): Richard Evans III, COL MC: Harold J. Wain, PhD

FaciLivy: WA Derr/Svc: Allergy-Clinical Immunology Service
Accururative FEDCASS Cost: Accumaarive Contract Cost: Accurmative SuepLy Cost:
FY-83 FEDCASS:  ContracT Cost:  Supery Cost: Dare o7 CommiTize forag

0z
Byt Prosazss RspcarﬁB 25 1989

Stuoy Osgzctive: To determine effect of hypnosis on bronchial reactivity

TeaicA APPROACH: ysing methacholine challenge test pre and post hypnosis to
detect if hypnosis alters bronchial reactivity.

Prosacss Duainis FY-82:  No work was performed on this study. Currently,
the paper is being written.

Nuwmen oF Susszcts Stupien:
FY-82: ToraL (1o pate): Berore ComoteTiON 07 STUSY:

Serious/UnsxpecTep Stos ErFecTs v Susuzets Paaricipatiig i Prouzct(iF ions 59 STATE):

ConcLustons: Hypnosis had a significant effect on bronchial
response to methacholine.

PusLiCATIONS 02 ABSTRACTS. FY-82:
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Time ¢r Progzcr: Comparison of Mcdal:.tles for Treatment of SLE Nephritis.
Phase I and Phase II.

Richard C. Welton, MD, WRAMC

Mark Nelson, MD: WBAMC ; Daniel Nash, MD, WRANC
Assocrars LinesTicaton(s): Sterling West MD; FAMC’

Depr/Syc: Medicine/Rheumatology Service

Foinciral lrasricarcals):

Breumrative ToDCASE CusT: Recumative Coutract Cost: Rocusative SJPPLv Cost:
r-23 iSDCASS:  Cournact Cest: Suspey Cost: fate o Cownties forzovae OF
. Fanpp Prosrzss R:—Pcarm_zs_%
SEE REVERSE SIDE.

TICe ot fopiaon:

———  SEE REVERSE SIDE

NN T Tt i
T T 77T 7T SEE REVERSE SIDE
vtz o EusoieTs Siwolan: T
Fv-g2: L Toraw (ro card):_ _ Bercas Covwerion oF Steoy: 25
S-arcus/lizazoyen Sioz Deszars o Suzszets Pasvicienrins 1 Focdzci(1= 0%z 52 sTaiz):
None

Gz

ON REVERSE SIDE

fusLICATICS © fasTracTs, FY-82:

None.
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STUDY O3JECTIVE: (1) To evaluate the efficacy and side effects of single
daily dose c-riticosteroids vs split dose sternid therapy. (2) Provide an
alternative form of therapy in patients with SLE Nephritis who have not
responded to conventional steroids and to evaluate patients clinical and
serologic response to therapy.

TECHNICAL APPROACH: The mejority of patients with diffuse proliferative SLE
Nephritis appear to respond to high (1-2 mg/kg day) proinisone or equivalent.
It has been suggested by many that because of the lymphocytopenic effect vhich
peaks in 4-6 hours after a dose of steroids, that staroids should be given in
split doses q 6-8 hours during active disease.

It is well known that splitting the steroid dose causes more adrenal
suppression and cushinghoid side effects. However, to date there is no data
comparing the efficacy of split dose vs single dose steroid therapy in SLE
Nephritis.

Although steroid therapy appears to be effective in a majority of patients,
there are a subset of patients who fail to respond to steroids or develop
intolerable side effects on the dose of steroid required for disease
suppression. It is this subset of patients in whom we feel that a trial of
cytotoxic therapy is indicated.

PROGRESS DURING FY-82: This treatment protocol is the first of several proposed
multi-Army MEDCEN protocols organized and accepted by the newly established
Association of Army Rheumatologist with representatives at each Army MEDCEN.
This same protocol is ongoing at William Beaumont AMC under the direction of
Major Mark Nelson, MD and at Fitzsimons AMC under Major Sterling West, MD.

Because of early and temporary administrative difficulties, only a few patients
have been entered on this protocol. Because of the National disagreement and
lack of uniformity as a standard of medical care in Lupus Nephritis that
exists among Rheumatologists and Nephrologists, treatment protocols of this
nature are required as a prospective controlled attempt to gather meaningful
data in order to compare efficacy of treatment regimens. Depending upon the
progression of this protocol expansion of the number of patients required for
the completion of this study may be required to improve statistical

comparison of treatment subgroups.
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B-T CREG, g HLA Antlgen, Acute Anterlor Uveitis

Ky dihaas:

Time o Pasjzcr: Study of Cross-Reactive "X" HLA Antigen in Uveitis

-

““Michael Strong Ph.D.; Benjamin Schwartz
_husczrars Dwestrca,oa(sl:

fazpony: AT ['qu/s(- Medicine, Rheumatology Service
SRR T P S TEEe s
Aecuar Avive PIOCASE Coste: Locuenavive Comiaacr Coste = Susniy Crsre
FY-83 FEDCASE:  Cowraset Cost: Suzvy Cost: e o Cromir Lk RN

C
Fogse Pansasss h_".ﬂ(l’ FEB 25 '983

e e e e e e s e nAmm emmmmem e - mmmm s At mmm e C AR e I T T LT Il T I I T T

Sivay 3erva:

SEE ATTACHED PAGE.

TICw Sl Aoppnacy:

SEE ATTACHED PAGE.

F’v\“’.-'\.f NE JF‘I E‘/

SEE ATTACHED PAGE.

FY-82: o5 Torae (7o navi): 66 _ Boroaz Cowwceviow o7 Stev: 80

. —— e Feopne R S .
S-einus/iaznzeTen S.ps greecis 1 Suieicis ‘tn:ll(_lr’.\lhl-.': S I N S RS oI P

None

252 5TAis);

ConcLy3iens:  Tne HLA Typing Data confirms usef fulness of HLA-"X" ‘typing in
acute anterior uveitis showing a prevalence of 68% in this population.

Fusiications o2 Asstaacrs. FY-S2:

West ST, Tesar JT and Schwartz B: Increased prevalence of HLA-X Antigen in
Acute Anterior Uveitis. Arthritis and Rheumatism, June 1982 (Abstract)
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WORK UNIT #: 3169-R

STUDY OBJECTIVE: Previous studies of HLA antigens defined a distinct
association of HLA B-T7 CREG with acute anterior uveitis, This HLA antigen
group contains a public antigenic determinant, the "X" HLA-Antigen. Using

a monospecific antibody to this determinant we proposed to study the

incidence of this HLA antigen in a population of patients with acute anterior
uvieitis. The hypothesis on which this study is based is: The factor which
determines a genetic susceptibility to acute anterior uveitis, and to spondylo-
arthropathies is not the HLA B27 antigen itself, but the "X" antigenic
determinant which is present on HLA B-T, B-27, Bw22, B-L0, and B-k2.

TECHNICAL APPROACH: The plan of this study is examination of minimally 45
subjects with diagnosis of acute idiopathic uveitis, 25 subjects with
spondyloarthropathy and associated acute anterior uveitis, 25 patients with
secondary uveitis, and a large number of normal control subjects (date
already available from grant studies). The study subjects are examined by a
rheumatologist and an ophthalmologist, then a small sample of blood from
each patient and control is HLA typed using an "X" HLA-antigen specific anti-
serum.

PROGRESS DURING FY-82: An additional 25 patients with acute anterior uveitis
were examined during the past year. A total of 66 patients were examined to
this date. All patients were typed with antibodies to HLA-A, B,C antigen
specificities 25 with X-antiserum. The frequency of "X" antigen in uveitis
was 68%. HLA typing data (HLA-A,B,C determinations) for a random population
of 189 white and 92 black control individuals are available from the Tissue
Typing Laboratory.
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Date: 1 OCT 82] VMox Unet fio.:  3170-R Status: urznm/ Fiiea
StarT1iG Date: Dare_oF ComeLerion:
Key hovos:

Tine ¢r Prouzct:
Reiter's Syndrome in the United States Army

Princioa. |nvesticateals): Richard C. Welton (Oliver Lawless & Sterling West)

Asscciate InvesTigaror(s): Robert Claypool, Peter T. Singleton

Faciuity: WR&NC Dep1/Svc: Dept Medicine/Rheumatology Sve
Accesrative FEDCASE Cosr: Accww_AT;ve Coutract Cost: Accumative Sypsry Cost:
FY-83 FEDCASE:  Cowrmact Cost:  SupeLy Cost: Date o ComiTrez Ferrovar OF

- Ennyar. Prosrzss Repcrr F’E 25 183

Srupy Osgzcrive: (a) To establish the clinical, .laboratory, and radiologic
characteristics of Reiter's Syndrome in the U.S. Army; b) To define any

prognostic factors as well as the prognosis of Reiter's yndrome in this population.

TECHNICAL APPROACH:

ProsRzss Duains FY-82:

Nuwse oF Susyzcts Stublep: '
FY-82; ToraL (7o patz): Berore ComeLeTion 07 Stupy:

Serious/Unsxpzcrep Sips Errects tn Susszers PaaTicipatiiG g Proszet(i7 moxe so STATE) :

ConcLustons: As discussed and noted on last year's annual progress report this
protocol has been terminated as of June 1981. The abstract submitted and pre-
sented at the annual meeting of the Arthritis and Rheumatism Association June
1981 was submitted with last years progress report. Lack of supporting personnel
has prevented any further work on this project. '

PusL1cAT1ONS OR ABSTRACTS., FY-82:

ey, gfns

YR I




Parz; 8 0ct 82 | pone purp g, 3171 Staras: i b:-_-_;'.____f__
Srearges Dare: _February 1981 Pore ¢x Commmmpenis |
Ky Voaos: . N ]
TiTLe cF Provzct: Immunoregulation of Human IgE Biosynthesis
14
Parncias. levssricarsals): Thomas A. Fleisher, LTC MC
Assccrare Iivesticarca(s): Richard Evans ITI, COL MC
Facruity: AT Dzpt/Svc: Allergy-Clinical Immunology Service
Accusasativs FECCASE Cost: Fecunuariva Conirract Cost: feesuative Swpy Casts
FY-83 FEDCASS:  Cowrmact CosT:  Susery Cost: Date o7 Comvitres FavRovy 0F
Z Fringa Prozezss Reecar FEB 25 1983

Evaluate in vitro human TGE prodaction =~ -cordrtions-amd--——

iy 03J3CTIVE: LR LR ARIA
Srupy B3CTIVE! o qytar requirements.

TEcuascoL fapoacn: Culture human peripheral blood mononuclear cells under
varying culture conditions, additives and times, then evaluate supernatant
for IgE content using highly specific Tow level IgE RIA,

Pros2:3s Duaing FY-82:
See attached sheet

[ESRTE————

e S 0 TN (T SRR

Buser oF Sustzcrs Swoted: 4 3
Fy-82: 14 ToraL (o parz): 22 Bzeorz ComeLETION 0F Stusv:

— J

| Szrrous/insxpzcten Stos Errects In Suzszets Paaticipai G tnt Prsuzet(is kave S3 sTars):
None :

i Coxoustons: To date we are unable to generate an in vitro culture system for
:} human IgE synthesis that results in de novo IgE production by 1ymphocytes
? such- that immunoregulatory questions can be satisfactorily answered. Because

?f a variety of ma'j‘or technical difficulties at this juncture in vito IgE
n man awaits further clarification. : -

PusLicATIOYS 02 AssTRacTs. FY-82:
Regulation of Human IgE Synthesis
1st Carl W. Tempel Symposium
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Annual Progres Report: FY-82
Work Unit No.: 3171, Immunoregulation of Human IgE biosynthesis
(continued)

Progress During FY-82:

We have continued to find that hydrocortisone in the dose range of IO'GM to
10-©M induces in vitro IgE by atopig ?atients in relatively small quantities
(i.e., nanogram amounts from 2 x 10° lymphocytes). We have also been unable

to demonstrate any de novo IgE synthesis by non atopic patients. The IgE
production by atopic patients does not appear to directly correlate with the
serum IgE concentration.




Dare:8 Oct 82 | ozk Guit No,: 3172 Status: InTerim X Froow

Staqtii; Dave: February 1981 Dare oF ComeLeTioN:

Key Voras:

TinLe ¢F Progzct: Microplate Enzyme-Linked Immunosorbent Assay (ELISA) for the
Immunodiagnosis of Cat Antigen Specific IgE

Princirar Investicaroals): Thomas. A. Fleisher, LTC MC

Asscciate Investicator(s): Richard Evans 111, COL MC

FaciLivy: WREHC Derr/Svc: Allergy-Clinical Immunology Service
Accuruarive FEDCASE Cosr: Accumnative Coiitract Cost: Accuswiative SuppLy Cost:
FY-83 PECCASS:  Contract Cost:  Sueery CosT: Dare oF CormiTTEE ApPROy

0OF
kawyae Prosrzss Reporr PEB 2 5 1933

————— e,

Stuov Jsuzctive:  To develop an ELISA system for antigen specific IgE

TECHNICAL A°PR°ACH=.H9rk out antigen specific ELISA for IgE including defining
absolutely specific antisera to IgE and evaluate antigen specific IgG

Prosazss Durine FY-82:
See attached sheet

Humssr oF Susdzcts Studied: »
FY-82: Toraw (1o pare): Berore ComoLeTion o7 Stuoy:

Sertous/Unexpectep Sioz Errects 1n Suzuzcts PaaTicipating 1n ProuzcT(1F poNs s STATE):
None '

ConcLustons: Methodology is well worked out and project is in the process
of being expanded. : P

PusLtcaTrONS 0R ABSTRACTs. FY-82: None
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Annual Progress Report FY-82
Work Unit No.: 3172
(continued)

Progress During FY-82

The antigen specific ELISA for IgE appears to be a very useful test that ultimately
could be considered an alternative method to the RAST method. We have expanded our
modification of the system to amplify the sensitivity and are currently exploring
usin$ biotinylated anti IgE and avidin bound enzyme. We are in the process of sub-
mitting an addendum to this protocol to expand the antigens we examine with the

ELISA system as well as looking for IgE contained within circulating immune
complexes.
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Bare: 1 OCT 82] MHosx Unit No.: 3173-R Smmyénrznm/ Firen
u
Startis Date: Date oF ComeLzTiON:

Key Ycans:
Time ¢ Praszct: Evaluation of Histocompatibility Antigens in SLE Patients

Primcipal Investicaror(s}): Richard C. Welton, MD
Associate Investicatoa(s): Frank Scott, MD; Walter Moore, MD

T e o AT oA

Facnivy: IRANC Depr/Svc: Medicine/Rheumatology Service
Accusnative FEOCASE Cost: hccumastive Coitract Cost: Accuvuearive Suepry Cost:
FY-83 EDCASS:  Cowrract Cost:  Susery Cost: Dare o ComiTre: AerovaL 0r ‘
Feump. Prosrzss ReporT BER 25 1987

Stupy O3JecTivE: To determine whether a statistical association exists for HLA
B cell and non-B cell alloantigens with circulating serum autoantibodies and
clinical manifestations in SLE. i :

TecunicaL APPROACH:

SEE REVERSE SIDE.

Prosezss Dumins FY-82:

SEE REVERSE SIDE.

Muser oF SusszcTs Stupien:

FY-82: Tora. (To DATE): Berore ComPLETION 07 StudY:

Serious/UnexpecTeD Stoz Errects 1N SusuzcTs PaaticipariiG 1 ProuzcT(IF woNs SO STATE):
None -

Loxcrusions:

SEE REVERSE SIDE

PusLIcATIONS 0 ABsTRacTs. FY-82:
None
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TECHNICAL APPROACH: Histocompatibility typing will be performed on

peripheral blood lymphocytes obtained from patients with SLE. Data on

HLA haplotypes of 200 normal individual blood donors are already

available and will serve as controls. The patients eligible and consenting
to this protocol will be typed for HLA~A,B,C and DRW locuses using the
microcytotoxicity method of Mittal and Terasaki. Well defined and mono-
specific typing antisera obtained from the National Institutes of Health
or from the International Histocompatibility Workshop pool of antisera
will be used. :

PROGRESS DURING FY-82: We have examined the frequency of B lymphocyte
(HLA-DRw) alloantigens in 35 patients who fulfilled the American Rheumatism
Association criteria for Systemic Lupus Erythematosus (SLE). We separated
these patierts into three clinical subsets: With nephritis (13), without
nephritis (15), and with mixed connective tissue disease (MCTD) (7). Twenty-
nine were females, 6 were males. The frequency of HLA-DRw3 (46%) and DRw2
(46%) was increased for the SLE patients as a group compared to the controls
(25%) and (27%) respectively. DRw3 was further increased to 92% (P= 0.001) in
the subset with Nephritis. Anti-native DNA (dsDNA) antibodies were positive
in 55% of the total SLE group but in 92% of the subset with Nephritis. These
data show a significant association between DRw3, anti dsDNA antibodies and
nephritis in SLE (p 0.001). This association supports the concept of a
human immune response gene linked to a specific HLA complex which codes for
the production of anti dsDNA antibodies a5 one of the etiological factors in
the pathogenesis of the nephritis of SLE. Our findings provide the first
evidence of an effect of an immune response gene in the pathogenesis of a
clinical manifestation of SLE. A tendency for DR-T association with MCTD

was also noted.

These initial findings supporting the concept of genetic predisposition for
subgroups of clinical SLE are being confirmed through increased typing of SLE
patients that have been categorized into clinically recognized subgroups.
Recent articles suggest however that the HLA DR3 and DR7 gene may also be
closely associated with other forms of arthritis including the spondyloarthro-
pathies and Sjogren's Syndrome. Therefore in order to prove a specific
association the HLA complex B cell alloantigens with SLE, other arthritis -
syndromes must be investigated for DR antigen association. Addenda to this
protocol are being written at this time to properly define the DR antigen
associations in SLE through expansion of disease categories studies in the
same manner.
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Darz:18 Nov 82 !'os\ Uaer Ba.: 3174 ' Stavus: Intziig X Fieow

Staarss Dare: 27 July 1981 Dare oF (ovmericn: 1984

Key Voaos: Asthma specific anti re es

TErgSh Ppoiss m:?ffstmgmmlm&m F’.;,‘ffd;‘i";s F

Asthmatics . —e

Princtra Investioarsals): Renata J. M. Engler, LGIR, M, SR . o
Assoctate Imesrrearon(s): Cheryl D. C: Rosenblat‘t CDR, ‘MC, USN; Rlcﬁlﬁ'd J S“m&i m :
Facnrvy: \'a?.;:a"!‘: and NNMC Derr/Sec: Alle:gy-Clmlcal ‘Immunology Service

Acazanative (E0CAE Cost: - Accu::n.xrgvs Ceamracr CosT: hecu WHLATIVE Suppry Cost:

.-

"FY-83 FEDCASE: . Ccumacr Cost:. Suspey Cosv: Date o ComiTTee fopray, 8-
. : MHUAL Pm:a-s; Reroar fE 2 5 1983

Srmy DsJzcrive:
£ et s I chd ﬁ

dihthenal tetanus and Pneumovac:
cYease ourpa BNt [nﬁbe[s &
inprm statlstlcal analyses

Procedure and mrkup as outline. in the cngmal protocol

" Prosasss Duains FY-32: Abstract was accepted at XI International tm?a's-ur—
&?ergmgy- Fd Clinical Immmology, London, England, -October 198
Data is being.campiled and statistically analyzed for paper.

l.u.%i" S-JB.A-C'S S-uax_a

FY-82:_16 or 18 ToraL (To mr)__3‘_ Berore Ceroterion o7 Sreoy: 80 80

Szrrous/Unzwesctes Stos Errects 1 Stusszcrs ParTicipaTInG 1 P.LJ;cr(x.- RIME SO STATE):
No significant adverse effects have resulted throughout the study. . @ ™7~

Long 310452 1o would like to continue the present study with expanded rumber
of enrolled patients in order to clarify the question of whether or not
sterdids have a primary effect on specific antibody response in certain’

asthmatic patients or if this is unique to certa:.n patients because- of an
mdm:lying imume deficiency

ns ation w:.th
T‘c&ed;w. ﬁ*”??DACH €

Pua.xcmom o Pesmcrs, FY-82: ' : e
Abstract presented at American Acadany of Allergy metjng Mmtrea]
March 1982. Canada,

Abstract accepted at XI International Congress of Allergology and Clinical
Immmology, London, England,.October 1982.

s
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Parz: 1 OCT 82] Vioax Untr lo.: 3175-R Srmus:/ﬁt o) Firas,
Startiis Dave: Dave of CowLemiciln

Key Viomos:
Time ¢F Progzcr: Identification of dsDNA Binding Cells in SLE Patients

Paincioar Isvesticaroals): Richard C. Welton, MAJ, MC

Asscctate levesticaror(s):

Facruivy: WA Dert/Svc: Medicine/ Rheumatology Service
Accuser ative PEOCASE Cost: Fecwmparive Coimract CosT: Arcu WLATIVE Suppry Cost
FY-83 PEDCASS:  Contmact CosT:  SuseLy Cost: Date oF Commi TiEg fenaay, 8

EsnuaL Prozazss fescar 13: i) 9 1983

Stuoy Qd3yzcTiveE:

TECHNISAL A2PROACH:

Presaz3s Duatns FY-82:

Nuser oF Suszzcrs Sworen: _
FY-82: Tora (10 patz): Beroms CousteTion o7 Stuny:

Sertous/Unzxpzcren Stos Esrects 1 Susuzcts Paamicipariig i Prs -CT(lr HOME SO STATS):

Coxcrustans: Lack of personnel support to perform the laboratory procedures of this
protocol as well as other protocols, and because of other more pressing protocol
priorities .no progress has been made on this protocol to date. Because of
no apparent foreseeable change in the above situation, I have to recommend
termination of this protocol at this time.

PusLicaTIONs 02 AsstRacTs. FY-82:
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Dave: 1 OCT 82 {fax Uney fia,: 31T6-R lﬁ'!‘lﬂ_s_- li_fr_g;z_tsj/ Ficize
Staztiig Date: Dare ¢ CovwLeTio:

Key Vio2os:

Time cF Prodict: Measurement SH Immune Complexes in Systemic Lupus
Erythematosus.

Painciear Iavesticarsais?: .Charles S. Via, MAJ, MC
Asscctate livesticaror(s): Richard C. WElton, MAJ(P), MC
Facriiry: WAAC Depr/Suc: Medicine/Rheumatology Service
Recuruative FEDTAX Cosr: Accw-nur;v?éoszmacr Cost: I?Lt(-l':-l-JLT["' S;.;;x-_\:? ;:~ -
"FY-83 EDCASE:  Cowrmact Cost:  Suspry Cost: Dave o7 Commi TTEC fopro:

o Eanyst. Prosazss REPCR ﬁé) FEB 25 1983

—— .  n e = e o et o e o

Sruny O3uzcTivE:

TECHMICAL BPPRDACH:

Prcs2:ss Duanis FY-SZ

Humser o7 Susszcrs Siupras:
FY-82: ToraL (70 pats): Beropz ComsieTion oF Stusy:

Sertous/Unsxezcren Stes Errecrs i Su3Jyzeys PARTICIPATING Ini P:""J._._t(lF i13M2 S STATE):

Conerustans:  york was completed on this protocol in June 1582, The abstract
generated by the data was submitted to the Annual Meeting of the Arthritis and
Rheumatism Association in June 1982, Please see attached.

No further work will be applied to this protocol in the upcoming year. I
consider this protocol terminated.

J
;

PusLIcATIONS 02 AgsTancTs. FY-82:
See attached.
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HSHL-AL 6 October 1982

Annual Progress Report

Work Unit No.: 3177

Status: Interim

Estimated Completion Date: 30 September 1982

Key Words: Complement Receptor, Binding, C3b, Leukocyte
Title of Project: B8inding of C3b Oligomers to Human C3b Receptors

Investigators:

Principal: Melvin Berger, MAJ MC
Allergy-Clinical Immunology Service
Walter Reed Army Medical Center

Technical Approach:

1. Avidin was used to link biotinyl C3b into oligomers which were then iso-
lated by gel filtration. Relative affinities of oligomers for polymorphonucle-
ar leukocyte complement receptors were determined using a rosette inhibition
assay.

2. Complement receptors on B-lymphocytes were also studied using the rosette
inhibition assay. _

3. Effects of lymphokines on polymorphonuclear leukocyte complement receptors
were also sf!gied by rosette formation assays as well as by direct binding
studies of 1-C3b.

Progress during FY-82:

1. Reproducible oligomer formation has been achieved and oligomers have been
characterized and purified by sequential gel filtration steps. Dimers may be
obtained in good yield but the yield of tetramers has been disappointingly low.
Results of rosette inhibition studies show that dimers, whether formed by
avidin-biotin 1inkage or spontaneously during the cleavage of C3 to C3b, bind
about 5 times better than monomeric C3b. (5.81 + 0.80 for spontaneous dimers,
4.61 + 1.47 for avidin-linked). Large oligomers bind 6.9 + 2.0 fold more ef-
fectively than monomers. Experiments are currently underway to determine if
these oligomers activate neutrophils by cross-linking C3b receptors.

2. The B-lymphocyte C3b receptor has been found to be similar to the C3b re-
ceptor of neutrophils and red cells in that it is not blocked by native C3 at
gh%sio}o?ic concentrations but 1s effectively inhibited by monomeric C3b at

-6 pg/ml.

3. A lymphocyte culture supernatant factor has been shown to specifically in-
crease neutrophil C3b receptors while having 1ittle or no effect on Fc recep-
tors for IgG. Effects of this material on metabolic processes of the cell
have been described previously. These findings suggest an additional mecha-
nism which may be important in invo.
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Annual Progress Report
Work Unit No.: 3177
(continued)

Number of Subjects: N/A

Side Effects: "No serious or unexpected side effects occurred"

Conclusions: See above under progress

Abstract: Neutrophil activating factor from a continuous lymphoid cell line
mediates increased number of neutrophil C3b receptors and increased functional
activity. Submitted to 15th Int. Leukocyte Culture Conf. A. Cross, M. Berger,
G. Lowell, J. Sadoff.

Publication:

Characterization of Ligand Binding to Human B-Lymphocyte Complement (CR1) Receptor
M. Berger, T. Fleisher, manuscript in preparation.

Funding Requirements: Unchanged
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Datg: 1 OCT 82| Wosx Untr to,: 3178-R Status: (Thterin s Frw
Srartiis Dave: 1982 Date_or ComeveTioN: 1984
Key Vomps: Seronegative Arthritis, B-7 CREG, X-entigens

TIme c7 PROJECT:  gyugy of Cross Reactive B-7 CREG and B-lymphocyte antibodies
in Seronegative Rheumatoid Arthritis Patients-

Princieal luvesticaroa(s): Joseph T. Tesar, MD; Frank Wellborne, MD

Assccrate Imvesticaror(s): Arthur Kunath, MD: Richard C. Welton, MD

FaciLiTy: YRENC Dert/Svc: Medicine/Rheumatology Service
Accwanative FEDCASE Cost: AccumnaTive CouvracT CosT: Accuvuative Suppry CosT:
FY-85 FEDCASE: Cownrmact CosT:  Supery Cost: Dare o7 ComiTree Aeprova 0

- Fawust Posazss RepcRT FER 25 1983

Stuovy O3usctive; To determine the frequency of HLA-X, A,B,C antigens in
seronegative Rheumatoid Arthritis patients.

Teomica foproacn: HLA-X, A,B,C typing using the NIN microlymaocytotoxicity
technique. Patients examined according to standardized protocol.

Prosazss Duaing FY-82: A total of 23 seronegative rheumatold arthritis patiants
were examined and HLA typed.

Rxmer oF Susszcrs Smwolep: ,
FY-82: 23 Totaw (To paTe): 23 Berore CowsLeTion oF Sruoy: _ 48-50

————

Sertous/UnexpcTen Sibe EFrects IN SusuzcTs PARTICIPATING IN PROJZCT(IF HONE SO STATE):
None, preliminary

CovcLustons: T2% of 23 patients with seronegative rheumatoid arthritis had a
B-T CREG antigen, as determined by HLA A,B,C typing. Control individuals
had a 47% incidence of this antigen complex.

PuBLICATIONS OR ABSTRACTS. FY-82:

Abstract in preparations for 1982 (study in progress for 5-6 months only).




P

Darz: Vo Uwet Bo.: 3179-R Stavus: unsm-a/ Fuos
Startss Dave: Dare oF CossLeTiCN:
Key Voeas:

Tine cF ProuzcT: Fluorescent Antinuclear Antibody Detecticn in Polymyositis,
Dermatomyositis, Scleroderme and CREST Syndrome, Using a KB cultured

PairciaaL Iseecgricarcals}:

Robert Ehrhart, CPT, MC

Assootate Investicaron(s):

FaciLivy: WAL Deet/Suc: Medicine/Rheumatology & Clinical Immun.
Acawarative FEDCAE Cost: | Accmaarive Coumract Cost: | Accwiunative Sueery Cost:
FY-83 FELCASS:  Cowrmact Cost:  Suepry Cost: Dave oF CormiTrEs AeprovaL 07

Frmya. Prosrzss Perorr FEB 2 5 1983

Stuoy d3uzcTIvE:

TECHN; CAL APPROACH:

Prosazss Duasns FY-82:

Muser oF SusJzcts Studied:

FY-82; ToraL (o pate): Berore ComereTioN oF Stusy:

Ser1ous/Uizxpzcren Sios Errects 1n Susuzets ParTiciparing 1t ProuzcT(IF Bons $9 STATE):

LovaLusions: Lack of personnel support to perform the laboratory procedures of
this protocol as well as other protocols, and because of other more pressing
protocol priorities no progress has been made on this protocol to date. Becuase
of no apparent foreseeable change in the above situation, I have to recommend
termination of this protocol at this time.

PusLICATIONS OR Asmm‘s FY-32:




Darz: 6 Oct 8P Yok Uuit No,: 3180 Status:  Intemi XX Free
Stagtiis Dave:  Dec 1981 Date_of Comererion: June 1983
Key }ioros: Immediate Skin Tests Uremia Transplant

Tine ¢F ProsccT: EVALUATION OF IMMEDIATE HYPERSENSITIVITY IN PATIENTS
WITH RENAL INSUFFICIENCY.

Privcieal Invegticaton(s): James R. Baker, Jr., MD CPT MC
) Harrison Hassell, Jack Moore

Associate [mvesTicatox(s

FaciLiTy: WAL Depr/Svc: Allergy/Renal a
Accsan ative FEDCASE Cost: Becwanative CoirrracT CosT: Accuvuative Suppry Cost:
.00 . .00 .00
FY-83 FEDCASE:  Contract Cost:  Suppuy Cost: Dave oF CormiTree AeerovaL OF
Fwuss. PROSRESS Report £

Stupy O3JECTIVE! Study to see 1f skin tests are reliable in renal
failure. .

TeCHNiCAL APPROACH:

Skin testing, serum rast determinations, serum
IgE determinations.

Prosazss D"R”‘? F-8: gifteen patients were tested, 12 of which had
positive skin tests. No statistical difference in allergen skin(below)

Bwser oF SusszcTs Stupied: .
FY-82: 15 Tora. (vo pae): 13 Berore CoweLeTION OF Stuoy: S0

Serious/UnexpecTep Sipe Errects 1N Susuzets PaaTicparinG in Prouzct(iF noNe so STATE):
NONE :

CoNcLysIONS: There may be an increase in the threshold for now.
Specific histamine release in uremia.

PusLICATIONS oR ABSTRACTS. FY-82:
NONE

Progress continued from above: tests were noted. A decrease

in the threshold of non-specific histamine release was noted
(p €£.05). None of the in vitro tests done -- blood has been
collected.
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Dare:12 Oct 82 Voax Lutr fo.: 3181 Status: luteng X Fina
February 1982

Srarriis Lare: Dare o Coverevion: 1984

Key Vioeos:
TineE ¢ Proszct: Lymphoid Responsiveness to Human Interferon in Systemic
Lupus Erythematosis

Paincira, lawesricarcals): Thomas A. Fleisher, LTC MC

Asscctate Invasticaror(s): Richard Welton, MAJ MC

POV Sy Iy

Faciuity: KRAY Deprt/Svc: Allergy-Clinical Immunology Service
Becuar avive FEOCASE Cosr: Accw-manva Cositract Cost: Acamative SupeLy Cost: !
"FY-83 PEDCASS:  Conrmact Cost:  SuepLy CosT: Dare oF CormitTres Perrovar 07

FamusL Prozrzss RercT ppg 95 1083

Stuoy Osuzcrive: Evaluate the responsiveness of in vitro B cell Ig production
P 7 =wi th systemic lupus erythematosis to human lymphoblastoid

interferon. . - T

Tecunica Aoppoacn: Set up im vitro cultures for polyclonal immunogTobuTin -
and patient lymphoid cells and compare the effect of varying

concentrations of human lymphoblastoid IFN on Ig production.

Prosazss Duans FY-8§2: There appears to be a small subgroup of SLE patients that
nstrate IFN mediated suppression of polyclonal Ig production in
contrast to normals and the other SLE patients.

Bz oF Susszcrs Siupien:

FY-82: 24 TotaL (To pats): 26 Berore ComoLeTion 07 Stuav: 50

———————re

SertousAlzezcren Stos Errects 1n Su3uzcts Paaricrparing 1 Prouzct(IF 1oMe s0 state):
None '

Loxcrustons: Study continuing to identify common features in abnormal responding
group and to further characterize the level of the defect (i.e., if it is at
the B cell level); also suggestion of possible therapy with IFN in those SLE
patients that are suppressed by IFN.

PusLicaTIONS 03 ASSTRACTS. FY-82:

1. Fleisher, TA, AM Attallah, J Misiti, G Tosato and WC Greene. 1982.
Interferon mediated regulation of human immunoglobulin synthesis.
Clinical Res 2:348A.

2. Fleisher, TA, AM Attallah, G Tosato, RM Blaese, and WC Greene. 1982.
Interferon-mediated inhibition of human polyclonal immunoglobulin
synthesis. J. Immunol 129:1099.
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Parz:8 OCt 82 | Vo urrfin: 3182 [ Seanust_fereim R, X

Sraaries Dare: Ptz ex Coen T 23 Sep 82

Key Yiaag3:  Silicone; Patch Testing 1
Titee ¢ Proyzcr: :

Silicone Patch Testing '
’ .

Parcios lnvgricarsals): Artie L. Shelton, LTC MC

Asscctare kevesricarca(s): Renata Engler, LCDR, MC Richard J. Summers, COL MC
Depr/Sic: Allergy-Clinical Immunology Service

Faciuivy: W4T
Accuwrarivs FEGCASE Cosr: Foosenarive Conivract Cosr: Foownarive Suopey Cost:
0 0 0.
FY-83 F-BO‘CASE: Co.vmacr CosT: Su.aw.dr Cost: Darz 07 Commitreg Fommovae 0z
. Frwpar, Proznzss Repcar ;ja 25 1983

Stuoy Oauzeriva: To determine propensity of silicone causing delayed
—  hypersensitivity or type IV reaction.

Teowiica Porroxc:  Patch testing and anergy skin

Prosezss Duaus FY-82:  -Continuing research data. Presented at Fitzsimons Army Med Ctr.
Assembling findings for presentation and publication of paper for the American
Academy of Allergy Journal of Allergy and Clinical Immunology.

lesEr oF SusszcTs Swdted: |

FY-82: 20 ToraL (70 pare): 20 Bzeore CoweLevion o7 Stusv:

Ser1ousAnsxezcren Sics Errects 1 Susizers PaaTicipatiis 1 Prsuzet(iF 1avE sa stais):
None '

Coxcrusons:

One patient with positive reaction to silicone

PusLICATIONS 02 Assancrs. FY-82: None

Paper in process for presentation and publication for Journal of Allergy and
Clinical Immunology.
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HSHL-AI 6 October 1982
Annual Progress Report

Work Unit No.: 3183

Status: Interim

Estimated Completion Date: 30 September 1983

Key Words: Complement, Antibody, Bacteria, Avidin-Biotin, Affinity Chromatography

Title of Project: Isolation of Acceptors for Acylation by C3 during Complement
Activation

Investigators:

Principal: Melvin Berger, MAJ MC
Allergy-Clinical Immunology Service
Walter Reed Army Medical Center

Study Objective: Development of methods to isolate and characterize the con-
stituents to which C3 becomes attached during activation and to study the phys-
iology of the C3 molecule.

Technical Approach: Biotinylated C3 was allowed to become activated by addition
to serum or with purified complement components, with or without antibody, in
the presence of sheep erythrocytes or pneumococci as targets. In addition, a
mode]l of C3 activation using trypsin cleavage in the presence of radio labelled
small molecules as acceptors was also employed. Avidin conjugates were then
used to localize the sites of C3 deposition by electron microscopy and avidin-
Sepharose was used for isolation of acyl acceptors by affinity chromatography.

Progress During FY-82:

1. Use of biotinyl C3 and avidin-fervitin to localize sites of C3 deposition
or pneumococci-electron micrographs demonstrated that anti-cell wall antibody
localized C3 to the bacterial cell wall and that anti-capsular antibody local-
ized C3 to the capsule. C3 fixed by the alternative pathway of complement
activation was quantitatively similar for encapsulated and rough organisms but
could only be identified by avidin-ferritin staining with rough organisms pre-
sumably due to interference by the capsule with the large ferritin mofeties.
Although it has not yet been possible to 1iglate the bacterial constituent to
which C3b becomes attached per se, use of 125I-1abelled antibody allowed re-
covery of both IgG and IgM on avidin-Sepharose columns indicating that covalent
1inkages between C3b and these antibodies had been formed during activation.
These complexes were only partly released by hydroxylamine treatment suggesting
that amide as well as ester linkages were formed.

2. Sryps1n cleaved biotinyl C3 formed covalent linkages with both 3H-raffinose
and “H-Tysine. These radiolabelled small molecuies were then retained on avidin-
pharose, as predicted. Following treatment with hydroxylamine, all of the

H-raffinose was releaged. as expected since this complex sugar can form only
ester linkages. With °H-lysine however, similar release was also obtained with
hydroxylamine although in this case, hydroxylamine-resistant peptide bonds were
expected. Further analysis by SDS-polyacrylamide gel electrophoresis revealed
extensive proteolysis had taken place probably accounting for the release.

These experiments are continuing.
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Annual Progress Report
Work Unit No.: 3183
(continued)

3. Attempts to identify acyl acceptors IEgm sheep erythrocytes have, as yet,
been unsuccessful regardless of whether I was bound to IgG or IgM antibody
or to the surface of the {sg cell. This may be due to problems with the
specificity of uptake of I onto exposed molecules which are not the true
targets for acylation. In each case, only non-specific binding (not prevented
by excess biotin) to avidin-Sepharose was obtained.

Number of Subjects: N/A

Serious/Unexpected Side Effects in Subjects Participating in Projects: "No
serious or unexpected side effects” :

Conclusions:

1. Approach basically sound but problems with non-specific binding to avidin-
Sepharose 1imits general applicability of, this system.

2. When specific acceptors (or putative acceptors) can be labelled, appropriate
controls for non-specific binding can be performed and this system can be used.

3. In particular, these methods have been used for localization of C3b and anti-
body or pneumococct and isolation of C3b-antibody complexes from organisms.

Publications and Abstracts

Abstracts: -

Use of biotinylated reagents to localize antibody and compiement on pneumococci.
M. Berger, E. Brown, R. Cole and M. M. Frank. Fed. Proc. 41:829 (1982).
Presented at 66th Annual FASEB meeting, New Orleans, LA, April 1382.

Publications:

1. Localization of C3 on streptococcus pneumoniae: Anticapsular antibody causes
C3 deposition on the pneumococcal capsule. £. J. Brown, K. A. Joiner, R. M. Cole
and M. Berger. Infection and Immunity, in press.

2. Classical complement pathway activation by anti-pneumococcal antibodies leads
to covalent binding of C3b to antibody molecules. E. J. Brown, M. Berger,

K. A, Joiner, M. M. Frank. Submitted for publication. Science.

Funding Requirements for FY-83: Unchanged
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Pyzs 1 OCT 83 Moax Mirg b

_Srarning Mate:

Koy iioans:

Tine ¢f ProgogT:

Nifedipine in the Treatment of Raynaud's Disease and
Scleroderma-associated Raynaud's Syndrome

PoecrmaL liar T1GaTRE ) John L. Luetkemeyer, MD ; Joseph T. Tesar, MD
AR A Pal. LNORTIATINR S0 T
. Richard C. Welton, MD
Nept/Sic: Medicine/Rheumatology Service
Focuina arive MEDCASE Cost: Fecuwarsve Contract Coste i Aocuaative SupeLy CosT:
FY-85 VE0CASE:  Courmact Cost: Susey Cost: Dave o Covnivroz feprovar OfF
. Frmua Paosazss RercRr FER 9 5 1982

UDY U3JICTIVE:

TEowniiton Ferronou:

Paosa:3s Luans FY-82:

flas=2 oF SusszeTs Siunisn:

FY-82: ToraL (ro pare): Bzrore Comorevion o= Stusy:

Scrtaus/Unzxescred Siuz Lrrects 1o Susszers Paaricipaliis i Fro :zet(iF Nz $2 STATE):

R RN )

LoacLusions:

This protocol was only recently approved. Therefore progress on this
protocol has just begun. A report on the progress of this protocol would
therefore be most appropriate at a later date.

FUsLICATIONS C2 AgsTracTs, FY-82:
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Dare: 8 Oct 82 | Vg Guer fo.: 3185 Stavus: _lurei X Fios

Starryis Date: September 1981 Dare oF Cowgrion: vanuary 1983

Key Yiomos: Urine; Histamine; Assay
Time cr Proyzct: Urine Histamine Assay Study

Princioa Isvestrcarcals): Artie L. Shelton, LTC, MC

Assoctate Investicaror(s): Michael A. Kaliner, MD, Head, Allergic Disease Section,

FaciLity: WREMC Depr/Svc: Allergy-Clinical Immunology Service

- =ty v o e

Accuranativz FEDCASS Cost: Recwmnsarive Coumract Cost: hecuuiative SuepLy Cost:

FY-83 FEDCASE:  Cowrmact CosT:  Sussry Cosv: Dave o= CommiTres ferrovar 07

FawusL Prozezss Pepcar BER 25 1983

Stuoy Osuzcrive; 10 analyze differences in urinary histamine levels between
aving systemic reactions and those without a reaction related to

i S. .
TechuicaL AcproacH: The specimens obtained will be the post void urine which

is a routine part of the intravenous pyelogram study. These samples will
_be analyzed for histamine release.

Prosazss Duarns FY-82: A1l data collected. It is being corrotated for———
pubTIcation now.

Nuser oF Susszcts Stupiep: .
FY-82: 100 Tora. (o patz): 100 Berorz ComsreTion oF Stusv: 100

SertousAnzxpecTen Sios Errects it Susszevs Paaticipartiie 1 Prouzet(iF mrove Sa STATE):
None '

H'lstam‘lne. seems to be released into urine during anaphylaxis.

PusLICATIONS 02 ABSTRACTS, FY-82:
None

NIAID
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DATE: & O ra2] Homx Bner No.: 3186 Status:  IkteRrim XX Freos
Start e Dave: Aug 1982 Date oF ComereTion: June 1984

Key boros:
Tine ¢F ProyscT: In Vivo and In Vitro Analysis of the Large Local
Reaction to Hymenoptera Venom.

J.R. Baker, Jr., MD

Drs. Fleischer and Summers

PrinctoaL IsovesTicaror(s):

Asscciate luvesticator(s):

Faciiivy: WRAYL Depr/Svc: Allergy Immunology

Ao ative VEDCASE Cost: Accuruaative Contract CosT: AccuruLative SuppLy Cost:
$432.70

FY-83 FEDCASS:  Contract Cost:  Suepry CosT: Dave or CormiTree ferrovaL 0

_ Fampa Prosrzss Rerorr FEB-£5

Stooy J3vecTivE: Determine what causes the reaction to venom.

TECHNiCAL APPROACH:

Lymphocyte stimulation and skin biopsies.

Presréss During FY-82: We had difficulty obtaining patients who fit

the protocol. Two patients were found, but the results were
not conclusive.
fuvszr oF Suzszcis Stuwoied:

FY-82: 2 TotaL (10 pate): 2 Berors ComereTion oF Stugy: 20

Szrious/UnexpecTen Sis Errects n SusuzcTs Paaticiparing 1n Paouzct(is 3ns SO STATS):
None

None at present. The cause of this reaction is still
unknown.

PusLICATIONS 02 ABSTRACTS. FY-82:

None
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Darg: 6)ce82 | Hoax Untr fio.: 3187 Status:  INTERM oy  Firn
StarTiis Date: 2 August 1982 Dare o CometeTion: 1 June 1983
Key Vioros: Heart Aptihodies Elisa '

Tine c7 ProsicT: DEVELOPMENT OF AN ELISA ASSAY FOR ANTIHEART ANTI-
BODIES. .

Princiral Isvesticargr(s): J.R. Baker, Jr., MD, CPT. MC
Asscctate InwesTicarar(s): Drs. Burger, Summers and Fleischer
Faciiivy: WRANC Depr/Svc:  Allergy Immunology
Acamaative YEDCASE Cost: Accunative Comract Cost: Accuvuative SueeLy CosT:
.00 .00 $1,610.55
FY-83 FEDCASS:  Cowtract CosT:  Suesy CosT: Date o7 Cormitres feproval OF
. Fanus, Prosrz=ss Reporr FEB-2-5-1383

Stuor Q34scTive: Develop an assay for antiheart antibodies which
was practical.

TECHNICAL. A9PROACH:

Use an Elisa system.

Prosezss Du2inG FY-82: An assay has been developed. Statistical
results have been shown between normals and Dresslers' syn-
drome. Refinements of the assay are now being done to make (below)

Humser oF Susszcts Stupied:
FY-82: 75 Tota. (10 pate): 75 Berore CowpLeTiON 0F Stugy: 150

Serious/UnzxpecTen Sioe Errects N Susuzets PazTiciparing it ProuzcT(IF toNs SO STATE):
None

Covcrystons: The assay does measure antiheart antibodies, and
probably will be very practical to perform on a large scale.

CATIONS 0R ABsTRacTs. FY-82:
PUBLICATIONS 0 ABSTRACT: None. Will be done in FY-83.
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AP A RIS 3 243, 7L ST .
- %

— o e e g e
_P»'\_@i__LQ_C!__BJL‘%}ﬁ!_‘Q: i 3188-R . NS unapm” o ki
_Srarrins Oare: 1 april 1982 _ Do foeapryi: 30 March 1984
_Key Visaos: Anti-DNA Antibodies; systemic lupus erythematosus
TitLe c7 PROJZCT: Comparison of the FIAX and Crithidia luciliae methods for
measuring anti-DNA antibodies in systemic lupus erythematosus.
Trencioa lavigoicarcals): Bernard H. Berne, M.D., Ph.D.; Richard C. Welton, MAJ, MC
Asscoiars liwvastrearon(s):

Faomavy: WA _ Depr/Suc: Medicine/Rheumatology & Clin. Imm. Sve
Aecuarive FEOCASE Coste [ hoevewative Conmract Costs foosaattve SJPPL\-"E’;;‘;:“-
0 | 0 1 $2,64Q.00

FY-83 iSLASS:  Cowreact Cost: Suaeny Cust: Dave oz Coomnvier Foraogy O

—_— $7,000.00 Faneal Poo3nass Reecar m_ﬁ_m]
Siudy D3J:CTIVE T T T e e
SEE ATTACHED SHEET.

Trerion AerR e - -
A Y L T
forsde oF $303eTs SiLprzo: o

FY-82: Tara (vo patz): Bzeoas Corvorevion of Siusy;
Saerausfazaazeren Sips Tresets 1 Suezers Pavtcipartis 1 Posunot{is paoi s stave):

! Loucrustens

; FusL1CATIoN3 02 Assaacts. FY-u2:
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DATE: 1 OCT 82 WORK UNIT NO.: 3188-R Status: Interim
STUDY OBJECTIVE: Compare the reproducibilities, specificities, sensitivities
and other parameters of the FIAX fluorometric immunoassay and the Crithidia
luciliae microscopic immunofluorescence assay for anti-DNA antibodies.
Determine the preferable method for use in the diagnosis and management of
systemic lupus erythematosus (SLE).

TECHNICAL APPROACH: Commercial anti-DNA kits using Crithidia luciliae and the
FIAX assay are being tested for specificity, reproducibility, sensitivity, cost
and reliability in the diagnosis and management of SLE.

PROGRESS DURING FY-82: The project started in the middle of FY-82. We have
performed over 1000 tests using the Crithidia method for reproducibility
studies. We have established a correlation between the units used in the FIAX
assay and the antibody titers in the Crithidia assay. We fiad the
reproducibility of the Crithidia assay to be generally good, except when
antibodies are in low titer. This may cause difficulties in distinguishing
between positive and negative tests.

NUMBER OF SUBJECTS STUDIED:

FY 82: 15 TOTAL (TO DATE): 15 BEFORE COMPLETION OF STUDY: _200

SERIOUS/UNEXPECTED SIDE EFFECTS IN~SUBJECTS PARTICIPATING IN PROJECT: None

CONCLUSIONS: Although the reproducibility of the Crithidia assay seems fairly
good at high titers of anti-DNA antibodies, background fluorescence causes
difficulties in measuring these antibodies when they are in low titer. We plan
to determine whether this is clinically relevant, and whether the assay is less
reproducible than FIAX at low levels. In addition, we have found the Crithidia
assay to be significantly more expensive and time consuming than FIAX be.ause
it appears to require duplicate tests at four different dilutions to establish
an accurate titer, while a similar accuracy appears obtainable by FIAX with

only two tests.

PUBLICATIONS OR ABSTRACTS, FY-82: None.
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‘oi_-l’f_.'_l.'.'..'; Mare: 1 April 1982_____‘__ _ R (O T ST 30 March 1985

e ——— et et e

Tx..E c.- on.,-cr Development of FIAX assays for circulating immune complexes (c1e)
ﬁ in rheumatic diseases _ L‘

Patncees lwwasrrearsals):  Berpard H. Berne, MD, Ph.D.; Richard C. Welton, MAJ, MC
kssccrare Liwasticaron(s):
Facmoary: VA& Bepr/Suc: Medicine/Rheumatology & Clin. Immun. Sve

—_————a —— - . e S e - P e T e o o ——————— o

hoeenr ative FECCASE Cost: Feewavivz Conmpact Coste koo axive Suppcy CosT:
0 0 $1,264.11

Fv-85 FELTASE:  Cowrmact Cost:  Supery Cost: D\.: 0z CemmiTier p»,—:f‘,‘L 0¢
0

> 0 $5,000. 00 Fanuac Paocazss Ressar FEB 25 1987

% _________ — —— _
{ o W Ee o -
i SEE ATTACHED SH EET.eeeesscsncse
TICwiiL Bepa0asH;
F -v-);_?‘ _____ _,F é) o Tt -
oomse o Ssrets S:uoten: T
fY-82: Torae (o paizd; Boecas Cowourvion of Sivsv:
"c‘,,,ﬂ.,- ys ey o e R LT
S sy Mzenzcren Sizs Errects 1 Si3oicTs Pazicie, \THG i Poounev(re 1303 80 srare):
Lousisns T
&
 : i
FusLicaTions ¢ Assinacts. FY-32: j
E
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DATE: 1 OCT 82 WORK UNIT NO.: 3189-R Status: Interim

STUDY OBJECTIVE: Develop assays for CIC using the FIAX fluorometric
immunoassay system. Assess the value of these assays for monitoring and
diagnosing rheumatic diseases.

TECHNICAL APPROACH: We are trying to develop several quantitative assays for :
CIC using the FIAX method. These include the solid-phase Clq binding method, i
the anti-C3 method, the conglutinin binding method, and the monoclonal
theumatoid factor method. Levels of CIC will be correlated with disease
activities in systemic lupus erythematosus and other diseases.

PROGRESS DURING FY-82: This project started in the middle of FY-82. We
attempted to develop the ant{-C3 method by absorbing anci-c3 antibody to an
immunoadsorbent FIAX stick, incubating with serum containing CIC, and reacting
with a fluoresceinated antibody to human immunoglobulin. Initial results
showed no specific binding of CIC. We are investigating the cause of ths lack
of activity.

NUMBER OF SUBJECTS STUDIED:

FY 82: 3 TOTAL (TO DATE): 5 BEFORE COMPLETION OF STUDY: _200
SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT: None

CONCLUSIONS: The anti-C3 assay for CIC requires the attachment of a large
amount of purified antibody fraction to a surface. It appears that the amount
of antibody attaching is presently too low. Because of the high cost of this
antibody fraction, it may not be cost-effective to develop this assay. We are
now preparing to develop an assay using Clq attached to the surface. This can
bind CIC and can be isolated from plasma in large quantities without great
expense. We should therefore not encounter the same problem with this assay.

PUBLICATIONS OR ABSTRACTS, FY-82:
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— ..
Darg: 1 OCT 82] Voex Uurr Ho.: 3190-R Sratus: _@/ Fiita

Staaris Dare:  Mid September 1982 Date of CosLerici:

Key Viomos:
Time cF ProsscT: A Six Week Double-Blind Study of the Efficacy, Safety, and

Tolerance of Pirazolac B.I.D. Compared with Placebo in Patients with Ankylosing

Spondylitis.

Pawncioa. Jweegricarcals): Richard C. Welton, MAJ, MC; Michele Wineland, RN, M.S.N.

Assccrate Investicaror(s):

Facivy: WA Dept/Svc:
Acasararive PEDCASS Cost: Ao ative Courract Cost: Recwative Suppry Cost:
FY-83 FEDCASS:  Cowrmact CosT:  Suesry Cost: Dare or Commitres foprovar OfF
— kanyar. Prosrzss Repoar

Stvoy O3uzcTivE:

TECHNiCAL APPROAIH:

Prosez3s Duajis FY-82:

liwser oF Susszcts Siudted: _
FY-82: Torar (70 pats): Berorz ComoreTion o Stuov:

Sertous/Unsxozcren Skos Errects 1n Susuzers ParTicipatlits 1 Provzct(IF novE 9 STATE):

CoNcLustons:  This protocol was just recently approved (mid September 1982)

by the Surgeon General's O0ffice., Therefore progress on this protocol has

Just begun. A report on the progress of this protocol would therefore be

most appropriate at a later date.

PusLicaTions 02 Assteacts. FY-82:




Darz: 30 Nov 82) Vloak Lutr Na.: 4113 Stavus:  Intertm XX Fira

Srating Dave: NA Date of ComoreTion: NA

Key Yomos:

Time cF Proyzcr:
Cooperative Gynecologic Oncology Group

Princrrar InvesTicator(s): COL Robert C. Park, MC, USA

Assccrate livesticator(s): LTC Paul Heller, MC, USA - MAJ Ronald V. Dorn, MC,
' —WXJT HITYo RIVETMC

FaciLtvy: WRANC Depv/Svc:  QB-GYN Oncology Service

Acuwunvaﬁw&i CosT: Accwmwf. Coumract Cost: Accwf.wlvs SuepLy CosT:

FY-83 FEDCASE: Cowrmact CosT:  Supery CosT: Date or Comirree Aopaov& 7
NA NA NA

Famyse Prosrsss Repcar g _2 5 1983

Stuoy Q343CTIVE: The Walter Reed section of Gynmecologic Oncology is involved with

the nationally organized Gynecologic Oncology Group which consist of 35 major
: i i 1 of gynecologic tumors
the national

m & :
TECcHuicAL AcproAcH: and treatment. The GOG 1is recognize
cancer institute.

See below:;

e .

Prosrzss During FY-82: About 433 patients have been placed on GOG protocols from
Walter Reed. There have been about 21 patients entered since the last reporting

Miwser oF SusJzcvs STuDIED: Unknown

FY-82: ToraL (To pare): Berore CosoreTion oF Stuoy:

Sertous/UnexpecTen Sios Errects I SusuzcTs Paaticiparing In Proszet(ir monz so state):
Detailed in reports.

ConrLusions:
Detailed in previous reports.

PusLicaTions o2 ABSTRACTS. FY-82: Detailed in individual progress reports,

Technical Approach: Walter Reed is active in approximately 32 GOG protocols.Presentl:

there are 32 protocols either continuing to ccllect data or active. These protocols
involve treatment of ovarian carcinoma, cervical carcinoma, adenocarcinoma of the
endometrium, uterine sarcoma and vulaar carcinoma. and gestational trophoblastic

disease. About 433 patients from Walter Reed had been placed in specific protocol
studies.
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Davz: 25Jan83 Vax Unit No.: 4116 Sratus:  [ureim X Fioae
Staatiis Date: 1975 Darz oF Cowtamicun:

Key Vioqns:
Time crF ProszCT: Evaluation of Fetal Systolic Time Intervals and Beat-to-Beat
Intervals in FHR As Early Indicators of Fetal Maturity and Fetal Distress

Painctpa Isvesricarcals):  LTC.James Haddock

_Assccrate Imvesticatoa(s): H. Skiba-Powell

FaciLivy: WA Depr/Swc: OB
Acasararive FEBCASE Cost: Fecuemaarive Courract Cost: Recuspative Suppry Coste
0 0 . 0
FY-83 FEDCASS:  Cowrmact Cost:  Susety (osT: Dave or_CorMiTrez fosaovar OF
0 0 0 Fanya Prosrzss Pepear
Stuoy J3uzcrive: To determine fetal condition by evaluating cardiac -

function by fetal systolic time intervals.

TECHNICAL APPROACH: Determinations made by EKG and phono cardiography

Pros2:3s Duainis FY-82: project has been waitive while we have been developing
Unit # 4151. We are now testing this with entry of data into computer. All

ng .
Nz oF Sussects Swubres:
FY-82: 0 YoraL {Ta parz): 0 Bzeorz ComoreTion 07 Steov: 60

Saat:aus/llnsxascrzn Stps Errects 1n Susuzcrs Pasticipartits It Prodzct(1F 1avz so sTaTE):
one ’ e

ConcrLustons;

Pending application of this protocol to patients when 4151 is running satisfactorily.

PuaLicaTons o2 AsstracTs. FY-82:




Darz: 25Jan83 | Voax Uuir Na.: 4124 Status: lurcard X Fioa

Srarrics Dave: 1973 Dare or Cowstevicn:

Key Yomas:

TitLe ¢F Prosscr:
e cr ProsicT Fetal Intensive Care Monitoring in a Long-range Continuing Project

Princiras lavesTicarea{s): LTC James Haddock
T. Frank, A. Presbylick, H. Skiba-Powell

Assoctate levasricaror(s):

Faciivy: WML Depr/Svc: OB
Accuwearive 0CASE Cost: Rocwsn aTve Co:ivract CosT: Recusuiative SuppLy Cast:
FY-83 FEDCASS:  Contaact CosT:  SuepLy CosT: Dare or_CommiTtee FerrovaL 0F
Frase Prosrzss Repcar
Stuoy O3JzCTIVE: To accumulate a data based on perina-c-a'l outcome in relation

to fetal heart rate and labor curve abnormalities.

TEcuwicAL AoPROACH:  Each fetal tracing and labor curve has been classified
and catalogued. We have not entered these on disks as our computer support

Prosazss Dyains FY-82:
As Above.

Mysza oF SusJdzcTs Stupted:

FY-82: 1 s62 Tora. (7o pate): 9,500 Berors ComoLeTion 0F StudY:

SzerousMnsxpscTen Sips Errects in Susuzets Paatictparting 1t Prouzct(i7 nons s9 srare):
None .

ConcrLustoms:

PusLiCATIONS 0 AssSTRacTS. FY-82:




Dave: 25Jan83 | Vo Unir No.: 4129 Status: Iurziis X Fioww
Srartins Dave: 1976 Dare oF ComeLemicn:

Key biouns:
Time cF PROJECT: pntepartum Fetal Evaluation of Noice Evoked Heart Rate Response
as an Indicator of Fetal Well-being

Princteal Isvesticarcals): LTC James Haddock

Assccrate Imvastrcatoa(s): T. Frank, A. Presbylic, H. Skiba-Powell

FaciLiry: WRAYE Depr/Svc: OB
Acazanarive PECCASS Cost: Acw-mnve Couract CosT: Recwsarive Susery Cost:
-0

0 )
"FY-83 FEDCASS:  Cowrnract Cost:  Susevy Cost: Dare oz Cormitrec Ferrovay OF
i 0 0 0 Fewyar, Prosazss REpoar /Eta 25 1983

Stuoy OsJscrive: To compare FHR accelerations spontaneously derived and evoked

as Indicators of fetal well being through spectral frequency analysis of the evoked
res : nal abdomen

TEcHiHicaL APPROACH: which is now being done.

Prosrzss Duatns FY-82:

Muser oF SuzyzcTs Studied: . t
Fy-8: O ToraL (vo pats): 0 Berors CosereTion o7 Srusy; 100

Sertouseeecten Sios Errects 1 Susszers Paariciparing 1 Przw;cr(xs HONE $ STATS):

Concrusons:
Pending application of this new technique.’

PusLICATIONS 02 ASSTRACTS. FY-82:

e

iiaand et

PR




Date:19 Nov 821 Mok Uwvir No.: 4134 Status:  INTERIM Froy XXX

_Starting Date: NA _ Dite_oF CoveLeTion: 15 June 1981

Key Vcsns: Cervical Cancer, Radiotherapy, C-Parvum
TITE c7 ProuzcT: Treatment of Women with Cervical Cancer, Stage TIB,TIIB;, IVA, Confine
to the Pelvis and/or Para-Aortic Nodes with Radiotherapy. alome versus Radiotherapy

—plus immunotherapy (Intravenous C-Parvum) (Phase III) GOG #24
Paircirpar [nvesticaroa(s): COL .ROBERT C. PARK, MC, USA

Asscctate Investicator(s): LTC HELLER, ADVANI, DORN
FaciLity: WREE Depr/Svc:  Ob~GYN Oncology Service
Accumepative FEDCASE Cost: fccumn 111
: y ATive Coiimract CosT: Accum s S T

N L 3 “’ﬂi"_“’- Supary Cost:

FY-83 EDCASE:  Contracy Cost:  Suepry C
: ; : 0ST: Date or ComitTee ferrovaL OfF
NA_ NA gl Fanyp. Prosrzss Repcrt PER .—2 5 1983

. REN - . . v
Stupy 0302CTIVE: Radiotherapy is the standard treatment for patients with ddvanced

cervical carcinoma. The goal of this project is determined if the addition of

HWERROS NEEARY Y ; : ' .
~ The patients are randomized to one of two treatment regimens:
1) Radio apy alone, or 2) Radiotherapy plus C-Parvum . Amendment to the protocol
YTy IY: sytipnts—who—he alinig age IB_found to have disease extending out t
* the pelvic side walls at surgery are eligible. An additional
optional method of para-aortic node assessment (fine needle biopsy)
h'd

ther.
i:

Muwser oF Susszcts Supied: | 322

FY-82:
TotaL (10 pate): BeFore ComeLeTioN o7 Stuny:

S‘:RKO'J:/UNEXPECTED Sipz EF.FECTS i Susuzcts ParTICIPATING 11 ProuzeT(1s mope.sn.sTazs) 6 patients
bone marrov.depressxon, 2 patients, fistula (bladder or bowel) & batients, tadia—

'Egﬁgg;ﬁ%gfvstxr‘ii-patients. Other complicatiens—net—listed,—28 patients.

———————

PusL1cATIONS OR ABSTRACTS. FY-82:

PROGRESS DURING FY-82 - 322 patients have been entered to the pfotocol
been entered from Walter Reed.

from the entire group. 19 patients have

Presented at 2nd Internationmal Meeting on ~

28-30 Apr 80.
notherapy Meetings.

PUBLICATIONS OR ABSTRACTS, FY-81 -

Immunotherapy of Cancer at the NCI,
To be published in Proceedings of Immu




Darg: 19 Nov 82 Yok Uur No,: 4139 Sratus:  InTeRiH Fi. X X
Srartiis Darg: 4 January 77 Date oF Cowerevion: 15 October 1979

Key Vopos: Endometrial carcinoma, Stage III and IV, treated with chemotherapy.

TImE cF ProuzcT: A Randomized Comparison of Melphalan, 5FU, and Megace Versus
Adriamycin, Cytoxan, 5FU and Megace in the Treatment of Patients with Primary Stage

Priscioal Isvesticatoals): COL Robert C.Park, MC, USA

Associate luvesticaror(s): i, Dorn
Faciuity: WA ‘ Dept/Svc: Service

Accwmrmg PEDCASE CosT: Aco.:m.ﬁktve sTRacT CosT: Accuv.ukarws SupeLy Cost:

FY-83 EDCASE:  Cowtract CosT:  Sueery Cost: Dare of Cc‘-'.sri Tree ferrovaL OF
—NA— WA N o Prosezss Report FER 25 1003

_S_T_QIJ_\_‘__'?EJ_EC_UE: To determine the efficacy of multi-drug preparations and to see if
one of two programs previously shown to be effective by pilot studies is superior.

TecunicAL APPR0ACH: Patients with advanced or recurrent endometrial carcinoma are
randomized to one of two treatment regimens: 1) Melphalan, 5FU, and Megace, and
2) Adriamycin, Cytoxan, 5 FU and Megace.

Prosress Duaing FY-82: 358 patients were entered into this protocol. For the entire
group 309 patients were valuable. Two patients were entered from Walter Reed.
One was valuable.

Piwser oF SUSJECTS Stworen: o8

FY-82: Toraw (o pats): Berore Coveretion oF Stuoy:

Szrious/UnsxpzcTep Sips Errects 1 SusuzeTs Paaticiparing 1n ProuzcT(iF moxs $3 STATE):
There were some hemotologic toxicities in 10 patients and 3 drug-related deaths.

(oncrusions: The overall objective response rate was 36.8%. The activity of Melphalan
and 5FU for the first time the treatment of this disease has been established.

There is .suggestion that there is a better response to combination chemotherapy

in patients with poor prognosis endometrial carcinoma in comparison to a single agen
therapy. The study is closed. Patients already on study will continue treatment

for followup.

PusLICATIONS 02 ABSTRACTS., FY-82: Manuscript has been prepared and will be submitted shortly
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Darz:19 Nov 82 Woax Uwir fio.: 4140 Status:  InTERIm XX Finar
Starviis Date: 25 Nov 80 Date oF ComeiETION: Unknown

Key Viomps: Endometrial carcinoma, Stage I and II, surgical investigation .

Tine cF ProuzcT: A Clinical-Pathologic Study of Stage I and II Carcinoma of the i
endometrium' GOG #33

e i ¥t

Privctoar Invesvicaror{s): COL Robert C. Park, MC

Asscciate Imvesticator(s): Heller, Advani

i Faciiry: HRANC Dept/Svc: OB-GYN/GYN Oncology Service

1, AcasanAtive FEDCASE Cost: Aecumaarive Coimract Cost: Accunmative SupsLy Cost:

§ NA M NA

! FY-83 FEDCASS:  Cownrmact Cost:  SuseLy Cost: Dare oF ComiTree F‘@PRevhB.:

% NA _ NA NA Ennya Prosazss Repcar 25 1983

Stupy O34sCTIVE: To determine the incidence of pelvic and ‘aortic lymph node metastasis

and the relatxonsh1p of these node metastasxs to other prognostxc factors in Stage I

and o , > g 3 endometrial

See below ** Am 8" e adm1tted to this protocol whxch wxll involve a surgical procedure
and patholog1c followup.

Prosress Duains FY-82: 1/10/81- amendment to the protocol was the fact that a discharge
summary is required as part of the patient forms submitted. Total number of entries t
this protocol were 1,052, total number of evaluable patients were 671, Walter Reed ha

iwazr oF Susszcts Stupiep: entered 68 patients of which 49 were evaluable.
Unknown ) :
FY-82; ' Tora. (70 patz): Berore CoweLeTiON 07 Stusy:

Sertous/UnexpecTen Sios ErrecTs 1w Susszets ParTicipatinG 1n Prouzcr(1F mone sa stare): 530. patients
experienced no complications. GI injury or obstruction noted in 15 patients. GU

ConcLustons: njury or Fistula was noted in 3 patients. Pulmomary embuii—was noted in
= 8 patients. Evisceration was noted in 3 patients. Death was noted in 2
patients. Hemorrhage greater than or equal to 1000 cc's was noted in 18
patients.

see below

PusLICATIONS OR ASSTRACTS. FY-82: A limited preliminary report presented to the American
Cancer Society National Caonference of Gynecologic Cancer, Los Angeles, 9-11- Oct 80.
Cancer, 2, 48: 568-574, 15 July 1981. Manuscript In Press In the Journal of Cancer.

TECHNICAL APPROACH:The patient will have a total AH, BSO, selective pelvic and para-
sortic lymphadenectomy and peritoneal cytology sampling. Thereafter, the patient will
be followed up or entered onto an additional GOG protocol. Patients with Stage I,
Grade I disease are not eligible for this protocol. All patients are to be entered

to the protocol after the surgery ahs been performed.

CONCLUSIONS: Preliminary evaluation would tend to indicate that this larger study
verifies the findings of a previous pilot study. It would appear that this study
could define the surgical procedure required for optimal evaluation in endometrial
cancer.
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Darz: 19 Nov 82| Hoax Unit No, 4141 Sratus:  Intermin XX Fpoa

Svartins Dare: 22 Aug 78 Date_of Comerzrion:  Unknown

Key }omos: Stage I and Occult Stage II endometrial carcinoma treated by Adriamycin

Tine cF ProsicT: A Randomized Study of Adriamycin as an Adjuvant after Surgery and
Radiation Therapy in Patients with High-Risk Endometrial Carcinoma, Stage I and

Occult Stage II, GOG 34.

Principa, [avesTicaToR(s): COL Robert C. Park, MC
Asscctate lovesticarar(s): Heiler
FaciLivy: WAEHC Depr/Svc: OB~GYN/GYN Oncology Service
Pecumr ative FEOCASS Cost: fecuraarive Coutract Cost: Pecusuwative SupeLy CosT:
NA _NA__ NA
FY-83 EDCASE:  Cowmmact Cost:  Sueery Cost: Date o Cormitree Aeerovar OF
NA NA_ » Fanyae. Prosazss RePORT pro o o 1963

Stuoy Osuzctive: To study the differences inm morbidity in patient's survival

as functions of various tumor growth patterns in a patient with poor risk endometrial
caneer+ '

TECHiiCAL APPROACH: patients are selected for this protocol by extend of disease
determined at surgery. Those who have greater than 1/2 myometrial invasion or pelvic
-ox—pava=aortic node involvement or microscopic evidence of cervical involvement will

¢ : therapy. Following this, there will be randomization to Adriamycin
or no further treatment.

lisBer oF SusuzcTs Stubiep:  Approx 75/yr for four years.

FY-82: Tova. (7o pate): Berore CoeLETION 0F STudy:

Szrious/UnsxescTED Sins Errects v SusJzcTs Parricipating In Provzct(17 noxg so state):  There have
been no complications noted in 52 patients. There has been a bowel obstruction noted

A 7 cases Adverse radictherapy effects—in—2—or—more—incidences have been

Concrustous: . : : ) . :
====22' noted in 7 patients. For those patients who have received Adriamycin for

Too early to at least one course, there has been 7 incidences of grade III, WBC
draw conc. ‘toxocity.

PusLICATIONS 02 ABSTRACTS. FY-82: None

PROGRESS FY-82 Amendments-Discharge summary was required as part of the

patient forms to be submitted after January 1981. Correctiom of cumulative dose of
Adriamycin has been changed to 500 mg/M2. To date 142 patients have been entered
into the protocol of whom 81 are evaluable. Walter Reed has entered 7 patients

of whom 3 are evaluable.




Status:  Interim XX Fiyos
Starryig Dare: 27 Sep 78 Darz of CoweteTion: Unknown

Dare: 19 Nov 82} ok Uit flo. 4142

Key Wicros: ICRF-159 in advanced pelvic malignancies.

Time c7 ProvicT: A Phase I Trial of ICRF in Patients with Advanced Pelvic
Malignancies - GOG 26-G

Prircieas lwvesticaror{s): COL Robert C. Park, MC, USA

Asscctare lnvesticator(s): Heller

Faciiivy: WRAIC Derr/Svc: OB=CN/CYN Oncology
Accuar ative FEDCASE Cest: Fecunaative Coiract CosT: Aeewauative SupeLy CosT:
NA NA NA |
FY-83 FERCASE:  Cowreact Cosv:  Sus Cost: Dave or Commnitiee ferrovaL OF
__‘-M_ N i Fanua. Prosazss RerorTFEB % 5 1983

Stuov dsuzcTive: To determine theefficacy of ICRF~159 in the treatment of
advanced pelvic malignancies.

TEcHNica, APPROACH: Patients witih histologically advanced and recurrent and persistent
metastatic or local gynecologic cancer with documented disease progression wi be

Prosezss Duains FY-82: A total of 69 patients have been entered :-. the enfiia GOG.

6 patients have been entered from Walter Reed. As of Novembgr »0 paticats with
—squamous cell carcincus of the cervix are not eligible for «ntry. Patients with
Musea oF SusszcTs Stupiep: epithelial carcinoma of the ovary as of June B0 are no longer

25 eligible for entry.
FY-82: ToraL (o DATE)f: y Berore Corererion o7 Stusy:

Sertous/UnsxezcTen Sivs Errects 1n SusezeTs PaarictpariiG 1t Prodzet(iF ions s9 STATE):
There have been no serious unexpected side effects.

CONCLUSIONS: ICRF appears to have moder activity in squamous cell carcinoma of the

cervix and no significant activity in epithelial tumors of the ovary at the dose
and schedule tested.

PusL1caTiONS 0R ABSTRACTS, FY-82:
Abstract-C-414-ASCO-May 80
Manuscript - Cervix- Submitted 4/22/81 to Cancer Tfreatment Reports

A manuscript for epithelial tumors of the ovary will be prepared.

e g i e =2 T
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Darz:19 Nov 82] poxk Uty fo.:4143 Status:  InTERIM Fia XX

Starriis Date: 1 November 1978 Dire oF Cometerion: 3 August 1981

Key Vioros: Local excision, cryotherapy, CIN-1, 2, 3.
Tine cf Proyzcy: A Randomized Comparison of Local Excision Versus Cryosurgery in
Patients with Limited Grade 1, 2 or 3 Cervical Intraepithelial Neoplasia-GOG 31.

Prircroan lsvesticaroa(s): COL Robert C. Park, MC, USA
Asscctare IrnvesTrcaror(s): Heller, Advanti
FactiLivy: WAL Depr/Svc: QB=GYN/GYN=
Accumuravive FEDCASE Cosr: Recumative Coiitract CosT: Accurative SuesLy CosT:
NA NA ‘NA
FY-83 FEDCASE:  Contract Cost:  Supry Cost: Dave o= Comirres ;@PR@/F\E 8
NA NA NA kawuay PRosazss Reporr 25 FEB 25 1983

. e e e mmcr— . ———————

E outpatxent cryosurgery and outpatient local excision in the treatment of limited

wmmlwww then
TEcHNicAL A2PR0NCH: randomized to prospective studies.

Patients are randomized to one of two treatment arms: 1) Outpatient cryosurgery or
rgitatexcision:

' To date there have been 500 patients entered into this protocol,
198 of them are evaluable.From Walter Reed &8 patients were entered into the protocc

b |
r.twaea oF SU3UZCIS STUpD: 500

FY-82: ToraL (o pare): Berore ComoreTioM 07 Stuoy:

GR35 LULITIG

S;RKOUS/UHEXPECTED Stpz Errects 1n Susszcts Paariciparing n Prcuzct(1F tiox: 9 STATE):
one

CoNcLus1ons: None (Because of inability to follow patients after initial treatment,
This protocol has been closed. This protocol was terminated on 29 October 1981.

PusLicaTioNs 02 ABSTRACTS. FY-82: Manuscript published in Gynecologic Oncology
October 1981, pages S$302-S305.

q
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Dare: 19 Nov 82

4144

Hosx Uit No.: Status:  InTERIM Froo XX

Staqriis Date: September 78 Date_of Coerevion: 1981

Kev Vords: Surgical conization, cryosurgery, CIN-3

Titee crF ProyzcT: A Randomized Comparison of Surgical Conization versus Cryosurgery i:
patients with extensive Grade 3 Cervical Intraepithelial Neoplasia (CIN) GOG 32.

Princreal [mvesticator(s): COL Robert C. Park, MC

Asscciate luvesTicaror(s): Heller, Advanti

FaciLiry: WRANC Depr/Svc: OB-GYNLCYN-Oncol Sexvi
Acaxm_,x;kva FEDCASE Cosr: Accunuar [VgACOIiTRAET.COST:“---P:CC'.i":UL;'ﬁi ;\E SUPPC; -E;ST:

kamnuar Prosrzss Peporr

FY-83 f"f.ﬁg&: Cowmi&' LosT: S:pﬁky Cost: Dare o= Cormirree iemcvgi 0;2 5

Stuovy O3yz¢rive: Standard treatment of patients with cervical intraepithelial neoplasia
Grade 3 would be in~hospital conization or in-hospital surgical hysterectomy. The
i i d compare the immediate and long-term effect-
TEEHRIGER APPROACH: jveness of outpatient cryosurgery to the standard cold-knife conizatic
in the treatment of extensive surgical intraepithelial neoplasia (CIN.
Gr. i study.
Prosaess Duatns FY-82: A total of 118 patients were entered into the protocol from the
entire group of which 36 were evaluable. 10 patients were entered from Walter Reed
of which 4 were evaluable,

lumser oF SusJzcts Stupien: 118

FY-82: ToraL (to pate): Berore Coretetion 07 Stuoy:

Serrous/UnexpzcTed Stps Errects 1n Susuzcs PaaricipatiiG I Prouzct(17 ronz o sTate):
None

CoxcLusions: This study was terminated early because of the inabirity toobtain
~adequate followup of the majority of the patients. No useful information is
likely to be forthcoming. Protocol was terminated 29 October 1981.

PusLICATIONS 03 A8STRACTS. FY-82: Gunecologic Oncology Part II, $302-205 October 1981.

e Al e b e U b M < . %

TECHNICAL APPROACH: The patient is randomized to one of two treatment arms. 1) Out-
patient cryosurgery, or 2) Inpatient surgical conization.
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Darz: 19 Nov 82} Vo Uutr fio.: 4145 Statrus:  Interiy XX Fioa

StarTLG Datg: 22 August 78 Date_or Comererion: 1983
Key lomps:  Early ovarian carcinoma, Melphalan versus no treatment

Time cF ProvicT: A Randomized Comparison of Melphalan Versus No Treatment in the
Treatment of patients with selected Stage IAi, II, IIBi Ovarian Cancer (Well
to Moderately differentiated). NCI Protocol 7601

Primcizac Investicaroals): COL Robert C. Park, MC, USA

Asscciate luvesticatoa(s): LTC Paul B. Heller, Advani

Faciuiry: WRANC Depr/Svc:  OB~GYN/GYN Oncology Service
Accerrarive PEOCASE Cost: Accunarive Coitract CosT: Accusuiativz Suepry CosT:

NA NA NA
FY-83 FEPCASS:  Contoact CosT:  Suesy Cost: Davz oF ComiTiee feerovaL OF

%BAU_ K& NA Fwua Prosazss RepcRT EER 25 1083

Stupy 0sJzCTIVE: Scattered non-randomized studies employing alkylating agents, chemo-
therapy have reported 5-year survivals as high as 90% in patients with Stage I

o ; t —Yn i umbers, and
TECHNIZAL FPPROACH! the uynavailability of detailed pathologic information make the

definitive conclusions of these studies impossible. It is the purpos

of the present study to determine the value of chemotherapeutic
ProsRz3s Durins FY-82prophylactic therapy after surgery in definitive staging in patients
with Stage Iai and IBi ovarian adenocarcinoma.

flusea oF SusszcTs STuDIED: Approximately 110.

FY-82: Tota. (10 pare): Berors ComoLeTiON OF Stusy:

Sezrious/UnexeecTen Sioz Errects in Susuzcts PaaticiparinG 1n Prouzct(17 nonz s3 state): There has been
one death. This patient possibly had pulmonary emboli. She had no evidence of disease
LML Y o ients have
SRee O been lost to followup or refused 2nd look surgery.

None

PusLICATIONS OR ABSTRACTS. FY-82:
None

TECHNICAL APPROACH: Staging laparotomy and TAH, BSO is performed after which the
patients are randomized to one of two schema 1) Observation or 2) Melphalan.

PROGRESS DURING FY-82: A total of 39 patients have been entered to the protocol
from the entire GOG, Walter Reed has entered 3.
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Date19 Nov 82 | Mo Buiv No.: 4146 Status:  [nreriw XX Fioos
StarT i Dare: 22 Aug 1978 Late oF Comaerion: 1982 or 1983

Kev Wiorps: Melphalan versus radio-isotopes in selected early ovarian cancer

TITLE ¢F ProyzcT: A Randomized Comparison of Melphalan versus Radio-Isotopes in the
treatment of patients with no microscopic residual disease, having all stages IC and
11 (A, B and C), and of selected Stages IAii, and IBii ovarian cancer. NCI Protocol

7602 i

PrincipaL lsnvegricaror(s):  COL Robert C. Park, MC f
AsscclATe InvesTiGATOR(S):  1.TC Paul B. Heller, MC, Advani |
i

Faciiity: WRAIC Depr/Svc:  OB-GYN/GYN Oncology Service :
Accu\u.,mv: #EDCASE Cosr: Accurraative Ceimract CosT: Rocuwasative SupeLy Cost: i j
NA NA {

Fy-83 i-‘fDCﬁ%E : ConrtracT Cost:  Sueey CosT: Date or Comitres Ferravy, OF j
W& PRa by, Prosazss Pepcar EEB? 5 1983 (

|

{

!

Stuoy O3JzCTIVE: Mean S-year survivalf of 39% with operation plus radiation. 24%

survival for those treated with operatxon alone in Stage II and poor prognosls
: : g eries, 30~40%

: DanN f

d RERRE die of recurrent ovarian carcinoma desplte surgery and subsequent '
radxotherapy The purpose of this study is to compare the usefulness of Melphalan '
= aL—:ad;o=act;ue_phnsphn:us.xn_zezenzahlﬁ_ﬂ£!ge II and f

Prosaess Buritis FY'82 poor prognosis Stage I patiemt
Thetre have been 60 cases entered to the protocol through the GOG.

4. V19 — - Y
WIBER OF SUSLECTS STUDIED: oy ovinarely 200-400
FY-82: Tova. (o pate): Berors ComoLeTION OF STUDY:

Sertous/UnexpscTep Sios Errects In Sususgrs Paariciparing I P»w.c (17 novs. s €
been 8 deaths reportes One patient die wi no evidence OF 3f§é532 There have

with a CVA, 1 patient was randomized to P32 and received Melphalan because the

ConcLusions: isotope could not be injected. This patient relapsed and died, 13 relapses
have been reported.

None

PUBLICATIONS OR ABSTRACTS. FY-82:
None

TECHNICAL APPROACH: Patients who have had staging laparotomy including total AH
and BSO if there is no microscopic residual disease, randomization will be to 1)
Melphalan or 2) Radiosotope. In the case of residual disease in Stage IIB and IIC
lesions, the patients will be randomized to 1) Pelvic radiotherapy and Melphalan or
2) Melphalan alone.
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See beldw*

Dare: 19 Nov 8% v tuit fo.: 4147 Status:  Interin XX Frio
Starting Dare: 15 Nov 78 Dare oF ComereTiON: 1983

Key Wiopos:  Surgical pathologic study, squamous cell carcinoma of vulva

Tine ¢ ProyscT: Surgical Pathological Study of Women with squamous cell carcinoma
of the vulva GOG #36

Principac IsvegTicaroals): COL Robert C. Park, MC

Asscciate Imvesricaror(s): Heller, Advani

FaciLity: WRAC Depr/Sve: op-cyvn/cwn Oncalogy Service

Accumwarive FEDCASE Cost: Accumnative Conract CosT: Accumative SuepLy CosT:
NA NA NA

FY-83 i'EDCﬁg: Coursk\&T Cost: SU.WACOST: Date or CommiTTEE FPrPRovaL OF

kamua Prosezss Rerort FER 25 1083

§L£E_2§ESIQ: To determine the validity of current FIGO staging to the pathologlc
prognosxs factors of size of lesion, location of lesxon, depth of 1nvasxon of tumor
ge I-IV

e vulva. To rap1dly accumulate prospective sutg1cal pathologic data fo:

development of further protocol. To determine the morbidity of primary radical surger:

: There have been 429 patients entered from the entire GOG of whom
784 are evaluable. Walter Reed has entered 1 patient to this protocol.

Nusza oF Susyzcts Stupizp: N/A

FY-82: ToraL (vo pate): Berore CoweLeTion 07 Stuav:

Serious/lnaxeectep Sing Errects 1h SusuzcTs Paaticipating 1 PaouscT(17 nons so STATE):  Severe
lymphadema was noted in 2 patients. Death was noted in 5 patients. Myocardial

e&ggcﬁon was noted 1n ofne patient. PhemmomtaT noredIm2-patients—Puwimonary emboli
noted in 1 patient.

CONCLUSION: Too early for conclusions;

PuBLICATIONS 02 AssSTRACTS. FY-82: None

TECHNICAL APPROACH: All patients with primary previously untreated histologically
confirmed invasive squamous cell carcinoma of the vulva, clinically determined to be
Stage I-IV, that radical vulvectomy suffices to remove all of the lsion. Patients
will have radical vulvectomy plus bilateral groin node dissection and will be
randomized depending upon whether they have negative groin nodes to followup alone
or positive groin nodes to more advanced protocol involving radiotherapy.




RIS VPR

Dare:19 Nov 82 Vogx Unsy No.4148 Status:  InteR1sKX Fira,

Srartiis Dave: 15 November 1978 Dare oF Cosererion: 1983

Kev }opos: Randomized study, squamous cell, vulva catcinoma, positive groin nodes.

TiTLE c7 ProUsiCT: A Randomized Study of Radiation Therapy Versus Pelvic Node Resection
for patients with invasive squamous cell carcinoma of the vulva having positive groin
nades. GOG #37

PrincioaL Iwvesticaror{s): COL Robert C. Park, MC

Assccrate luvesticator(s): Heller, Advani, Dorn

Faciity: WRANC Depr/Sve: OR-CYN/.GXN_DnmJ.ng_;L_Smine_____
Accump ative VEDCASE Cosr: Accumaative Ceimract CosT: Accusueative SueeLy Cost:
NA NA NA
FY-83 EDCASS:  Contract Cost:  Sueery Cost: Dare o7 Commitres Fermovar OF
NA NA NA Fanysy Prozazss RepcRT EER 2.5 1983

Srupy 03UECTIVE: ToTo determine the benefir and morbidity of adding adjunctive
radiotherapy to pelvis and groin in patients with positive groin nodes at radical

‘~ All patients with primary previously untreated histologically confi:
med 1nvas1ve squamous cell carcxnoma of the vulva, such that rad1ca1 vulvectomy

o : eg in the
- y~th sides contaznxng metastatxc carcinoma. Patxents will be randomize
after a radxcal vulvectomy plus bilateral groin nodes dissection to one of two regxme<
hod tient is to

Wmmwmw_ﬂu
b@*m&mlﬁosmgﬁhen 1 including pelvi¢ node dissection or regimenm, 2 including
bpaggeral groin and gplyigpgdgirradiation. g o couoerion 0 Stusy:

SertqusrExeec 35 ¢TSS A N z S Te
complie °t/¥ng :'agxot[get;;-)eyc' l?l.shéﬁ‘lca (g a el'rlgg lD‘PV'e j'c (JS 'ba\ 59 sTATE): In those patlentn

noted. Also 1 incidence of bowel obstruction in a pt completing radiotherapy has
ConcLusions: been noted. There had been 20 wound infections noted. Thete has been 1
incidence of moderate lymphadema.

Too early for definitive conclusions

PusLICAT{ONS 02 ABSTRACTS., FY-82: None

PROGRESS DURING FY-82 A total of 65 patients have been entered into the protocol,
To date none have been entered from Walter Reed,

NO. OF PATIENTS TO BE STUDIED: ,o5roximately 200
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Darg:25Jan83 Yoox Luer B3, 4149 Stavus: ImvEmin_ X Fu
Startiis Dave: 1979 Dars oF Coetericn:

Key Voans:

Time cF Prouzct:

Automated.Detection of Featl Heart Pattern Abnormalities

- Ceme av e

Prircioas lwrmgricargals):  LTCJames Haddock L R
Assoctate Imvestrcaror(s): Presbylid, A« ;i Frank;-Bw; Skiba-Powell, H.. ®&y. .  ~x7 "> -

7

Facruiry: WRAC - Depr/Svc: 0B ) AN
Acasanative FECCASE Cost: Fecura avive Camacy Cosr: heasanarive Supeuy Cost:
'FY-83 FELCASS: . Cowrmact Cosv:.  Supery Cost: Dar' oF CoiTTES AepRovar, OF —

. . Pm:a:s: Peporr FER 25 1983

Sruov 03J=cm o E :

...

To develop a computer program” ‘to recognize fe;ai heart rate pattern anomalies ghﬂ
flag them for medjcal §§aif

TECHMICAL APPROACH:

Samg As above.

" Prosezss Dyais FY-82Thie had. been a low priority item since we hired a part-time .
consultant last year becayse (1) other items have been -more importanb(é?connection
to this research computer still has not been made(3)others have these at a sophisticated

[, Ao A, e XIsItng TechnploR . ; ntially
. S ., ’ . important
P82 Tora. (ro pate);:__ Berore CovereTion oF Stupy; 1400/vr '
Sertous/lnzezcreo Stoz Errects mn Susszets PArIciparins 1a ProuzcT(17 kane so STATE):
T . ‘ <, . ) A . o _s .
Cona ustons:

The technology.to read FHR traces is still inm its infancy. Any applicatior
here would’ inéolve further development ‘and modification. I believe this can be done witt
- local ‘persomnel following.the delivery and instaillation of our cable whicn Mr. Thurman

‘ promises will be accomplished before the end of Mar 83 ;

PUBLICAT(ONS OR Assmm:s. FY-82: : ' _ Rl

.-

e o e —-
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Darz: 2592783 | yoo Gy 0. P10 Stuss Inreity X Froon,
Sraat:s Dave: _Sep 81 Dare oF Covpremici:
) Kav Vomos:
TITe cF PROICT:  On-Line Interpretation of Labor Curve Abnormalities
. Pmr:czm. lsvegTicaroals):  LTC James Haddock : el L
- Assactate levesrrearaz(s): Presbylidk,  Ai, Frankj®.; Skiba‘-PcNell:, Ho ®En - ' PN
Facrivy: RN - Derr/Svc: OB 3 VR
- Acazsrativa VEBCASE Cast: Rectreaarive Conract Cosr:_ Acc'.m.mvs SuprLy CosT:
s Fy-83 m&. . _CQ‘TRACT COST. Suprry Cost: Bate o ComiTTee Poraova, Oz
: . F'ww. Pao:a.5> Aepoxt FEB 25 133
F Sty D3UscTIvE: To correlate labor .cubve abnormalities withr uterine activity and to
. investigate ‘the. effect of therapy ‘where uterine activity has beefi nopttal or aﬁdrmal
TECHsiC F9PR0ACH:  Uterine activity), pelvic exams, and therapies are entered
automatically and by hand on line to the CB Research Computer. The computer is to
- th ‘above functions.
Proseass Dains FY-82: The development of the.program has been the chief task of Mr.
Presbylick. - ‘We -have encountered considerable difficulty in cabeling dur monitors
WMontract to do this has finally been signed.
fhwsz2 oF Sas.ca's St |
FY-62: Tora (TU aTe): Bsrore CoveLeTion oF Srusy: 7°°
Seetous/hexecTen Stz Brrects S.m:cas PRaTICiPATING 0 Paouzer(17 navz s srare): .
. None : - . C C e
CooLustans: ' '
' PusLicaTious oz Asstracts. FY-82: o
i S o
. - AR
., .
— ; P AN U
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Davz:25Jan83 toox Uner fia.: 4151 | Stavus: furzinty X Fieon
Staarizs Dave: Jan 81 Dare oF Cowteric:

Rzy Viomss: .
Time c7 Proyict: Early Reliable Detertion of FHR Variabllity by Adoptive
Digital Fuéermg

Prisctoa Invegricare(s): LTC James Haddock

ASSCCIATE liwestrcaton(s): Frank, TI, Présbylick;«A:; Skiva-Pawell', - H. *%% - -

Facprry: WAL 1 Derr/Swe: 0B ) ST
Acazanarive VEGASE Cost: hecerparive Comact Cosr: Accu.«:w.nvs Suepry Cost:
0 . 0 e .0
"FY-85 FEDOASS: . Cowrmacy Cost:. Supery Cost: Dar o Cewr*:: fepagyy
) Q- 0 o__ . 2SS AEPCRT ftB 25 Qg

Stuoy D3yzcrive: To derive FHR variability f‘rom a non-invasive maEernal
. abdominal - EKG leads. A T

TEowicA RapRoatH:;  The above signal is computer processed by adoptive
. digital filtering. . ) L -

' Pmo.:" Duates FY-82: The computer is programmed, the eqipment delivered and.
functioning. ‘We ,still need cabling to the computer put in place through Mr.
Thurman's office but we have tested amplifiers on the program on ourse“l_ves.

ez oF Sus.:crs Swuoien: ,
FY-82: o Toran (m nar') . 0 ~_ Beroee Covererion oF Stuav: 20

Szetouslzxzcten Stos Errects Sa:a.:scrs PRRTICIPATIRG 10t PRGJECT(!F B 2 STATE):

“. . . - -

Conu310n3:  This progress has applicability to several ot.her protocorm
: we - are hopet‘ul this will now bear fruit.

PusLICATIONS OR Assmm‘l:s. FY-82:




Dare: 19 Nov 8 Woak UniT Bo.: 4152 Status: Inrerisg XX Fisae
Starviis Dare: 21 Nov 78 Date or ComeLeTion: Unknown

Key lioros: Phase II, Maytansine, pelvic malignancies ~

Time cF PROJECT: A phase II Trial of Maytansine in Patients with Advanced Pelvic
Malignancies - GOG #26-H

Princiaal Investicator(s): COL Robert C. Park, MC, USA
Asscciate levesticaton(s): Heller ‘

Facieivy: WAL Depr/Sve: OB=GYN/GYN Oncology Service
Aca:.*an_ATlvthi"'.:DCASE Cost: Accw«ﬁfrve Contract CosT: Afcuﬁ:k,\nw SuppLy Cost:
"FY-85 FEDCASE: Contract Cost:  Susery CosT: Date oF CormiTTes ForrovaL OF
NA NA NA hanya. Prosrzss RepcRT FER 25 1983

Stuoy OsuzcTive: To determine the efficiency of chemotherapy agents in patients whose

‘advanced malignancies have been resistent to high priority methods of treatment. A
o3oc84on-&ype—e£—doo+gn—w;ll-be-usad_4nuolu;ag_a_£;xed_sample~3122_n£_25 evaluable

PckBisie. AoPROACH: patient per disease site per drug studied. The design allows

(See below) replacement of ineffective regimens by newer agents or combinations.

Prosezss Durins FY-82: A total of 69 patients have been entered into the protocol from
the ent1re GOG This study is closed to squamous cell carcinoma of the cervix

< inues in other catogories.
HuBer oF SusszcTs Stupren: 25 Patients in each category of disesse.

FY-82: Torar (10 pate): Berors ComeLeTiON 07 Stuny:

Sertous/Unexpzcrep Sios Errects v Susszets Paattciparing 1 Prouzet(is 1oz so sTate):
None )

LonucLus108s: Maytansine has insignificant activity against squamous cell carcinoma of
the cervix and epithelial tumors of the ovary. Too few cases have accrued in other
categories to comment. The study is closed to squamous cell carcinoma of the cervix
and epithelial tumors of the ovary and no further evaluation of the drug is planned
in these neoplasms. :

PusLicaTIONS 0R ABSTRACTS. FY-82:

Abstract - ASCO, C-420~May, 1980 (Cervix)
Manuscript - (Ovary) American Journal of Clinical Oncology, In Press.

gﬁ&ﬁﬁiEkBt PﬁsiEKIX)May Sﬁﬁiﬁnggﬁgﬁ%s°gocﬁénii%{19¥ OGXé %gnggegikaloids, affect-

ing DNA synthesis in arresting cells in metaphase of mitosis by inhibition of tubulin
prolimerization. Maytansine has shown activity against many animal tumor models. Thre.
schedules have been studied in Phase trials. Single bolus every 3 weeks is convenient
dose for patients. Only 1 gynecologic malignancy was included in the 20 patients.
This was an ovarian carcinoma in which one response was seen in 5 patients. Other
responses were confined to non-gynecologic malignancies.

astiinmatiiiniihddies ot




Darz: 19 Nov 82f Hoax Uner fo.: 4133 Status:  InTeRrIMXX Fieae

Starriig Dateé: 97 Nou 1978 Date ¢ ComeLeTION: Unknown

Key ‘ooros: Phase II, Baker's antifol, advanced pelvic malignanc
. P .gnancy

Time cF PROJZCT: A Phase II Trial of Baker's Antifol in Patients with Advanced
Pelvic Malignancies - GOG #26-F

Primciral lavesticator(s): COL Robert C. Park, MC

Asscciave liwvesticator(s):  Heller

FaciLivy: WREC Depv/Sve: QBR=GYN/GYN Oncology
Accumrative FEDCASE Cosr: Accumaatve Coutracr CosT: Accwf.uu.s\yvs SuepLy CosT:
NA NA NA
FY-83 FEDCASS:  Contnract Cost:  Supery Cost: Onve o Commitree ferrovaL 0
NA NA NA Frnyss Prozazss RepcRT FER 9 5 1983

Stuoy O3uscrive: To determine the efficacy of Baker's Antifol in patients whose
advanced malignancies have been resistent to high priority methods of treatment. A

rejection type of design will he used involving 6 sample size of 25 evaluable
TECHN:ICAL APPROACH: patients per disease site per drug.

See below
Prasrzss Duriis FY-82: A total of 68 patients have been entered into this protocol
from the entire GOG. None have been entered from Walter Reed, This protocol has
been closed to squamous cell carcinoma of the cervix and epithelial carcinoma of the
fiwaaza o7 Susszers Stupien: ovaries.
Pﬁi&patients per difeaSe'site;'
: ota. (10 parve): Berore ComeLeTion oF Stusy:

Ser1ous/Unexpzcrep Sios Errects in Susszcts Paaticipating 1n Prouzet(1e nows $9 STATE):

[~

Some Grade 3 mucocytis has been observed in two of the patients.

CoMcLusIons:  Although limited activity is noted, this drug is not as useful as more
conventional drugs and probably will not add to our current therapeutic regimens.

PusLicaTIONS 02 ABSTRACTS. FY-82: Abgtract-ASCO-C417, May 80

Manuscript-Squamous cell carcinoma of the cervix, submitte
to Cancer Treatment Report, August 29, 1980

TECHNICAL APPROACH: Baker's antifol, also known as triazinate, is an antagonist of
folate metabolism which acts by blocking dihyd. ‘olate reductase. This drug is
believed to diffuse passively into the cells by active transport mechanism. The

drug is able to penetrate the CNS levels of 1-5% of blcod levels following IV
administration. It is excreted mainly by the liver and much less extent by the kidney
Toxicities include myocutaneous and gastrointestinal effects. Moderate myelosuppress-
ion has been observed.
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Darz: 19 Nov 82| Yook Uuir Ho.: 4154 Status:  INTERIM Froae, XX
Starti:s Date: 9 Feb 1979 _Dare or ComereTion: 1 April 1982
Key boras: Cis-Platinum in advanced carcinoma of cervix, Stage III

TiTLe ¢ ProJzcT: A Randomized Comparlson of Cis~Platinum 50 mg/M< every 3 weeks j
! versus Cis-Platinum 100 mg/M versus Cis-Platinum 20 mg/M2 Day X Five in the Treatmer
! of patients with advanced carcinoma of the cervix (Phase III). GOG #43.

PrircieaL IseesTicator{s):  COL Robert C. Park, MC, USA ,
Asscctate Investicaroa(s):  LTC Paul B. Heller, MC, USA
Facinivy: WRAYC DEPT/S‘:’E:_OB-GYN/GYN Oncology Service ;
Aecuwarive FEDCASE Cosr: Accuative Coiivract Cost: kecuwwativz SuepLy Cost: N ‘

NA NA .NA i
FY-83 : _:: Co.\mzﬂ CosT: Sd.m‘l Eosr: EQLE»Q’P%Q‘;%:;;;?W 82 5 198 ;

Stupy O34zcTive: To Confirm the effectiveness of Cis-platinum in advanced and recurrent !
therapy or surgery. To compare the frequency and duratlon of response, and adverse ;
d - atmen hedules. To
See below ***75&4“ 1—¢*R°*H'evaluate the roles of serial determ1nat1on of serum carcinomoembryoni

antigen (CEA) Levels and determining extent of disease, response of treatment, and in
predictiag-treatment.-failure
Prosazss Duaing FY-82: There have been 581 patients assessed to this protocol from the

entire GOG, 4/6 of them are evaluable, Walter Reed has assessed 20 patients to this

protocol. }
Ruer oF SusuzcTs StDied:  Approximately 175/yr )
FY-82: Tota (70 pate): Berors CovereTion 07 Stusy:

Serious/UnexpzcTed Sioe Errects 1 SuauzeTs PaaticipatiiG Int Prouzet(IF 1oxe so STAT h
been 19 Grade III WBC toxocities. There have been 4 :Grade III, an Re‘?v ave

: it i : there have been
LONCLUSIONS:3 Grade IV Renal toxicities. There were 3 Grade III neurotoxicities.

There is no difference in the efficacy of the three regimens, There is less toxicity
with the lower dose. The efficacy of continuous versus bolus infusion of Cis-
Platinum will be explored in another protocol.

PusL1CATIONS OR ABSTRACTS. FY-82: (Abstract) C-425,April 1982

TECHNICAL APPROACH: Patients who have histologically confirmed local, advanced s
recurrent, persistent or metastatic disease of the cervix which is resistent to
curative treatment with surgery or radiotherapy are eligible. All patients must
have lesions which are measurable or evaluable by a physical exam.

. G et I




Dare: 19 Nov 8 Uoax Huit No.: 4155 Status:  Interin XX Fiia

StarTi:G Dare: 9 Feb 1979 Date of CoweTion:  Unknown

Key bigRos: Vincristine, Actinomycin-D, Cyclophosphamide, germ cell tumors of ovary

TIE cF ProyscT:Evaluation of Adjuvant Vincristine, Dactinomycin, and Cyclophosphamide
therpay in Malignant Germ Cell Tumors of the Ovary after Resection of all Gross Tumor
(Phase III).

Princrrat lrvesticatorls): .COL Robert C. Park, Y., USA

Asscctate lmvesticaror(s): LTC Paul B. Heller, MC, USA

Facirvy: HRANC Depr/Svc: 0B-GYN/GYN Oncology Service

Accusar avtve VEDCASE Cosr: hecunnaTive Coumract CosT: | AccliuLav,ve SuppLy CosT:
NA NA NA

FY-83 E'E'M e Coumﬁ Cost: Su.wm(losr: Dare oF ComiTiee ferrovar 0F

—_— £anuaL Prosrzss Pcpoar FER 25 1993

Stuny J3JECTIVE: To evaluate the effect of combined prophylactlc Vincristine, Dactinomy-
cin and Cyclosphosphamlde (VAC) chemotherapy in patients with endodermal sinus tumor
‘Grade—2—and—3)—choriocaricnama, and malignan
TECHN-CAL AopaoncH: mixed germ cell tumors of the ovary, Stages I and II after removal of
all gross tumor. To evaluate the role of serum markers, especially alphafetoproteln

adotzophin (heta HCG) when these are pregent in

Proseass Durins FY-82: predicting response and relapse.

There have been 59 entries to the protocol in the entire GOG. 46 of them are presentl

d of which 2 are evaluable. 17

Numser oF Susszcts S‘um;a tients with immature feratoma have been entered
ﬁave had pathology re gew ff % these are ¢ EnicaTTy gree o% dfsease wigh offowup
FY-82: ToraL (1o pata): Berorz CoweLeTiON 07 Stusy:

Serious/UnsxezcTed Sios Efrects In Susszers Paaticiparing 1 ProuzcT(iF Honz so STATE):

ConcLusions: It is too early to draw conclussions,

PusLICATIONS O AasTRacts. FY-82:  (Abstract) ASCO, C=214, March 1981

PROGRESS DURING FY-82 Continued from above.

Six of these were Grade III. Of these, 4 had second look procedures and three were
negative. 29 cases of epidermal sinus tumor were entered. Second look has been
performed at 21 instances, 18 being negative.
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Below**

Date: 19 Nov 83 Mo et Bo.: 4156 Status:  Intemas XX Frioa

Staztyes Dare: 29 Jume 1979 Date_oF Cometevicn:  Unknown

Advanced germ cell tumors of the ovary treated with Cinblastine, Bleomyci
Key horas: and_Cie=Platinum
TitLe ¢ ProuzcT: Evaluation of Vinblastine, Bleomycin and Cis-Platinum in Stage III an

IV and Recurrent Malignant Germ Cell Tumors of the Ovary (Phase IIL) GOG #45.

Princiral Isvesticaror{s}: COL Robert C. Park, MC, USA

Associave lovesticaror(s): LTC Paul B. Heller, MC, USA

FaciLity: WRAIC Depr/Svc: OB-GYN/GYN Oncology Service
Accumurative MEDCAE Cosr: Accurarive Cenivract Cost: Aooumativa Supey Cost:
NA NA
FY-83 PEDCASE:  Conteact Cost:  Supely, Cost: Date of ComiTies ferrogy OF
LI K& Na Prmus Prosazss Pepoar ?tB 25 1983

Stuovy OsuzcTivE: To evaluate the effect of 4 cycles of combined Vlnblastxne, Bleomycin
and Cis-Platinum (VBP) chemotherapy in the management of patients thh endodermal
arcinoma, and
TECPN- ToL FOPROACH: malignant mixed germ cell tumors of the ovary with advanced or
recurrent disease, 1ncomp1ete1y resected. To evaluate the role of serum markers,

chorionic gonadotrophin when these are present

-

ponse and relapse.

See below

fiu3er oF SusdzcTs Stuoien: Approximately 15/yr
FY-82: ToraL (10 pare): Berarz CoseLeTiON OF STudv:

Sertous/Unsxescten Sios Errects tn Susuzcers PaariciparinG 1 Prouzet(is woxs so statz): There have been

28 patients who have had moderate or severe WBC toxocity. There have been 4 patients

3, »th moderate
or severe GI toxicity, and one patxent with moderate neuro toxicity.

There has been one Grade IV pulmonary toxicity. 3 Deaths are beleieved related to

therapy.

Toxiciti.s are considerable but generally manageable. Early results are encouraging.

PuBLICATIONS O AssTrAacTs. FY-82: (Abstract) ASCO,C-430, April 1982

TECHNICAL APPROACH: Histologically confirmed malignant germ cell tumors of the ovary

with advanced (Stage II of IV) or recurrent disease, incompletely resected, excluding
patients with pure dysgerminoma (mature anaplastic) are eligible. Patients with
incompletely resected Stage II disease are eligible. Patients previously treated
with VAC are eligible. After surgery, the patients are placed on 4 course of Velban,
Bleomycin and Cis-Platinum. Vinblastine maintenence portiom of the study is dis-
continued 1981. The concept of markers as evidence of recurrent disease in all

germ cell tumors as approved.

PROGRESS DURING FY-82 There have been 47 patients entered into this protocol from
the entire GOG, 37 of which are evaluable. one patient has been entered from
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Walter Reed. Of point 2 second look operations performed, 12 were negative,
There have been 8 recurrcnces in patients who did not have second look
operations.
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Darz: 19 Nov 82 Vox Luvir fo.: 4159 Statys:  InTEriy Firaw XX
Staztiis Date: 6 Apr 1979 Dave of Cometevion: 16 Jan 1982
Key Yiopos: Chemotherapy for recurrent or advanced uterine sarcoma.

TitLe ¢7 ProuzcT: Treatment of Recurrent or Advanced Uterine Sarcoma. A Randomized
Comparison of Adriamycin Versus Adriamycin and Cyclophosphamide (Phase III)
GOG #42.

Princreal lnvesticaror(s):  COL Robert C. Park, MC
Assccrate lmvesticarox(s): LTC Paul B. Heller, MC
Factiry: WRAC Dept/Suc: OB-GYN/GYN Oncology Service
Accuan arive FEDCASE Cost: Becumnative Cenract Cost: AccuiuLative SuppLy Cost:
NA NA NA

FY-83 FFEDCASZ:  CowntracT Cost:  SuppLy Cost: Date o ComiTrec APPROVAL 0,-

NA NA NA Ennya ProsRzss P=PoRr FEB 25 1983
Stuny d3uzcTivE: To determine if Adriamycin alone is more effective tha;"Zbriamycin and

Cyclophospham1de 1n producing _responses in advanced or recurrent uterine sarcoma. The

énra-t—te&-o-f—!es-peaee—f-or—-aach—:rea tment arm
Patients with primary Stage IIl, primary Stage IV, or recurrent
uteri sarcoma are eligible. Both patients with non-measurable and measurable disease

analyzed-separately.—Patients with all cell types of

uterine sarcoma are eligible. Patients previously treated with
Radiotherapy to the pelvic bed are eligible but they must

~have completed this radiation more thap 3 months prior to entry on

“MunsEr oF SU3JECTS Stupien: study. The patients will have an exploratory laparotomy, TAH/
FY-82: 0 PeT/YT  fory (ro pfSf); Omentectomypif feasible v os Sruoy:

uaiic FY-82:

Sertous/UnzxezcTen Stoz EFrects m Susszers Paaticiparing In ProuzeT(17 pone 5O sTATE): There has been
4 Grade 4 WBC toxicities, There have been no Grade 3 or & Platelet toxicities. There

Bt toxtcitiesretated—tonausesr—and—vomiring-——There—has—been 1 Grade
= 4 cardiac toxicity. There has been 1 Grade III, stomatitis. There have
have been 5 Grade III, granulocytoxicities. There has been one patient
who had Grade 4 toxicity associated with BUN, Creatinine and alkaline
phosphatase,

PusLications o ABsTRacTs. FY-82: Manuscript in progress. Protocol has been closed.

PROGRESS DURING FY-82: There have been 132 patients assessed to this protocol, 108
of them are evaluable. Walter Reed has placed two patieats into this protocol.

CONCLUSIONS: Regimens have been well tolerated. Response has been low. Although
the response rate in patients with measurable disease has approached 207%, it is
doubtful that these responses are of clinical benefit.
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Dare: 19 Nov 83 o Untr Na.: 4160 Status:  Intepin XX Froa

StarTins Dare: ¢ August 79 Pare_of ComeeT10:4: Unknown
Key loros: Clinical pathologic study, Stage I and II, uterine sarcoma

Time c7 ProuzcT: 4 Clinical Pathologic Study of Stage I and II Uterine Sarcomas
GOG #40

Priscoac lnvesticaroals): COL Robert C. Park, MC

Asscciate Investicaror(s): Heller

Faciiry: HRAMC Depr/Svc: _ op-GYN/GYN Oncalagy Servige
Accusar avive FEDCASE Cost: Aecuative Conivract CosT: Accus aTive SuppLy Coste
NA NA NA
FY-83 x‘-EL‘g S: Contmacr Cost: Suzpry Cost: Dare o7 Commitiee forrovar OF
& i b kowyaL Prosrzss Rercar FER 9 5 1983

and aortic lymph node metastasis associated with Stage I and II uterine sarcomas. The
i i i i Qsti tors such as
TECHNICA AL mytotic indexes, tumor and the complication rate of the procedures.
All patients with histologically proven uterine sarcoma, clinical Stage I and II
who are medically suitable for hysterectomy and lymphadenectomy are eligible
MBrocagdsiBuzins FY-82:  for this study. All patients will undergo, at a minimum, a simple
extrafascial abdominal hysterectomy, BSO, selective pelvic and
para aortic lymphadenectomy. Peritomeal cytology will be obtained. Omental biopsy is
et8E2 oF Susdzcrs Stupren: recommended as an optional procedure. AIT niztotogic types of
. Unknown uterine sarcomas are acceptable. Studies amended IS_Apr. 82 to
FY-82: Vnknowr ToraL (ro pate): allow entry BeFore ComeLerion o Stusv: of patients with
i i idence or coma diag-
r1ous/UnaxezcreD Sioe Errects 1 SuaszcTs Paaticiparing 1t PRovzcT(IF 1uE SO sTATE): nosed more than
None .5 years per recurrent sarcoma.

Concrystons: The distribution of cell type shows up dominence of mixed mesodermal
tumors as found in earlier sarcoma protocols. There is a trantowards tumor size
being a significant factor. No significant serous adverse effects have been
encountered.

PuBLICATIONS OR ABSTRACTS. FY-82:  None

PROGRESS DURING FY-82 A total of 138 patients have been entered to the study for
the entire GOG of which 68 patients are evaluable. Walter Reed has entered 7

patients.
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Dave: 19 Nov 82] Moaw Un:y Mo.: 4161 Status: Interin XX Frioa
StarTig Dare: 6 April 79 Date of Coerevion: Unknown
Key Voros: Surgical staging, ovarian carcinoma -

Time c¢F ProszcT: .
r Surgical Staging of Ovarian Carcinoma GOG#41

Principal IsvesTicator{s): COL.Robert C. Park, MC, USA
AsscciaTE ImvesTicaror(s): LTC Paul B. Heller, MC USA
Faciivy: WRANC Depr/Svc:  OB-GYN/GYN Oncology Service
Recuanative VEDCASS Cosr: Beceative Couvract CosT: Eecumulative SuepLy CosT:
NA NA NA:
FY-83 FEDCASE:  Contract Cost:  Sueery CosT: Dare oF CormiTres }"»?PRC‘IétESF
NA NA _NA Fanust Prozazss Resoar 25 1983

Stuoy J3Jz¢TivE: To determine the spread of ovarian carcinoma to intraperitoneal

structures and retroperitoneal lymph nodes by direct examination, cytologic sampling
i t t i i 0G ovarian

a -
TECHNICAL FPPROACH: cancer treatment protocol. To determine the complication rate of
(See below) procedures outlined.

ProsRess Duains FY-82: There have been 184 patients entered into the study from the
entire GOG Irom which 96 are presently evaluable. Walter Reed has entered 19
patients into this study.

Nunser oF Susuzcts Stupren: Unknown

FY-82: ToraL (70 patz): Berorz CoveLeTioN o7 Stuoy:

Sepious/UnexescTep Sipz EFrecTs 1 Susszcs Paaricipating 1n ProuzcT(IF pons so STATE):

Nope
ConcLustons:
Too early for conclusions at this time.

PusLICATIONS 0R AssTrRACTS. FY-82:
None

TECHNICAL APPROACH: All patients explored in the investigator's institution and found
to have Stages I, II or III (optimal) ovarian carcinoma are eligible. All histologic
types of ovarian carcinoma and differentiation are acceptable for entry into this
protocol. Patients whose procedures were performed at referral institutions are
eligible for entry provided that the eligibility criteria are met. Borderline lesicns
to the ovary are acceptable for entry into this study.
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Darz: 19 Nov 82 ook Enir lio,: 4162 Status:  InreriM XX Freae

Startis Date: 21 August 1979 fate oF Comevevioiis December 1983

Kev Vioros: Melphalan, ICP-32, Epithelial carcinoma of ovary

Time cF ProuzcT: A Randomized Comparison of Melphalan Versus intraperitoneal chromic
phosphate in the treatment of Women with Stage I (Exclusive of Stage IAi, GI; and IBi

GI) Epithelial carcinoma of the ovary (Phase III),

Princraar levesticaror(s): COL Robert C. Park, MG, USA
Asscciaie ImvesTicaror(s):  LTC Paul B. Heller, MC, USA

Faciiity: WRAMC Depr/Svc: OB-GYN/GYN Oncology Service
Accwative FEOCASE Cosr: Accurunative Coiitract Cost: AccumuLative Suppy Cost:
NA NA NA
FY-83 EDCASS:  Contract CosT:  Suppry CosT: Date oF Cormitree Aerrovar OF
NA' NA NA Fanya Prosrsss Repcrr B 25 1983

Stuoy O3JzCTIVE: The purpose of this study is to evaluate the relative effectiveness
of Melphalan versus peritoneal radioactive chromic phosphate as adjuvant therapy in
S i is - i ik - in a rando-
TECHICAL FPPROACHInjzed prospective study. Patients who are eligible are those with
surgical Stage IA i, Ga G3; lAii, IBi, Ga, G3, IBii; and IC epithelial cancer of the

.
staging
Tty

ovary-FIC0-classificaticnwho have-undergone optimal
Pros2:ss Du2iis FY-82:  To date there have been 11 entries to the protocol.

FiwsEr oF SusszcTs Stupien: 93 to each treatment arm.

FY-82: Yorar (vo pate): Berore CoxereTion o7 Stuoy:

Szrious/UnsxeecTen Sios EFrecTs n SusuzcTs PARTICIPATING In PROUZCT(1F MoNE SO STATE):
None :

Covcrysions:  Too early to draw any conclusions.

BLICATIONS O AsSTRACTS. FY-82:
one

TECHNICAL APPROACH: Patients with Stage IAi, G2, G3, IAii, IBi, G2, G3, or IBii
or IC epithelial cancer of the ovary are eligible for this protocol and those who
have undergone optimal staging. As of March 1981, patients with Stage IB
subgroup 1, Gl, epithelial cancer will be eligible.
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Datz: 19 Nov af Woak Untt No.: 4163 Statys:  Intertn XX Fiioa ‘
Sraariig Date: 6 Apr 79 Date o7 Cowergvion: Unknown :

‘ ‘ Kev horas:  Phase II, Cis-Platinum, advanced gynecologic malignancy
Tine cf Prouzc: A Phase II Trial of Cis-Platinum in the Treatment of Advanced

Gynecologic Cancer GOG #26-C

Priricrear IseesTicaror{s): COL Robert C. Park, MC
Assoctave Investicaror(s):  LTC Paul B, Heller, MC ,‘

Stupy 0342CTIVE: To determine the efficacy of Cis-Platinum in the treatment of

advanced or recurrent gynecologic cancers. A rejection type design will be used
0 Ty - sdSample s o2 By aab DA . diseasae-—site per day or

[ 3 %‘ :_ a : a . - 8 B 6
i”- a B of drug studies. The design allows replacement of ineffective regimens

by newer agents or combinations.

FaciLity: WRAIC Depr/Svc: OB-GYN/GYN Oncology Service
Accurative FEDCASE Cost: Accumaarive Coutract CosT: Recumuative SuepLy Ccsrzm
NA . NA NA
"FY-83 FEDCASE:  ConrracT Cost:  Suspry Cost: Dare o= Cormitree Aeeroval 0F 1
NA NA 9 ENnpsL PROSRZSS REPORT " 3
—— i
|

See beltw

Prosrass Du2ins FY-82: A total of 258 patients have been entered into this protocol

to the entire GOG. Walter :Reed has entered 2. Combinations of Cis-Platinum and
the_process of being tested. The protocol 1s closed to squamous

Humser oF SustzcTs Stupien: cell carcinoma of the cervix, non-squamous cell carcinoma of

Wewix, epithelifl caz:cin 's of the ova?, and endometrial carcinomas and
-8 oTaL (TO DATE): EFore ComPLETION 0F STUSY: uterine sarmomas.

Ser1cus/UnexezcTen Stoe Errects v Susuzets ParTiciparies 1n Ppouzct(iF novs s 7<):
some Crade IIT GI and Grade III hypokalemia noted. There have $74%); There have been

____—_a-"'cwm’ Cis-Platinum has marked activities as first-line chemotherapeutic in

squamous cell carcinoma of the cervix and is active as a second~line therapy for
advanced adenocarcinoma of the ovary and mixed mesodermal sarcoma of the uterus.
The drug appears to be inactive against endometrial carcinoma and lyomyosarcoma of
the uterus, but may have limited activity in therapy of cervical adenocarcinomas.

PUBLICATIONS 02 ABSTRACTS. FY-82: Chemotherapy in the management of advanced or recurrent
cervical and endometrial carcinoma. Cancer, 48:658-665, 15 July 1981 (cont below)

TECHNICAL APPROACH: Cis-Platinum appears to exert its cytotoxic action by cross linkin
DNA and thus acting in a manner similar to the bifuntional alkylating agents.
Cis-Platinum has demonstrated activit in animals studies against transitional cell
carcinoma in mice. Toxicity trials in animals reveals myelosuppression, lymphoid
atrophy, hemorrhagic introcolitis, renal tubular necrosis, and cocclear damage,

as well as some degree of immunosuppression.

NO. OF SUBJECTS TO BE STUDIED: 25 per disease site

Cis-Platinum in the treatment of advanced or

PUBLIGATIONS OR ABSTRACTS, FY-82 T
recurrent adenocarcinoma of the ovary: A Phase II study of the Gynecologic Oncology
group. American Journal of Ciinical Oncology:

456

Cancer Clinical Trials- In Press.




Patrz:19 Nov 82 Wosk Uuit Ho.:4165 Status: InTERIM XX Fpoa

Sraarens Dare: 21 Aug 79 Dare o ComeLeTion: Unknown

Key {%oros: Phase II, AMSA, advanced pelvic malignancies

Time cF PROUICT: A Phase II Trial of AMSA in Patients with Advanced Pelvic
Malignancies - GOG 26-I.

PrinciraL [svesricaror{s): COL Robert C. Park, MC, USA

Asscciate Iwvesticator(s): Heller

FaciLivy: WA Dept/Sve: OB-GYN/GYN Oncology Service
Accuspative FEDCASE Cosr: AccurnaTive Contract Cost: Accusurative Suppey CosT:
NA NA NA
FY-83 FEDCASS: Contract Cost:  Susery Cost: Date oF CommiTres Aerrova (F
_%_}é_" oy "hA Esnyar, Prosr=ss Peporr ngr 25 1983

Stupy Q34zcTivE: To determine the efficacy of AMSA in patients whose advanced malignancie
have been resistent to high priority methods of treatment. A rejection type design

witl-—be—used—involving—e—fixed—sample-sise—of-25evaluable—patieats per disease site
TECHNICAL APPROACH: - AMSA is acridine derivitive with significant activity ger drug.

in several animal tumors. The drug inhibits DNA synthesis but has little effect
i ind DNA_ through intercalation and external binding.
see below- **roszss Duains FY-82: It has particular affinity for adenin-thyamine pairs. In a Phase
I trial responders were observed in a case of lymphangiosarcoma and in a case of
ovarian carcinoma. AMSA is attractive because its activity is about the same as

HWSEZR oF SusuzcTs Stupren: Adriamycin but it has less larger producing effects. .
5 Patients who have received previous Adriamycin are ineligible for this

FY-82: Totau (vopave): __  Berors CoweLeTion oF Stuoy: protocol.

Sezrious/Unexpecten Sios ErFects m Suaszets Paaricipating 1 ProdzcT(IF noNg s3 STATE):
Essentially none

Concrustons: It is too early for any definitive conclusions.

PuBLICATIONS 02 ABSTRACTS. FY-82: None

PROGRESS DURING FY-82 A total of 36 patients have been entered to this protocol
to date.




Date: 19 Nov 82 Yoox Unit Ho,: 4166 Status:  Intemiv XX Fraa
Staqriis Dave: 21 Aug 79 Dare o Comererion: Unknown

Key Yoeps: A Phase I1 Trial of Yoshi-864 in patients with advanced pelvic malignancy

TIME c7 ProszcT: - A Phase II Trial of Yoshi-864 in patients with advanced pelvic
malignancies GOG-26J

Princieal InvesTicaror(s): COL Robert C. Park, MC, USA

Assccrate Imvesticator(s): Heller

FaciLity: WREMC Depr/Svc: OB-GYN/GYN Oncology Service
Accumurarive FEDCASE Cost: Accumuative Conmract Cost: AccumuaTive SupeLy é;s;:m-
’_NA — NA_ NA -
FY-83 PEDCASE:  Conrmact CosT:  SuseLy Cost: Date oF Cormitree Feero é);
MA__ NA NA Fanuss. Prosazss Peporr FEB 2 5 1983

D R e e T

Svupy D3JscTIvVE: To determine the efficacy of Yoshi-864 in patients whose advanced
malignancies have been resistent to high priority methods of treatment. A rejection
: i i i £i ' i patients
SPROACH: Yoshi-B64 is a sulfonic acid estor of amino-~ Ler disease,

glycol synthesized by Elmerzabinisakurai as an alkylating agent active against

experimental tumors resistent to nxtrogen mustard derivitives. Structurally it is
see below **Prosez3s Duaiiic FY-§2:similar to busulfan but 1s active against the LIZI0 3ystem in mice

- where busulfan is not active. Exact methcanism of action has yet

been elucidated. It may have alkylating activity. The initial dose

{MBER 0.- SusJzcTs Stupien: Of YOshi-B64 has been reduced to I.3 Wg/kg/day—Patients with
abnormal liver functions test secondar m.gfastatxc tumor
FY-82: Tora. (vo pare): Beeorz ComeLeTion %I’

S:P(I;OUa({UNE)G’:CTED Stog Errects i SusuzcTs PaaTicparing Int ProuzcT(ie #o¥: SO STATE): There has been
a Grade IV neurologlc tox1c1ty noted m one patient. There has been some Grade IV

& IV thrombo-

oxeoiEdfisss noted. There has been one Grade II1 parasthesia observed. One Grade III re

blood cell count depression observed.

CONCLUSIONS: It is too early to draw any conclusions.

: ., FY-82: Manu i {
nsLll)gAeTslgN.S o} Asstracts. FY-82 script (ovary) submitted to cancer treatment reports

PROGRESS DURING FY-82 Total of 64 patients have been entered into this protocol.
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Davrz: 19 Nov 83 Yok Unit No.: 4167 Status:  InTERIM Fipo XX
StaaTita Dare: 21 August 1979 Date oF Comeerioy: 1 March 1982

Key borns:  Adriamycin, Cytoxan, Cis-Platinum treatment in advanced adenocarcinoma of
"”"EFE%% 3?5%?
Trne c7 Pro A Phase 1I Randomized Study of Adriamycin Plus Cyclophosphamide versus

Adriamycin plus Cyclophosphamide plus Cis-Platinum in patients with Advanced Ovarian
Adenoearcinoma;—subeptimal-—Setage-ItII;—Stage—IV-and-cecurrent——GOG #47

Princiear Iwvegticarcr{s): COL Robert C. Park, MC
disscciate Investicator(s): LTC Paul B. Heller, MC

FaciLity: HWARNC Depr/Svc:  OB-GYN/GYN Oncology Service
AccusraTive FEDCASE Cost: Recunative Coitract CosT: AccumLarive Suppey Cost:
NA NA NA
FY-83 FEDCASS:  Contract CosT:  Suseiy Cost: Pare o ComiTTE: Ferr
NA NA NA Fusc. PRosazss PepoRT YgB

Study O3J5CTIVE: To determine if the addition of Cis~Platinum to Adriamycin, plus cyclo-
phosphamide improves remission rate, remission duration, or survival in Stage IV,

: I:Kﬁa‘ i’ - ne the frequency

true complete remission using these regimens as judged at a second
look laparotomy

Prosrzss Duzivs FY-82:

Mumszr oF Susszcts Stupien:

FY-82: ToraL (vo pare): Berore CoreteTion o7 Stuay:

Sertous/UnexpecTen Stos Errects tn Susszets Paaticiparins m ProuzcT(iF nove $9 STATS): Renal toxicity
wasa observed {in 36.2 patients who received Cis-Platinum and were evaluable for toxicit
Rowrver:gll were Grade I except 4. There are cases a ?

There is no survival difference in either arm. The addition of Cis-Platinum appears

to significantly influence the response and progression free interval.

PusLicATIONS R ABSTRACTS. FY-82:  (4poirace) Asco, C-403, April 1982

TECHNICAL APPROACH: Patients who have been diagnosed as Stage IV and suboptimal Stage
III primary cases or recurrent cases are eligible. Suboptimal Stage III is defined as
those Stage III patients with at least one residual lesion at the time of surgery
equal to or greater than 3 cm. in the largest diameter in the abdomen or pelvis.
Histologic types eligible are serious adenocarcinoma, mucinous adenocarcinoma, clear
cell adenocarcinoma, endometroid adenocarcinoma undifferentiated earcinoma un-
differentiated carcinoma or mixed epithelial carcinoma. There have been 515 pts.
entered from the entire GOG. Walter Reed has entered 27 patients to this protocol.
There has been moderate to severe WBC toxicity in 190 patients. There has been
moderate or severe platelet toxicity in 19 patients. There has been moderate

GI toxicity in 44 patients. Renal toxicity was observed in 33.4% of the cases

who received Cis~Platinum and were evaluable for :gf?g}ty. All were Grade I except
for 4 cases which were Grade II, III and IV.




See Below **

Datg: 19 Nov 82 Yamk Buit fd.: 4171 Status:  Intere XX Fioae
Startiiis Date: 10 July 1980 Date oF ComereTioy: 1983

Key bopds: Advanced endometrial carcinoma, hormonal failure, Adriamycin, Cytoxan

Time <F ProdscT: A Study of Pregestin Therapy in a Randomized Comparison of Adriamycin
versus Adriamycin plus Cyclophosphamide in Patients with Advanced Endometrial

Carcinoma after Hormonal Failure GOG #48

Prircieal IavesTicaror(s): COL Robert C. Park, MC
Assoctare InvesTIGaToR(s): LTC Paul B. Heller, MC 1
FaciLity: WRAHC Dept/Sve: OB-GYN/GYN Oncology Service "‘
Accumuative FEDCASE Cost: Bccurun ateve Coiitract CosT: ACCU“IZULATIVE-SUPPLY CosT:

NA . NA NA
FY-83 I'EDN%AS':: CONTR%I(R’ CosT: Supﬁkv Cost: Pa’r‘{} ,\E—ch‘::?; R—f’zgﬁltla 55 5% 5 1083

P . SR—G d - nand aphosphamide or Adriamvcin alone as therag
TEcﬁmcu_ﬂwmoxm for advanced or recurrent endometr1a1 carcinoma which no longer
responds to or has failed to respond to progestines in patients who have received no

prior-—cytotoxic-drug.

ProsRzss Duatng FY-82: 319 Patients have been entered into the protocol from the

entire GOG; 243 are evaluable at present. Protocols amended to allow entry of

patients with rapid progression of disease on hormonal therapy on to the chemotherapy

Mumer oF SusuzcTs STUDXED:am of the study without the necessity or thre® week period.
100 Per/yr (9 Jan 1981). Of 183 evaluable cases 175 are evaluable for

FY-82: Tora (Topate): Bsrore CowLeTion o7 Stuoy: response. Cong.

Sertous/UnsxpzcTed Stps Er FECTS S.B Ts_Paz £ s . . Ihere have been
37 patients with Crade 111 16:§42 ESg %}N¥%eré 'B@ééaoﬂ@‘p¥txent with

ﬁzada-uanslﬂuamx_tz_éx___LtMtxent with Grade IIT GI toxicity.
CoxncLusions:

Too early for conclusions.

N ; . ~3L:
PusLicaTiONs 03 ABSTRACTS. FY-82 None

TECHNICAL APPROACH: Patients must have documented primary Stage III, primary

Stage IV recurrent or residual endometrial adenocarcinoma, adenocanthoma, or adeno-
squamous carcinoma. Those patients with positive cytology as evidence of spread

are eligible as non-measurable disease cases. Those patients with prior hormonal
therapy will be entered directly. Those patients with prior hormonal therapy will be
entered directly. Those patients with no prior hormonal therapy will receive Provera,
50 mg tid until progression of disease,

PROGRESS DURING FY-82 95 of these have non-measurable disease, 3 had complete
response, 7 had partial response, 40 had stable disease and 30 had increasing

disease.
460
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Dare: 9 Oct 82| ook Wit Mo, 4172 _ Sratus:  INTERIML XX Firoa
Stazriig Dare: 1 Jan 80 Dare oF ComeeTicy: /unknown

Kev Joras:  Dextran; adhesions

Tine c7 ProyzcT: Efficacy of 32% Dextran 70 in the Prevention of Adhesions
Following Tubal Surgery

Princtoa, IswesTicaroa(s): Thomas A. Klein, COL, MC

Assccrate livesticaror(s):

FaciLity: FRENC Dept/Svc: OB~-GYN/GYN Endocrinology Infert. Service
Accuruative FEDCASE Cosr: Bccumn atve Convract Cost: AccumuLaTive &3;;1:;-6;;:“-
NA "NA . NA
FY-83 iT0CASE:  Contract Cost:  Susery CosT: Dave oF Cormitree Aeerovar OF
NA NA ta Fanyar. Prosrzss RepcaT fL B 25 1983

Study 03UCTIVE:  To establish the efficacy (or lack thereof) of 32 % Dextran 70
in the prevention of pelvic adhesions following tubal surgery.

TEcHwicAL AoPROACH: Randomized double-bling placebo-~controlled protocol Im which
a solution of drug or placebo is poured into the abdominal cavity prior to

_closure. "Becond-look' laparoscopy to assess results.

Prosress Duaiic FY-82: No patients were enrolled due to unwillingness oI patients
to undergo second-look laparoscopy. Recruitment efforts will continue.

Kwer oF Susszcrs Stupien:

FY-82: None Yora (10 parz): None Berore CoweteTion of Stuay: 10

Serious/UnexpecTenp Stos Errects in Susuzcts PARTICIPATING It ProuzcT(iF noxz 53 STATE):
None

Concrusions:
None

PusL1cATIONS 0 ABSTRACTS. FY-82: None
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Date: 19 Nov 81 Yok Uit fo.: 4174 Status:  IntERim Fiza. X

Starvies Dave:  NA Dare oF ComeLeTion: NA

Key lceos:
TitLe cF ProgzcT:

Transplantation of Female Genital Cancer to Nude Mice

PrincieaL lwwesT(catorls}: COL Robert C. Park, MC
Asscctate lmvesTicaro(s): LTC Paul B. Heller, MC

Faciity: WRAL Dept/SvC: _OR-GYN Oncology Sve
Accuwan ative FEOCASE Cost: Accumuative Coimract CosT: Accuvuative SuppLy Cost:
NA NA NA
FY-83 FEDCASE:  Contract Cost:  Susery Cost: Iate oF CommiTieE feprovar O
NA NA NA Fsnua Prozrzss Repcrt FEB 2 51983

Stuoy O3J2CTIVE:  The purpose of this study is to establish hereotransplanted human
gngometrial angoggarian carcinomas in nude athymic mice for the purpose of evaluating

TecHiicAL A°PROACH: Protocol is designed to establish transplanted human endometrial
and ovarian carcinomas in nude mice so that by serial transplantation, adequate

volumes of tumors of the same type will be available for study. This particular
Prosrzss Duatig FY-§2: Protocol wi ave I arms.

No patients have been enetered into this protocol

Humsza oF Susszcts Stupied:

FY-82: YoraL (1o pare): Berore CoveLeTioN 07 STuy:

Sertous/Unzxeecten Sios Errects In SusuzcTs ParTicipaTinG 1n ProuzcT(i7 ROME SO STATE):

CovLusIoNs:  This protocol was discontinued because of failure of the nude
mouse colony. No patients were entered and the project was closed until after
further investigation.

PusLICATIONS OR ABsTRacTs. FY-82:

B




[} . . .
Date:19 Nov 81, Hozk Euiv No.: 4155 Sratus:  [nTzRIy Fina gy
StarTiiaG Date: Date oF ComsreTioNn:

Key Vepas:
TitLe crF Prouzer:

Estrogen Receptors in Human Endometrium

Princi2an [nvegricaror(s}:  COL. Robert C. Park. MC
Asscciave Ievesricaror(s):  LTIC_Paul B. Heller, MC

EaciLivy: WREL Depr/Svc:  OB-GYN Oncology Service
Accumu_ative FEDCASE Cosr: Bccurnar(ve Convract Cost: Arcw.uu_,\nv- Suppry CosT:
NA NA NA
FY-83 FEDCASS: Contmact Cost:  SueeLy (osT: Darz oF Commirree feprovar 0¢
_“§ gy Ng Fanae Prosazss Report FEB 25 1983

Stuov J3uzcTive: The purpose of this study is to determine if there are profiles of
estrogen receptors, cytoscol and/or nuclear, that can be correlated with various
hi . . v
TECuNiCAL APPROACH: Determine the estrogen receptor concentrations in normal prolifera-
t:1ve and secretory endometrium obtained from the same and different individuals at
the ovulatory cycle; determine the estrogen receptor concen-
Prosezss Duains FY-82t trations associate with bemign pathologic tissue patterns; determin
No patients have | the estrogen receptor concentrations associated with the pre-

been entered into]malignant endometrial histologic patterns of atypical adenomatous
Muser 37 SUSJZCTS STUDIED: hyperplasia and catrcinoma insitu.

FY-82: ToraL (o pate): Berore CometeTion 0F Stuoy:

Ser1ous/UnexpecTeD Stz Errects I Susuzcts PaaviCIPATING It PPGJ_CT(lr HOMZ S STATS):

CoNcLustons:

PusLICATIONS 02 ABSTRACTS. FY-82:
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see Below*

Da1219 Nov 82 ] Yox Lniy {0.:4176 Svatus:  IntemiM XX Froa
Startiig Date: 1 May 81 Dite oF CowereTion: 1988

Key Wopos: Stage IB Cervix, Radical hysterectomy, node positivity, radiation therapy
TiTe c7 Peouz CT versus no radiation therapy.

A Surgical Pathologic Study of Women with Invasive Carcinoma of the
cervix, Stage IB and Randomily Assigned Radiation Therapy versus no further therapy
“in selected patients GOUG #49

PaincrpaL IsvesTicarcris}: COL Robert C. Park, MC

Asscciate Investicarcals): LTC Paul B. Heller, MC

FaciLivy: WRAD Depr/Svc: OB-GYN/GYN Oncology Service
Aeawwr_arive HEDCASE Cost: fecuattve Coivract CosT: Acowwnative SuppLy Cost:
NA_ NA NA'
Fr-83 i%DCASE:  Conrract CosT:  SupeLy (osT: Date oF CommiTree A-"Ppa-ﬁ
__NA  ___NA_ _  _NA Fnwuar, Prosazss Beecrt FEB 9 5 1983

Stuoy J3u=cTive: To determine by observation of the 5-year survival and disease-free
interval, the validity of current FIGO staging to the histopathologic prognostic
f actors—of—size—oflesion—locaticaof lesion,depth-of invasion of tumor millimeters

ﬂﬂiﬁiﬂsﬁi@ﬂﬂdﬂtrade, growth pattern and site and number of positive lymph nodes in
St:age IB carcinoma of the cervxx To determme if radiat’on therapy will improve

Prosazzs Duains FY-SZ To gate 555 patients have been asse:’ ~ to the pt otocol from

the entire GOG of which 218 are ewaluable. Walter Reed has accessed 10 patients.

38R OF Su3uiCTs STudlEDd: i
? 7 CTS STDIED: . 950-400 patients annually

FY-82: ToraL (1o pare): Berore ComeLeETiON 07 STUDY:

Szrious/Unexeectep Sios Errects 1 Suasicts Participatiic in ProuzcT(17 nons s9 state): There have
been 4 patients with Grade III, or IV hematologic tox1c1t:y. 'I'here have been 2 patxencc
I carcio-

LONCLISIONS Y, g gcular toxicity.

Too early for conclusions.

PUBLICATIONS o3 ABSTRACTS. FY-82:
None

TECHNICAL APPROACH: Eligible patients with invasive carcinoma of the cervix, Stage IB
treated by radical hysterectomy plus pelvic and para-aortic node dissection will be
eligible if after examination of the tissue pathologically 3 or less positive nodes
are found unilaterally. These patients will be randomized to receive radiotherapy to t
pelvis versus no radiotherapy. The total dose will be 5000 rads to the pelvis.
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i H116 !

GOG #49 GOG #49
TOXICITY
. Grade
| . 0 1 2 3 4] Total |
? l
Hematologic 200 9 5 3 1 213 |
GU 200 17 l 0 0 218 i
GI 211 1 4 1 1 218
. Pulmonary 217 1 0 0 0 218 1
Fever 208 7 1 2 0 218 ‘
Cardiovascular 216 1 0 1 0 218 :
Cutaneous 217 0 1 Q 0 218 i

Other Toxicity

Pelvic cellulitis (Grade 2). . . . . . . 1
Hepatitis (Grade 2). . . . . . . . . . .1

Recurrence and Survival

Too early.,

o WP ew v

Corclusion: Too early.

Future Plans: To be determined.

Publication: None.




Dareil9 Nov 82 | Vaax Uit My.: 4177 Status:  Iuterir X X Froa

Startiis Date: 2 ocr. 1980 Pave o ComeLeTion: 1984

Key Vopds: Ovarian sarcoma, Adriamycin, postoperative therapy.

TitLe ¢F Prousct: A Study of Adriamycin as postoperative therapy for Ovarian sarcoma,
Primary or recurrent, with no prior chemotherapy. GOG #50

Pairncieal Investicator(s): COL Robert C. Park, MC

Asscciate Imvesticatoa(s): LTC Paul B. Heller, MC

Faciuiry: WRAYE Dep1/Svc: QB-GYN/GYN Oncology Service
Accumr_ative FEDCASE Cost: Bccurnative Couvract Cost: feeusuative SuppLy Cost:
NA : NA NA
FY-83 FEDCASE:  Contmact Cost:  SuepLy CosT: Darz o7 Commitree i@pacvﬁtgs
NA NA NA kanya Prosazss Repcrr 25 19

-— -

Stuoy 03JiCTIVE: To evaluate the efficacy of Adriamycin in treatment of ovarian sarcomas
primary or recurrent to restore controls. To accumulate additional surgical patho-

NICAL PPPROACH: Patients with ovarian sarcoma, Stage I-IV, primary or recurrent,
measurable or non-measurable, with nor prior chemotherapy will be eligible for the

Wmmwem will
See below ** £ P d amycin 75 mg/MZ every 3 weeks to a maximum cumulative dose of 550

mg/M2 or until progression or adverse effects prohibit further therapy. Second lool

Jdaparotomy will be performed if there is complete response or detectable disease

fwemir oF SusszcTs Stupied: thought to be resectable.
~8 per/yr for entire
FY-8§: per/yr fo Yoris (85 Pake: Berors CometeTion oF Stuoy:

Szrious/UnexpecTep Sios Errects 1n Susuzcrs Paaticipating I ProuzeT(1F nonz SO STATS): There have
been 3 Grade IV granulocytoxicity, 1 Grade IV alapecia, 1 Grade III mucocytes

Conciustons: and 1 Grade IIT cardiac toxicity noted.

Too early for conclusions.

PusLicaTiONS 02 ABSTRACTS. FY-82: yone

PROGRESS DURING FY-82 There have been 21 entries to the protocol by the entire
GOG. 2 patients have been excluded. Walter Reed has not entered any patients

to this protocol.

-
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Datz: 19 Nov Si‘fu’{i Euet fo.: 4178 Status: Intertm xx  Froem
StarTiis Date: Jan 1981

Date of Comerevion: 1984

Key Voras: Hydatidiform Mole, Hormonal Coantraception

TITLE CF ProsscT: Hormomal Contraception and Trophoblastic Sequelae after
Hydatidiform Mole, Phase III GOG '35

Princerar Investicaror(s): COL Robert C. Park, MC

Asscciave livesticaroa(s): LTC Paul B. Heller, MC

Faciuivy: WRENC ze7/Svc: OB-GYN/GYN Oncology Service
Accurative FEDCASE Cost: Accumaarive Cotract Cost: Accuruative SuppLy Cost:

NA NA NA -
FY-83 EDCASE:  Contnact Cost:  SuesLy Cost: Date oF Camitres AeerovaL OF
NA NA NA

A Fanyar Prosezss ReporT gER 25 1983

Stuny 03JUCTIVE: To determine whether administration of estrogen/progesterome oral

contraceptives following the evacuation of hydatidiform mole and prior to its HCG

ti
. TECHN:CA

PPROACH:

requiring chemotherapy.

Prosrz3s Duatiic FY-82: There have been 39 patient entries from the entire GOG
with no exclusions.

Nuser oF SusszcTs Stupied:

85/ ‘ '
FY-82: yr ToraL (1o pate): Bzrore ComeLeTION 0F STUDY:

Ser10us/UnexPECTED Sl—nebgggcrs v Susyzets Paaticipating 1 Prouzct(iF HoNE SO STATE):

Concrustons:
NONE

PusLICATIONS OR ABSTRACTS, FY-82:
None

TECHNICAL APPROACH:

contraception versus mechanical contraception. The patient will be followed by
evaluation of the HCG assay. The patient will be judged to have no sequelae

if the titer has reached normal range by 12 weeks post evacuation, and the patient

has no clinical evidence of persistent disease.

sequelae

AFter mole evacuation the patient will be randomized to hormonal




Dare:20 Nov 82| o Untt flo.: 4179 Status:  Intcigs xx Freae

Startins Dare: January 1981 Date oF ComeLeTiON:  Uknown

Key Woeas:  PALA in advanced pelvic malignancies

TITLE cF ProszcT: A Phase II Trial of PALA in patients with advanced pelvic
malignancies GOG #26-M

Princisac Investicator{s}: COL Robert C. Park, MC '

|

Associate Imvesticator(s):  Heller ;
FaciLivy: WRAHE Depr/Sve:  op-

Accumrative FEDCASE Cost: hecunaarive Coiracy CosT: Recwmiative Suspry Cost: §

NA NA NA |

FY-83 EDCASE:  Cowrract Cost:  SupeLy Cost: Dare 07 Comivtes Approua 0§ ;

NA__ NA NA Enmua Prozrzss Report ¥EB 25 198 '

To determine the efficacy of PALA in treatment of advanced pelvic
malignancies.

Stuoy O3JzcTIvE:

TEcunicAL AoproacH: Patients with histologically advanced and recurrent and persistent
metastatic or local gynecologic cancer with documented disease progression will be
entered into this treatment. Patients with abnormal liver function test secondary to

Prosrzss Duning FY-82: metastatic tumor are eligible for protocol. This protocol is
closed to epithelial tumors of the ovar as of 8 Sept 1981.

fMBER OF SU3JZCTS STUDIED: 25 patients per site

Fy-82: JoraL (ro pare): Berors Coverevion 02 Stusy:

Sertous/Unexpsctep Sine EFFects tn Susszcts PaaTiciparing 1n Prouzct(iF 1:ons SO STATS): There has been

one Grade III WBC toxicity, one_Grade III platelet toxicity. There have been 2 Grade
I11-Cl-toxicities and 3 Grade TIT dermotalogic toxicities. There has been a Grade
Concrusions: 11T mucocites and Grade III paresthesias.
CONCLUSION: There is no activity with this drug in ovarian cancer in previously
treated patients.

PusLICATIONS O ABSTRACTS. FY-82: 1n preparation

PROGRESS DURING FY-82 18 Patients have been entered into this protocol to date

4¢8
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Parz: 19 Nov 872

Yoo Cutr flo.e

4180

Sratus:

26 January 1981

Izt XX Froow

5 February 1982

_Starvins bate: Parz oF Cowrerion:
Key Voons: Tamoxifenm, advanced endometrial cancer

TinE c7 Prouzer:

A Phase II Trial of Tamosifen in patients with advanced endometrial
cancer. GOG # 26-L

Pagnceoal Inveyricaroals): COL Robert C. Park, MC

Bssccrate lavesticator(s):

Faciuiry: W20 zor/Sve: OB-GYN/GY\ Oncology Service
Accesavive FE0UASE Coste Fecurmavive Coniract Cost: Fecum ative SupeLy Cost:
NA . NA : " NA-

FY-85 i C}’»& Contracy CosT:  Susery Cost: Date oF CommiTTES FPeroy:
NA NA 3

Exngas, Prosazss REsorT éB 25 1983

eyt

Stuoy d342CTIVE: To determlne the efficacy of Tamoxifen in patients with advanced
endometrial cancer.

TecunicaL ReproscH: Paticnts with histologically advanced and recurrent or persistent
endometrial cancer with documerted disease progression will be entered into this
treatment.Patients with performance Grade III in GOG scale and eligible for entry.

- Procazss Duag FY-§2: Patients with abrormal liver function test secomdary to metastat1
- tumor are eligible for entry.

See Below

Missza o7 Susszcrs Studien: ‘25 patients

Fy-82: Tora. (vo parz): Bzrorz ComeLeTion 07 Study:
Szatous/UnzxezcTen Stoz Errects 1 Susuzcrs Paariciparing Int Prouzct(IF 1oxs s3 STATE):
None '

Concrysions:

PusLicarions ox Asstracts, FY-82: None

PROGRESS DURING FY-82 28 Patients have been entered into this protocol.
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Darz: 19 Nov 82| Mok Unir Ho.: 4181 Status:  Interim XX Firm
Startiis Date: 5 Feb 1981 Dare o ComeLeTion: 1990

CAP
Qf® Mwpsus CP, Ovarian Adenocarcinoma, Stage II1
Time cr ProJscT:A Phase III Randomized Study of Cyclophosphamide plus Adriamycin
plus Platinol (CAP) versus Cyclophosphamide plus Platinol (CP) in patients with
optimal Stage ITI Ovarian Adenocarcinoma GOG #52
Princioar InvesTicator{s?: COL Robert ¢. Park, MC
Asscciate lmvestiGator(s): LTC Paul B. Heller, MC

Faciivy: WRAC Depr/Svc: OB-GYN/GYN Oncology Service

Acaswrative YEDCASE Cosr; Accumaative Coitract CosT: Accwwative SupeLy Cost:
NA NA NA

FY-83 i-EBNC‘i\SE: CON{‘!X«CT CosT: SJMN\Z CosT: Dare oF ComiTres feerovaL OF

kanva Prosrzss Rtpcar FEB-25.1383

Stuoy O3UsCTIVE: To determine inoptimal STage II1 adenocarcnoma (ovarian), if the
addition of Adriaymcin to Cyclophosphamide,plus Cis-Platinum improves

and survival.
After debullung surgery for Stage 1II ovarian adenocarcinoma, the
pat:.ent if noted to have optimal disease less than 1 cm. lesion in any one area, will

}?mm’g 8—eourses—ALfter 8 courses the patient will have 2nd look

ponse has occurred. If the patient has less than clinical respouse,

CHN:ZAL APPROACH:

the patient will be followed If there is less than complete response, the patient wi’

determined by the investi-
$usp oF SusJzcts Spled: gator.

FY-82; ApPPTox 100/¥T Yo, (1o pare): Berors ComeLeTion 07 Stuay:

Sertous/noxe - H T A e Ve iz .

Peen 39 Grade §ip E"Fferilﬁﬁ SEBEETS BRI L, IHPBREGLVe 1940 R AB4nu JRETE have
_cytes Grade IIT or IV toxicity noted. There have been 5 patients with Grade III GI
ConcLusions: toxicity.

Too early for conclusions.

PusLIcATIONS 0 ABSTRACTS. FY-82:

None
PROGRESS DURING FY-82: There have been 101 patients entered into the protocol

in the entire GOG of which 68 are presently evaluable. Walter Reed has entered
5 patients to the protocol.
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Darg: 19 Nov 82 Mogx Unitr flo.: 4182 Status:  InTerim XX Fypoa

StarT1G Date: February 1981 Dave oF Comerevion: 1988

Kev ViorDs: Malignant Ovarian stromal tumors, VAC, Adriamycin

Time ¢7 ProuscT: The treatment of Women with malignant tumors of the ovarian stroma
wlth comblnatzon of V1ncr1st1ne, Dact1nomyc1n and Cyclophosphamlde, Phase III, and
. ] 2 aliona 5 an_stroma refrac-

tory to Pr1mary chemotherapy

PagecieaL InvestiGaror(s): ___COL Robert C. Park, MC

Asscciate Investicaror(s): LTC Paul B. Heller, MC

Faciuity: WRENC Depr/Svc:  OB-GYN/GYN Oncology Service

Accuur_ative FEDCASS Cost: Fecumnative Cenitract CosT: Accuv.uum_\;;-Sumv Cost:
NA N NA

FY-83 |_ Et.: Cow%xr Cost: Szhaxu CosT: Eﬁ:«ﬁ AE’PEg:;’I_;Eﬁgﬁ.;;?O;N. 112

Stuoy 03J3CTIVE: To evaluate the effectiveness of Vincristine, Actinomycin and Cyclophos:
phamxde in the treatment of mallgnant tumors of the ovarian stroma. To confirm comgle
m aluate the response

Prosress Duagiic FY-82: There have been 6 entries to this protocol from the entire
GOG. No entries from Walter Reed at present.

Mumer oF Susszers Stubied:

FY-82: YoraL (yo parz): Berore CompLeTion oF Stuoy:

Szrtous/UnexescTep Stoe EFFects IN SusuzcTs PARTICIPATING 1t PROUZCT(IF 1ONE SO STATE):
None of note

ConcLusions: Too early for comclusions

PusLIcATIONS 0R ABSTRACTS. FY-82:  None

TECHNICAL APPROACH: Patients with Stage 1I, III, IV and recurrent disease completely
resected would be eligible. Patients will receive 3 cycles of VAC. If there is progre-
ssion the patient will be placed on Adriamycin. If there is response the patient will
continue with VAC for a total of 10 cycles. Complete partial response or resectable
disease will be treated by restaging laparotomy. If there is progression at 10 courses
Adriamycin will be instituted. If there is residual disease at restaging laparotomy,
Adriamycin will be instituted. Patients with prior concominent endometiral carcinoma
will be permitted in the study. An additional objective has been added to learn

more about hormonal effects and stromal tumors. (24 July 1981)
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Daey 82 Yook Unit Bo.: 4183 Status:  Intenis XX Fipa .
Srartits Dave: lebruary 1981 fare of ComereTion: 1986 ‘
. Radiation Enhancers, radiation therapy, stage I1B, III and IVA cervical .
Key horos: pnﬂ{wariup rr\ara-:un-_rip nodes !

Time ¢F ProszcT: A Randomized Comparison of Hydroxyurea versus Misonidazole as an
adjunct to Radiation therapy in patients with Stages IIB, III and IVA CArcinoma of

the Cervix and Negative para-aortic nodes, Phase IIT GOG #56 :
Prircipar Isvesticator(s): COL Robert C. Park, MC ;

Asscctate Investicator(s): LTIC  Paul B. Heller, MC
FaciLivy: KRS Depv/Syc: OB-GYN/GYN Oncology Service

Acam_.\y‘kva PEDCASS Cosr: Accmn_mve Coutract Cost: Accu.s:u«_wvs SuppLY CosT:

FY-83 FRREASE:  CowmracplosT:  Supgy CosT: Date oF CommiTreg feprova OF
—_— Frnys ProzRzss RepcRT FER 25 1983

Stupy O3UZCTIVE: To determine whether Hydroxyurea or Misonidazole is superior as a
potentiator of radiation therapy in advanced cervical cancer.

TECHNICAL A2PROACH: Patients with Stage IIB, III and IVA cervical carcinoma confined to
the pelvis who have noninvasive staging by CAT scan, sonography or lymphangiogram.
Histological evaluation of nodes will either be done by surgical staging or percutane
Prodles Dinpeyty Batients with negative nodes will have randomization to Either
Misonidazole and pelvic radiation therapy of Hydroxyurea and pelvic radiation therapy

luBer oF SusJzcTs Stubied: approximately 55/yr
FY-82; ToraL (1o pare): Berore CoveLeTion o7 Stusy:

Serious/UnexpecTeD Sios Errects v SusszcTs Parmiciparing 1o ProuzcT(i7 moxs so staje): There has been
one Grade III and one Grade IV tox:.c:.ty

Concrustoms:
Too early for conclusions

PusLicaTions 0’ ABSTRACTS. FY-82:  None

PROGRESS DURING FY-82: 30 Patients have been entered into the protocol from the
entire GOG.
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DATE19 Nov 81 | Mosx et No.: 4185 Status:  Interin XX Fro

Start i Date: 1981 Date oF Comerevion: 1986

Key 4iomas: Cervical cancer, positive para-aortic nodes, adjuvant chemotherapy

Time cF PROJECT: adjuvant Chemotherapy for Cervical Cancer with Para-aortic lymph
Node Disease

Prircioa [nvesticatoa(s):  COL Robert C. Park, MC

Assoctate livesTicator(s):  LTC Paul B. Heller, MC

Faciivy: WRAILC Dept/Svc: OB-GYN Oncology Svc.
Accuar ative FEDCASE Cost: Recurwnattve Coiimract Cost: Accuvuarive Suppry Cost:
NA__ NA_ NA -
Fi-83 EDCASE:  Contract Cost:  Susery Cost: Dare o CamiTieg Aeproy
~NA__  __Na__ _NA_____ knusy Prosazss Repoar f‘%g 25 1983

Stupy 03JzcTivE: To determine the efficacy of chemotherapy in the overall sruvival of

FIGO stage IIB and IIIB cervical cancer patients with positive gara—agrt@c nodes. To
d jcal cancer stem cells and prediction of

TECHNICAL APPROACH: results in the status of para—-aortic nodes.
Biopsy proven cervical cancer stages IIB & IIIB will be verified. Para-aortic lymph
node_involvement will be verified by surgical staging. Patients with positive lymph

firos:3s Duning FY-82: nodes will have pelvic radiatiom with adjuvant chemotherapy to
include Cis-Platinum, Mitamicence and Bleomycin. Those with negativ
See below pelvic nodes will not be on protocol.

Humser oF SusyzcTs Stupied: 25 ‘
FY-82: ToraL (1o DATE): Berore CometeTion o Stuov:

Sertous/nexrecTeDd Sips Ereects v Susuzets PaRTicipaTING I PPOJ..CT(lr HONE SO STATE):
None

Coxcrusions:
None

PusLICATIONS 0 ABSTRACTS. FY-82:
None

PROGRESS DURING FY-8) A total of 7 patients have been eligible for staging laparotom:
Only two of these patients have been entered to protocol because of node positivity.
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Date: 9 Nov 82 { Mook Luir No.: 4186 Status:  InTemiM XX Fins i
StaaTiis Dare:  May 1981 Date_or Comerion: 1987 ¥

Key Jioros:  Poor prognosis GTD, MAC, Bagshawe Protocol i

Time cF ProszcT: A Randomized Comparison of Multiple Agent Chemotherapy with
Methotrexate, Actinomycin-D, and Chlorambucil versus the Modified Bagshawe Protocol

in the Treatment of "Poor Prognosis" Metastatic Gestational Trophoblastic Disease

GOG #57
Princira. InvesTicarca(s):  COL Robert C. Park, MC

AsscclaTe Investicator(s):  LTC Paul B. Heller j

FaciLity: WAL Dept/Sve: OB-GYN/GYN Oncology Service 3

¥

- g &

Accumuative FEDCASE Cosr: Accuan ative Coumract Cost: Recuwmative SuppLy Cos| !

» NA [y

|

FY-83 i’E%S.." : Co.vaﬁr Cost:  SueeLy [osT: Date oF CommiTrEE ForRovA |
A A %‘s Fnnyay, Prosrzss Reporr FI'%B 25 1983

Stuoy Osusctive:To evaluate the effectiveness and tox1c1ty of the modified Bagshawe
Protocol in patients with poor prognosis metastatic gestational trophoblastic disease
Tocompare the effectiveness and toxiciry of the modified Bagshawe Protocol with
TECHNICAL APPROACH: standard triple agent chemotherapy (MAC)

See Below

P- 52a3s Tuains FY-82: 3 patients have been entered into the protocol to date from
the entire GOG. None have been entered from Walter Reed.

Huwmer oF Susuzcts Studied: 12-20 annually

FY-82: Torar (v0 pate): Berore CoreLeTioN 07 Stuny:

Sertous/UnsxpecTen Stos Errects 1 SusuzcTs PARTICIPATING It ProuzeT(i1F HoNE S3 STATE):
None of note

Coxcrustons:
Too early for conclusions.

PusLICATIONS 03 ABSTRACTS. FY-82: None

TECHNICAL APPROACH: Metastatic gestational trophoblastic disease will be randomized t
MAC versus modified Bagshawe Protocol. Patients with brain and liver metastases

will receive respective radiation to these areas. The patients will be followed with
Beta subunit HCG titers. Patients will continue &s lonrg as the Beta HCG is decreasing
at an appropriate rate. ﬂ
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Darz: 19 Nov 82 Moz Luit No.: 4187 Status:  INTERIM XX Firrean

Start1n.s Dave: 8 September 1981 Date of ComeLeTion: Unknown
Key Voras: DAHAD, Advanced pelvic malignancies

Time cF Prouzct: A Phase II Trial of Dihydroxyanthracenedione ((DHAD) in
GOG #26~N

PrinctaaL Investicaror(s): rt C.Park., MC

Assccrate livesticator(s): Heller

FaciLivyy, WRAYC Dep1/Svc: OB-GYN/GYN Oncology Service
Accurative PEDCASE Cosr: Accurnative Coiract Cost: Accwwarive SuppLy Cost:
NA NA N A
Fy-83 FELCASE:  Contract Cost: SupeLy (ost: Date or Comitree forrova O
NA NA NA Fanua Prosrzss Rercrt FEB 2 5 1983

Study J3UECTIVE: Determine the efficacy of chemotherapeutic agents in patients whose
advanced malignancies have been eresistant to higher priority methods of treatment.

TecunicAL AepRoacH; Patients who respond or demonstrate stable disease will coamtinue to
receive the agent until progression has occured. The minimum treatment period will
be one cycle with survival measured to the beginning of the next cycle.

See below **PROS2:3s Duains FY-82:  cardiac monotoring is required before each course of the AJD

in patients previously treated to a total dose of 350 mg/M2 of Doxorubicin.

Musgr oF Suzuzcts STDIED: 25 per disease site

FY-82: Tora. (vo0 pave): Berore CoeteTion oF Stuoy:

Szrious/UnexpecTeD Sipe Ersects I SusuzcTs PaaTicipating it ProuzcT(if naxe s .
RCRIQUS/pNEXaECT ARTICIPATING It ProuzcT(iF hans so STATE):

Covcrusions:  Too Early

PusLicaTiOoNs 02 ABSTRACTS. FY-82: None

PROGRESS DURING FY-82- A total of 10 patients in the entire GOG have been entered

into this protocol.
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Dare: 19 Nov 82 Mook Gnir No.: 4188 Status:  Interis XX Fpooe
StarTiis Darg: June 1981 Date oF ComereTion: 1985

Key Vorns: Cytoplasmic Progesterone and Estradiol Receptors, Endometrial Adenocarcinom

Tite €7 PROUZCT: 4 study of cytoplasmic progesterone and estradiol receptors as
Markers of Progestin Endometrial Adenocarcinomas GOG #58

Princizar IsvesTicato{s): COL Robert C. Park, MC

Asscciate Imvesticator(s):  LTIC Paul B. Heller, MC

Faciity: HRAHC Depr/Svc:  OB-GYN/GYN Oncology Service
Accusnrarive FEDCASS Cost: Accwranative Convract Cost: Accusuative SuepLy Cosy:
NA NA N A,
FY-83 FEDCASE:  Contmact Cosv:  Suepyy Cost: Dave oF Commitres Aornovar Of
9@: A ha Fanya Prosezss Rercat FER 2 5 1084

———

Sruny J3UECTIVE: To determine if Cytoplasmic Progesterone and/or Estradiol receptors
can identify progestin response in recurrent or advanced endometrial adenocarcinoma.

TECHNiCAL APPROACH: Tjigsue obtained by excisional biopsy depending upon amount of tissue
available for studies progesterone and estradiol receptors will be performed on
i ioriti i protocol
Proseiss wains FY-82: 12 Patients have been entered into the study from the entire
GOG. None have been entered from Walter Reed.

lwsEr 07 SusszcTs Stupiea:  60/per year

FY-82: Toraw {70 pate): Berore CoeLeTioN 0F STUDY:

Sertous/UnsxpzcTen Stos Errects i Susszcts Paaticiparing m Prouzcr(is HOME $9 STATE):
None of note

ConcLusions:
None

PusLICATIONS OR ABSTRACTS. FY-82:
None
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Datz:19 Nov 82§ Mosg buer Ma.: 4189 Status:  IKTERIM Feoa XX

Staqtiis Dare: NA Date oF Comstevion: NA

Key bioros:
Time ¢F ProuzcT: A Randomized double blind clinical trial evaluating cholestyramine
prophylaxis for radiation induced diarrhea (Phase II) GOG #53

Paincraa lavesticaror!s): COL -Robert C. Park, MC
Asscciate levesticaror(s): LTC Paul B. Heller, MC
FaciLivy: WRANC Depr/Svg:  OB-GYN/GYN Oncology Service
Accuararive IEDCASE Cost: Aecunuearive Coimract CosT: Accusuative Suppry Cost:
NA NA NA-
Fy-83 FEDCASS:  Cowvrract Cost:  Sueery CosT: Date oF CormiTiEE FPPR O¢
NA NA NA Fawum. Proarzss Peport ELB é 5

Study J3JCTIVE: Assess the therapeutic effectiveness of cholestyramine administered
ptophylactlcally to patlents dur1ng pe1v1c 1rrad1at10n The effectlveness of cholesty-
Tgm : Ses : h adiotherapy plus

See below

Prosazss Durins FY-82:  Tthis protocol has been withdrawn. The protocol was never
implemated.

Muszr oF SusszcTs Stupied:

FY-82: ToraL (ro pate): Berore CometeTion 07 Stuoy:

Szrious/UnsxezcTep Stoe ErrecTs 1h SusuzcTs ParviciPariiG In ProuzcT(iF moNz SO STATE):

ConcLystons:

PusL1CATIONS 0R AssTracTs. FY-82:

TECHNICAL APPROACH: The effectiveness of cholestryamine in preventing radiation-
jnduced diarrhea will be determined in a clinical trial in which patients who are to
undergo pelvic irradiation for malignancy will be randomized in a double-blind

fashion to receive either prophylactic oral cholestyramine during radiotherapy or onl,
placebo.
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Date: 19 Nov 82 Moxx Umir fo.: 4190 Status:  Intous XX Fina
Srartiis Date: 9 February 1982 Dotz oF ComeieTion:

Key Woros: Advanced Ovarian adenocarcinoma, CAP versus CAP BCC

Time ¢ PROJECT: A Phase II Randomized Study of Doxorubin plus cyclophosphamide
plus Cisplatinum versus Doxorubicin plus cyclophosphamide plus Cisplatinum BCG in

PrincraaL Isvesticaror(s?: COL Robert C. Park, MC
Associate ImvesTicartor(s): LTC Paul B. Heller, MC
FaciLiry: WAL Dept/Svc: OB-GYN/GYN Oncology Service
AccuaraTive FEDCASE Cosr: fecwnarive Coutract Cost: Recumuative SuppLy Cost:
NA NA N A
FY-83 EDLASS:  Congract Cost:  Suepyy,Cost: Date or ComiTiee fernouy Oz
HH__ & P JowuaL Prosazss Repor FEB 2 5 1983

§EQL£E£§EQ§} To determine if the addition of BCG to Doxorubicin plus cyclophosphamid
plus Cisplatinum improves remission rate, remission duratiom, or survival in sub-

_; 1 a q ova 3 ad - v omé 8 - = 3 R e ncy and
ACH: duration of true complete remission using these regimens as judged
SEE BELOW at 2nd look laparotomy.

Prosrzss Duaing FY-82: 36 Patients have been entered into this protocol from the entire
GOG.

Mumer oF Sussicts Stuppe:  150/per year

FY-82: ToraL (10 pate): Berors Comoretion oF Stuoy:

Ser1ous/UnzxeecTeD Sioe Errects 1 Susuzcts Paaticiparing 1n Prouzct(iF ioxg s3 STATE):
None of note '
ConcLusions:

None

PUBLICATIONS O ABSTRACTS. FY-82:
None

TECHNICAL APPROACH: To determine if the addition of BCG improves the results of

treatment. The total durationm will be 8 courses. AFter that treatment will be
stopped. At the completion of 8 courses of treatment, the physician may not be
able to detect any left over cancer by routine exam. The physician will propose
surgery to determine the completeness of the response to chemotherapy or to
provide removal of residual cancer.




Davz: 1/24/83]) Hosx Buet No.: 4191 Status:  Interim X Fios
StarTinG Mave: 21 Sept 1981 Dare nF CrwerzTion:
Key tioros:

Time 7 PROJICT:  pyp RELATIONSHIP BETWEEN OVARIAN STEROIDOGENIC
ENZYME ACTIVITIES AND OVULATION.

Princtoal [nvesTIGaTOR(S): Munabi, A.

Assccrate ImvesTicator(s): Klein, T.A.

Faciuivy: WRAYC Depr/Svc: 0B-Gyn
Acaunative FEDCASE Cosrt: AcewanaTive Conmract Cost: Aecuwative SueeLy Cast:
(0] 0 ‘0
FY-83 FEDCASS:  Cowntract Cost:  Sueery Cost: Dare or Comitree ferravar O
0__ 0 0 hawyp Prozazss ReroRTFER 95 1987

Srupy D3UZCTIVE: To determine if follicular estrogen production
can regulate ovarian thecal androgen production by modulating

TECHNiCAL APPROXCH: Measurement of steroid biosynthetic enzymes in

human ovarian tissue, correlation with intrafollicular E2 levels.

Presess Duatns FY-82: Technical problems have been encountered in
tissue enzyme measurement.

iwser aF SusszcTs Stupien:
2

FY-82: ToraL (vo pare): 2 Berore ComeLeTiON 07 STUy: 10O

Sertous/Unexpzcten Stos Ereects 1n Susuzets PaaTtciparing 1n Prousct(is 10N SO sTATE):

None

CoNCLUSIONS:  Efforts are underway to resolve problems above. No
further patient accrual at present.

PusLicaTions 02 AssTracTs. FY-82:

NONE
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DATE: 27 apr 82 Work Un1t No.: 4514 StaTUS: [ITERIM FINAL xyy

STARTING Date: 25 June 1974 Date 07 COMPLETION: 23 Feb 1982

Key WORDS: 1ndium In-111 DTPA, Cisternogram, CSF Leak, Hydrocephalus

TiTLE OF PROUECT: clinical Evaluation of Indium-111 DTPA

PRINCIPAL INVESTIGATOR(S): poucLas van NOSTRAND ,M.D, LTC,MC, Asaf Durakovic, M.D. MAJ, MC

AsSoCIATE INVESTIGATOR(S): Richard E. Stotler, LTC MSC, James H. Corley, MAJ, MSC

FaciLiTy: WRAMC Dept/Sve: Nuclear Medicine Service

AccumuLaTiveE MEDCASE AccumuLATIVE CONTRACT AccumuLATIVE SuppLY

CosT: $0 CosT: $0 CosT: %0

FY-&; MEDCASE: (ContracT CosT:  SuppLy Cost: |DATE oF COMMITTEE APPROVAL OF
$0 $0 $0 ANNUAL ProGRESS REPORER 25 1983

MQ_T_L\/_E: The purpose of this study was to evaluate the efficacy and safety
of the radiopharmaceutical In-111 DTPA in the evaluation of cerebral spinal fluid
flow.

No modifications have been made to the original protocol.

EB@ES_&MEQM-BZ During the period 1 Oct 81 thru 23 Feb 82, a total of

7 patients were studied.

NUMBER OF SUBJECTS TO BE STUDIED BEFORE COMPLETION OF STUDY:  yowe

Ser10us/UNexPecTeD SIDE EFrFects IN SUBJECTS PARTICIPATING IN PROJECT:
NONE

mmﬁ: Of the 7 patients studied there were 2 Normals, 2 with Communicating
Hydrocephalus, 2 with Normal P-essure Hydrocephalus, and 1 with a blockage of CSF
flow. The reason the project is terminated is that Indium-111 DTPA has been approved

by the U.S. Food and Drug for routine use In
PL_BUCATINS oR ABSTRACTS.. FY'&; cisternography. Effective 24 Feb 82.

None




DISPOSITION FORM

For use of this form, see AR 340-18; the proponent sgency is TAGO.

REFERENCE OR OFFICE SYMBOL SUBJECT
HSWP-XN Termination of Clinical Investigational Projects

T0 C, Clinical Investigation FROM C, Nuclear Medicine Svc OATE 27 April 1982 CMT 1
ATTN: LTC Boehm WRAMC LTC Stotler/msm/61186
WRAMC

1. The Clinical Investigational Service is notified of termination of three investi-
gational projects.

a. Work unit #4524 - Technetium 99m HIDA for Hepatobiliary Scintigraphy

b. Work unit #4528 ~ Technetium 99m Labeled Di-isopropyl-ida (DISIDA) for
Hepatobiliary Scintigraphy

Reason: A better IDA analog Tc99m DISIDA (Hepatolite NEN) has
received U.S. FDA approval for routine use in diagnosis of
hepatobiliary disease.

c. Work Unit #4514 - Clinical Evaluation of Indium 111 DTPA

Reason: Medi-physics NDA for Indium 111 DTPA received U.S. FDA
approval 24 February 1982 for routine use in cisternography.

2. Attached are final reports for all three projects..

DOUGLAg
LTC, MC
C, NUCLEAR MEDICINE SERVICE

AN NOSTRAND, M.D.

481
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Darz8 FEB 83 Vork Uutt fig.: 4523 Status:  lurenty Firas X
Startins Dare: Date oF ComereTiCNH:

Key %-‘o.ggs: Glomerular Filtration Rate

Tite ¢F Prodsct:
Determination of Glomerular Filtration Rate Using Radiotracer Techniques

Painctaal Isvesticaror{s): Frank Atkins, Ph.D.

Asscctave ImvesTrearor(s): Douglas Van Nostrand, M.D., LTC, MC
FaciLivy: WAL Depr/Svc: Nuclear Medicine Service
Accuan ativs FEBCASE Cost: hecurmaarive Coumract Cost: RocusaTive §uam_v Cost:
FY-83 FEDCASS: Contaact Cost:  Suepry Cost: Darz o= Commitreg ferroyy O
Eanya. Prosrzss Pepear "tB 25 18
Sruoy Q3JzCTIvVE: o
NA
TECumiCAL APPROACH: -
NA
Prosazss Durpns FY-82:
NA
Mw3zr oF SusscTs Stupren:
PY-82: Totau (topate): . Berore CoweLeTion 07 Stusv:

Sertous/Unsxpecten Sips EFFects 1n Susuzcs ParTicipariag 1t Proszet(1F 1oNe s sTATS):

NA

Concrusions:

Study terminated without action.

PusLICATIONS OR ABSTRACTS. FY-82:

Na
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DATE: 27 apri1 1982 | Hork UNIT No.: 4524 STATUS: INTERIM FInaL_xxx

STARTING DATE: 5 March 1981 Date oF COMPLETION: 6 April 1982

Key HORDS:Technetium Tc-99m HIDA (Hepato-Scan) (Lidofenin) Hepatobiliary Scanning.

TITLE OF PROJECT: Technetium 99m HIDA (N-2,6-Dimethylphenyl Carbamoylmethyl
iminodiacetic acid) for Hepatobiliary Scintigraphy.

PrINCIPAL INVESTIGATOR(S):DOUGLAS VAN NOSTRAND, M.D. LTC MC, Asaf Durakovic, M.D. MAJ,MC

ASSOCIATE INVESTIGAIOR(S): Richard E. Stotler, LTC, MSC , James H. Corley, MAJ, MSC

FACILITY: WRAMC Dept/Sve: NUCLEAR MEDICINE SERVICE
AccumuLATIVE MEDCASE AccumuLATIVE CONTRACT AcCUMULATIVE SuppLY
CosT:__$90 CosT: $0 Cost: %0
FY-8: MEDCASE:  ContracT Cost:  SuppLy CosT:  |DATE OF COMMITTEE APPROVAL OF
$0 $0 S0 |AnnuaL Procress ReporTFEB 25 1983

SIDY OBJECTIVE: clinical evaluation of Tc-99m HIDA as a diagnostic tool in
hepatobiliary disease.

IEQ&NIQAL_AEEBQACH;_ No Modifications were made to the original protocol.

-3X: 82 During the period 1 Oct 81 thru 6 April 82 a total of 38
patients were studied.

NUvBER OF SUBJECTS TO BE STUDIED BEFORE COMPLETION OF STUDY:  NONE
Ser10us/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT: NONE

CQQCLUSIQNS'Of the 38 patients referred to Nuclear Medicine for this study there were

* 19 Normals, 5 Hepatocellular Dysfunctions, 4 Chronic Cholecystitis,
3 Acute Cholecystitis, 2 Cystic Duct Obstructions, 1 Indeterminate, 1 Duodenal/Gastric
Reflux, and 1 patient refused the study. Project terminated because a better IDA analog

Te- D A epatolite as receive .S. FDA
FY-8d: oo prover for outine wee in 21s hepar

approval for routine use in diagnosis of hepato-

PUBLICATIONS OR ABSTRACTS,

NONE hiliary disease.




_Datz: 6 Oct 32} Hoax Luir io.: 4525 Status:  InTemnXX Fira

StARTI:G DaTE: 17 Mar 81 Date oF Cometevion: 1 Sept 83

Key hioras: T 131 6-B lodomethylnorcholesterol (NP-59, Adrenal Imaging)

; TIe cF ProUsCT: Intravenous Administration of 131 I~6-B Iodomethylnorcholesterol
! (NP-59) for Adrenal Evaluation and Imaging..

| Princieai luvesticaror{s}: Douglas Van Nostrand M.D. LTC MC
i Associave lmvesticator(s):  Richard E. Stotler LTC, MSC
!

r Faciuivy: WRAIC Dept/Svc: Nuclear Medicine Service i
i Acasaravive FEDCASE Cost: Accunative Conrract CosT: Accuuarive SJ;;;;-E;;"" 1
. -0- $0 $0 ;

FY-83 FEDCASS: Conrract CosT:  Suspy CosT: Date oF ComiTTee AeerovaL OF |

i _$o $0 $0 Fowuas, PROSRZS3 REPORT FEB .-25 1983 :

i

Stuoy OsgzcTive: Clinical evaluation of NP-59 as a diagnostic ageant for the
detection of adrenal-cortical disorders. iy

TECHNITAL APPROACH: Ag gpproved by C.I.C. study is now open to patients under
; the age of 18,

Prosress Duawis FY-82: 3 patients were studied.

Muwser oF Susezcts Stupten:

FY-82: 3 Tora (vo pats): 4 Berors CowLeTion oF Stuoy: 46

Sertous/UnexpecTed Sips EFrects v SusuzcTs PARTICIPATING It ProuzcT(IF 1oxe SO STATE):
NONE '

=

LoNCLUSIONS: 0f the 3 patients studied there was one normal and 2 positives i
congistant with bilateral adrenal hyperplasia.
The agent is proving to be a useful diagnostic tool.

PusLIcATIONS 02 ABSTRACT.. FY-82:
NONE
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Darg: 6 Oct 82 LL‘&‘-&: Uit f0.: 4597 Sratus: _Inrerin ™ Fira
Srgres Daté: 1 peg. 81 Patz o Cowrzrion: 1 Dac 84
Key looos:Lymphoscintigraphy, Tc99m Antimony Trisulfide Colloid

TiTLe ¢7 Proszct: Technetium (Tc99m) Anci
scintigraphic Agent. mony Trisulfide Colloi.d - A Lympho~

Princraal mvgsricarsals): R.B. Shaw, MAJ MG
Assccrate Livesticator(s): Richard E, Stotler LTC, MSC

FaciLivy: WRAY Dept/Svc: Nuclear Medicine Service
Accumn ative FEDCASE Cost: Becuanative Contract CosT: AocuMULAT (VE sup;;LY CosT:
$0 30 $0
FY-83 ERCASS:  Conteacr Cost:  SueeLy LOST: Date oF Commitrae f
. . B 5 . = M TEE RPPROY L 0-
.iB___ ¥ 3@ fanua ProzRzss RePcRT FEQ 25 1983

~———

Stuoy D3JECTIVE:  Clinical evaluation of Tc9%m Znt:imony Trisulfide Colioid in the
anatomical location of the internal mammary lymph nodes in patients with

TECPRTEY "ASPR0ACH: ° One-time exception to perform antimony trisulfide colloid scan
to investigate lymphatic drainage from melanoma in the region of the left

(10Aug82)
Prosa:3s Durins FY-82:  Studied one patient during this period.

wsErR oF SusJtzcTs Stupied:

FY-82: 1 ToraL (70 patz): 1 Berore Comeretion oF Stuoy: 9

Sertous/Unzxezcien Sioz ErFects in SuauzcTs PARTICIPATING I PRouzcT(IF (ONE SO STATE):
NONE i -

" Comerustons: Agent proved useful in evaluation of lymphatic drainager

PusLIcATIONS o3 ABSTRACTS. FY-82:
NONE

PP ) % i




DISPOSITION FORM

For ues ot this form, see AR J40-18; the proponent agancy is TAGO.

AEFERENCE OR OFFICE SYMAOL SUBJECT
HSHL-XN Annual Progress Report - Work Unit #4528
¥OClinical Investigation PROM ssst C, Nuclear Med Sve PATE 17 SEP 82 oMT 1

MAJ Shah/msm/61186
1, No investigative procedures have been performed under protocol work unit #4528.

2. As of March 1982, this protocol has not been followed as FDA approved the same
investigational drug for general use.

2

3. The protocol work unit #4528 is effectively terminated as of March 1982 following
FDA approval for DISIDA in general populatcion.
\,\/(./

o

%?MOD‘

MAJ, MC

Asst C, Nuclear Medicine Service
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A D b i 0 & bR VAR = ¢ 1k e

DaTE: 27 april s2 | Work UNiT NNo.: 528 Status: INTERIM Finapom

STARTING DATE: ~ DATE OF COMPLETION: 26 April 1982

Key }iomps:

TiTLE OF PROJECT: Technetium 99m Labeled Di-isopropyl-ida (DISIDA) for
Hepatobiliary Scintigraphy

PRINCIPAL INVESTIGATOR(S): R.B. SHAH, MAJ, MC

ASSOCIATE INVESTIGATOR(S):

Faciuity: WRAWC DePT/Svc: Nuclear Medicine Service
AccuuaTIve FEDCASE AccumuLaTIve CONTRACT AccumuLaTIVE SupPLY
CosT:__© CosT: 0 CosT: Y
FY-81: MEDCASE: ContracT CosT: SuppLy Cost: |DaTE oF CoMMITTEE APPROVAL OF
0 0 0 ANNUAL PROGRESS RePORFEB 25 1982
Y LVE: Clinical evaluation of Tc99m DISIDA as a diagnostic tool in

hepatobiliary disease.

HN PR :

Procress DURING FY-82¢  The study was never instituted as Tc99m DISIDA (Hepatolite

NEN) has received U.S. FDA approval for routine use in diagnosis of hepatobiliary
disease.

NUMBER OF SUBJECTS TO BE STuDIED BEFORE COMPLETION OF STUDY: NA

Ser1ous/UNexPecTeD SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT: na

CQﬂQLQ§lQﬂ§: The study was never instituted as Tc99m DISIDA (Hepatolite NEN) has
received U.S. FDA approval for routine use in diagnosis of hepatobiliary diseasc.

PuBLICATIONS OR AsSTRACTS, FY-83¢ None




Date: 6 Oct 82} Voox Unet lo.: 4529

Status: lureiniy XX Fisa:

Sraariis Dave: 1 May 82 Date of Coveericn: 1 May 85

Key loeos: Spleen Scintigraphy, Splenic Trauma, Heat damaged Tc RBCs.

TiTE ¢F ProszcT: Comparison of liver/spleen scintigraphy, selective spleen scintigraphy
computer tomography, and ultrasound in the diagnosis of splenic trauma.

Paiscieai IswesTicaror!ls): Douglas. Van Nostrand, M.D. LTC MC.

Assoctate lmvesticatoR(s): Richard E, Stotler LTC,MSC, Ralph Kyle, John Shermsn MAJ,MC

Jon M elilstrup MRS, MC —

FaciLivy: I e Depr/Svc: Nuclear Medicine Service
AccuranATivE rEDCégE Cost: Accw.nn.sag(vs Coivract CosT: Accu.»:mssbr Vs -§’-J;;I:Y Lost:

FY-83 FEDCASS:  Cowtmact Cost:  Suspry Cost:
_$0 $0 30

Date oF Cosmitres feeravar O

Psnys Prosazss Repcrr FEB" 25 1983

-

Sruov Osuzcrive: To determine the sensitivity and specificity of fc Sulfur Colloid
Liver Spleen Scan(LS), Computer tomography (CT), 99mTc heat damaged red blood

c
TEctiticA A°PROXCH:  No changes to original protocol.

n _the diagnosis of splenic trauma.

Prosriss Duninis FY-82:1hig 1s a new protocol and no patients have been studied

under it during FY-82,

Nunsz2 oF Susszcts Stuptep:
FY-82: 0 ToraL (v0 pate):

0

Berops ComereTion 07 Stuny: 30

Ser1ous/Uuzxpzcren Sipe Errects i Susizcts PaaTiciPATIiG It ProJzcT(1F movE o STATS):

N/A None

Concrustans:
None

PusLICATIOMS 02 ASSTRACTS. FY-82:
N/A .




Dare: 1/21/83 Vosk Uurr Bo.: 4601 Stavus: etz X Frow

Sraqriig Dave: 1967 Date o CowsteTic:: 1985 §
Clinical trial, Hodgkin's, radiotherapy |

Key Vomras:
TiTee ¢7 Progzer:

Participation in the National Cooperative Study of
Early Hodgkin's Disease '

Paincizal Isvesricarcr(s): George B. Hutchison, M. D. Harvard, Boston @
Asscciate Imvesticator(s): Raymond B. Weiss, M. D. Walter Reed ‘|
Facruivy: WAL Depr/Suc: Hematology-Oncology

Accunrative PE(I)JCASE Cost: Rccuranarivs OCosamacr Cost: hecwrarig Suppry Cost:

FY-83 FEDCASE:  Contaact Cost:  Susery Cost: Dave o7 Commitres ferrovar OF
0 0 0 iy Prosezss Rercrt FER 25 1983 |

Stuoy O3uzcTive: TO determine the effects on survival, ~disease extensTon, and 4
complications of therapy of differing irradiation volumes in
3 [ - .

TEcHicy APPROAMHTThis clinical trial was randomized and prospective, comparing !
localized irradiation to clinically involved region with extended field irradiation !
—to clinically involved region plus regions suspected of being sites of sub-clinical
disease.Prosezss Duans FY-82: Interim report submitted for publication i1n 198Z, undergoing
revision in response to reviewers. Paper submitted at meeting of NCI, September, ?981,
and published 1982. Extended follow-up to 15 years shows no reduction in mortality.
KuwsEr oF Susszcts Swuptep: 460 - :

FY-82: Nno new access TRAs &To parz): 460 Bzrorz ComsiLeTion oF STusv: 460

SertousUusxazcren Stos Errects v Suadscts Praticiparing Pnc.:;cr( IF povE s3 state); None
in current follow-up year. .
Concrusions: To date comparison of localized fields with extended rietds of

! therapy of early Hodgkin's disease has not shown a clear superiority of
} either technique within 15 years of follow-up.

PusLicaTI0NS 0R AssTRacTS. FY-82: g ryival and Extension-free survival following
involved and extended field therapy of Hodgkin's disease, stages [ and II.
In preparation.

Fuller, L.M. and Hutchison, G. B. Collaborative clinical trial for Stage
I and II Hodgkin's disease: Significance of mediastinal and nonmediastinal
disease in laparotomy- and non-laparotomy-staged patients. Cancer Treatment
Reports 66: 775-787. 1982.

[y )

)
?
Y
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Date 29-9-82 | Yok Unir lo.: #4703 Status:  Inrzium X Fioa
Starriis Dave: 1 July 1981 Date oF Cowrerion: L april 1983
Key Yords: Pharynx, swallowing, fluoroscopy, vileorecordirng
Time cr ProJicT:pharyngeal Swallow: Prospective Incidence of Lisease

Princrear Invegricaroris}: David J. Curtis,M.D., arnold Friedman,¥.D.

Assoctate Imvesticator(s): Abraham Dachman, M.D., Eugene Maso, M.D.

FaciLity: WRAYL Depr/Svc: Diagnostic Radi ology/WRAMC TV
Accuan avive FEDCASE Cost: hecurmaarive Coimract CosT: I A;cw:w.;mvs.éjeau C;s-;:“-
. n Py A . : N ° A . N . A .
FY-83 FEDCASE:  Cowtmact Cost:  SuprLy CosT: Date o CommitTTEE FerrovaL OF
N.a. N.n, N.A. Fanyar, Prosaszss aso»

Determine criterla ¢f normal pharyngeal awallowmg by proapective
TECHI TS B i tToms
Questionnaire cf thirty-eight gquestions filled out prior to

PRoAs s AT ﬁ-ﬁ: : )

Computer entry of questionnaires. Review ¢f 200 of 100 swallows.

stﬁﬁgpé.!zg{fts;wmaa: 819 swallows performed; 227 questionnaires
FY-82: &7 ToraL (1o pate): 227 Berors CovoLETiON 07 STUsy:

Sertous/iexeacTed Sips Errects 1 SUSJZCTS PARTICIPATIHG Int PpaJ_cr( IF BONE SO STATE):
None

~foxaLusions: No conclusions have been maie in that all lata must
be generated prior to mstching by computer tc zaintain the
prospective nature of the stuiy.

PusLICATIONS GR fasTRacTs. FY-82: Laryngeal dynamics, 6RC Critical Reviews
in Diagnestic Imaging, 18:29-80, May 1982.

430
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Dave: Vosx Unit Bo,: 4704 Sratus:  Intenun Fira XX
Startics Dave: ' Dare oF CoveLeTicii:

Key Viomds:

Time cF PROSICT: ) rRASOUND SCROTAL SCANNING.

Princiea, luvesTicaror(s):

Lynne Blei, MD

Assoctate Investicator(s):

Facnivy: WAL - Depv/Svc:  _Dept of Radiology

Accuear avive FEDCASE Cost: Acmmr;vs Caiiract Cost: Accuueative SuepLy Cost:
"FY-83 FEDCASE:  Contract Cost:  Suey Cost: Dave o= Commitree i@mm %

kanyaL Prosrzss Repcar 5 1983

Stupy O34eCTIvE:

TECHNicAL APPROACH:
" Pros223s Dunins FY-82:

Nuszr oF SusszcTs Studien: _

FY-82; Tora., (vo patz): Berors CoweLeTion oF Stuoy:

Sertous/UnexezcTen Sios Errects 1n SusJszcTs PARTICIPATING It PROVZCT(IF HaNE 5 STATE):

Concrustons:
Dr. Blei 1is no longer assigned to Dept of Radiology.
She has left WRAMC.

PusticATIONS 02 ASSTRACTS. FY~82:

T e Tt Yy Am AT opes

N g




Date: 1 Oct 83 Vo Uuer Ho.: 6021 A Status:  lnreier X Fries

Startiis Dare: 1 Septémber 1982 Date oF Coverevion: Sept 1985

Key boros: LHRH in Children i

Time cr ProsicT: Gonadotropin response to LERH in Children and
Adolescents

Privcrpal Investicaroa(s): Chandra M, Tiwary, MD, LTC, MC
Asscciate lmvesTicator(s):
Faciiry: WRAC Deev/Svc: Pediatrics

Recuswr aTive FEDCASE Cosr: ACCL?*M.ATFVE Couvract CosT: ﬁ;cw;u.ﬁmvs SuppLy CasT:
Nil : Nil - Ni1l

"FY-83 FELOCASE:  Contract Cosv:  Suspry Cost: Dare oF CormiTTEE ra.=r-.°\e~ﬁ 07
$1,300.00 $2,300.00 Fanuss, Prosrzss Perort TEB 25 19099

To use LHRH as a diagnostic agent.in evaluating
hypothalamic hypophyseal gonadal axis

TECHHICAL APPROACH:

e e eyt i o

Same as in the protocol

Prosezss Duriis FY-82:  ppproval to use the LHRH from HSG was not received
till the end of August 1982. We used LHRH in two children in
i —available on one _ oatient

WHBER OF Su3JZCTS STUDIED: ‘
FY-82: 25 ToraL (vo pate): 2 Berore CoweLeTioN 07 Stusy: 75

e e W (W Vo

SzatousUnzxezcren Sioz Errects v Susuzers PaariciparinG 1t Prouzer(is fons s9 STATS):
none

1 ConcLusions: No conclusion can be drawn, only two patients have beef
R studied and the serum gonadotropin results are available only in
‘ one patient. I would like to continue the study.

PusLicATIONS 02 ABSTRACTS. FY-82:

NIL




Darz: o Uuit Bo.: 6025 Status:  lureius X Fiea,
Sraqrics Dare: Dare of CosereTion:
Key Yoros:

Time cF ProyzcT: Role of surface tension measurement of amniotic fluid
lipid extract in prediction of development of RDS in neonates

Princrea IsvesTicator(s): Chandra M. Tiwary, M.D.,LTC, MC
Richard Landes, M.D., COL, MC

_AssoctaTe InvesTicator(s): 3 M Doy LT MC q
Faciuiiy: WAL l Depv/Svc: Pediatrics ' A

Acamwrative FEDCAE Cosr: Recemnative Conrract Costs Accu:-m.-.\nvs SupeLy Cost:

FY-83 FEDCASE:  Cowvmact Cos:  Suepry Cost: Date o Commitreg f\PPR"‘IAL 0z J

Fairys, Prosezss Rerort FER 25 1983

Stuoy JsJzcTive: To measure surface tension of amnlotic fluid 1lipid extract
and to correlate it with the subsequent

g prior to and during laborE

TECHAicAL APPROACH: No Modification

Prosezss Duats FY82: pypteen amniotic fluid specimens have been analized.
The total number of specimen analized -to date has been 105.

Busssen 07 Susszcrs Stupred: .
Fy-82; 1> Tora (ro pate): 97 Bzroas CowsLeTION 07 STusy:

125

Serious/Unzxescren Seoz Errects e Susuzcrs ParricIPaTIiG I Prouzet(1F povs so STATZ):

HNone

ConaLusions: surface tension of amniotic fluid is useful in predictrﬁg
the occurence of RDS in the neonate. ’

A low ST of the amniotic fluid suggest possible occurance of a complication
iu the neonatal period and that infant child should be observed care-
fully Quring the first few days.

PusLicaTioNs ox AssTracTs. FY-82:NIL




4 H
; - 1 =
* . . ‘
Dixz: Voo usr B3.: 6026 ’ Stavus:  nvzinnm x Frion
Starviis Dare: - ) Dars oF CO‘?LETIC:I: |
: Kev Vieoos: ) ' L
Tine ¢ Paouscr: Tracheal -agpirate- surface tension as a prognostic . B i
indicator in 1nfants w1th resp1ratory dlstress syndrome (RDS) |

P?t':cr?a,. ai. TavesTiciroe{s): Chandra M. Tiwary, M.D., LTC, MC _ ...~ + . ...

Ri.cha.rd D.. Landes, -¥;D.., COL ) (M

._Asscceate In s_(c.amo(s)

- Facnaty: "!?.F:".C i . -
Acazanative YEOCARE Cosr: B l’m.w,mw C&mcr Co-r‘ Acm.w.:o.mr Supery Cos-.

& Dept/Sve: PeQi-atrlcs LT

e TPee PEROSE:. Cowact CosT:, &w Cose: Iy —
SR T T . , Pmua.?ao:a.5> vEpeGRT EER 25 1983 ,
T Swoy Osseriver < e T R :4"".' ' ‘
: Emais.e: RoppoacH:
' - Pgaﬂz 35 Duan FY-82; No tracheaT asplrate sampies were su'ﬁTﬁTt‘t‘é’d’“‘b‘E‘C‘ause

d. intubation, we -have not_measured surface
tension on -any- spe33é§§ si hce submission of the last report -

twazr oF S.xs.,:crs Stupien: 30

FY-82: - Tora (TO pATE): . - Beroes Cmsrm o7 Stuov:
Szrrous/UnzxpecTeD Sms Errecs m S.ts.rc.s P;a.ucm.nws n P.....l_cr(:.- BT S3 STATE): .
R none - <L S, L L e
- L-_‘ Lorarustans: Our preliminary results were encouragmg and we would
like to cont:.nue the study . e ' -
..‘. . o C e L . . _ '_.:.;&‘_ : : ”
by -5 -l

PusLications ox AsstaacTs. FY-82: L . ‘ —




Dare: NOV 82 Voax Unet No.: 6030 Starus:  lutzinm Frroa X
Staariis Date: 22 OCT 79 Date oF ComereTio: MOV 82

Key Yioens: Neutrophil chemotaxis, agarose
TiTLe cF Proyzct:

Studies of adult and newborn neutrophils under agarose.

Paincizac lavesticarsals): Faul J. Thomas, MD, LTC MC

Asscciate ImvesTrcator(s):  Doris Burgess, et al

FaciLivy: WG Depr/Svc: Pediatric Hematology-Oncology
Accusnaativa FEOCASE Cos hecumaative Conitract Cost:

ACC'J:"ULATIV: SuprLy Cast:

FY-83 FEDCASE:  Cowrmact CosT:  Suspy Cost: Dare o= CommiTrez Aomrovar OF
FnusL PROSRZSS REPCRT FEB 25 1983

Stuny OsJyzcrive: To study the chemotaxis of adult and newborn neutrophils
under agarose accordmg to the technique of Quie, et al and to roughly
otaxis.
T"C”"'"’"J- F2PROXCH:  Chemotaxi- nsing agarose plates and varying the types
of chemoattractants and the: concentratxon of neutrophils with electron
chemotaxis.

Prosazss Duains FY-82: Additional attempts to get reproducibly reliable re-
sults using this technique have been unsuccessful. The technique, has,
therefore, been a disappointment.

fuwsza oF Susszcrs Siuprep: Newborn: 6; Adult: 22

FY-82: NB:1;AD:2

ToraL (vo parz): NB:63AD:22  pooror covsy crion oz Stugy: VA

Szr1ous/Unsiezcren Sios Errects In Susszcts PaariciParins i Pasuzet(is HOME s2 sTaTe): NONE

Coxcrusigns: This technique, although potentially useful because of the
relatively small amount of blood required for the test, has been too
unreliable. for us to draw any conclusions about it. Our work with other
projects has relegated this to low priority and there does not appear to
be any good reason to pursue this technique any further. OQur recommen-
dation is the closure of this protocol.

PusLIcATIONS 03 ABSTRACTS. FY-82:

NONE

e g o e s e e =




. Annual Progress Report

Dare: 3 JAN 83 | {fox Uiy Bo.: 6032 Stavus: feteiu 7. Fres
Starriss Dave: Undetermined Date 0F CoeLeTicy: 30 June 84

Key bos0s:  Gavage Feeding, Transcutaneous Oxygen, Nasogastric, Orogastric

Timee cr Provzcr:
Effect of Nasogastric Feeding Tubes on Oxygenation

Paincrean Jsvestieatcals):  Richard D. Landes, M.D., COL, MC, USA

Assoctate lmvesricaror(s): John Nading, M.D., LCDR, MC, USN

FaciLivy: WRRYC Depr/Svc: Pediatrics
Accuranative FEBCASS CosT: Fecurnnativa Conmract Cost: Frowiarive SueeLy Cost:

"FY-83 FEDCASS; ntaact. Cost:  Syapt : Date o= CommiTree AerravaL 0f
ﬁg :S§Oo. 88' 0 31 ,‘508).550 FrinyaL Pnoss;ésscRepi::?af"Lan2 5 1983

Stuov JsyzcTivE: To determine if there is a clinically s-{gnificant difference in
oxygenation during the use of nasogastric versus orogastric gavage tubes.

[y

TecHiicAL AoPRoACH: Approach 1s to continuously measure transcutaneous PO7 to
compare the effects on oxygenation of neonates while being fed via nasogastric
stric tubes, Differences in oxygenation between the two feeding

RO5R:35 DuRtn5 FY-32: The study has not been started to date due to the lack of
appropriate hardware to record and analyze continuously recorded data. A

request for funding and purchase of the necessary equipment was submitted to
l.r‘aé?. AT Y .. yEE

FY-82_:___'1-_ Tora. (1o parz): -0- BeFore CosPLETioN OF Stuny: Approximately 30

SzriousMuz@zcten Sips Errects I Susuzcts PAaﬂch;.rms 1t Prouzcr(ir wons s3 stars):
None . . ’

CoxcLustons: Request John Nading, M.D., LCDR, USN, be added as

Co-investigator and that funding be approved so that this study may

be completed.

PusLicATIONS 02 ABSTRACTS. FY-82:

None
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Dave: 25 Jan 83] Yok Cusr fio.: 6034 Status:  luteiin XXX Fisae

StaaTiis Dare: 15 January 1982 Date ¢ CowteTion: 1 April 1982
_Key biopas: oral decongestants; oral decongestant-antihistamine mixtures _ _

TIME ¢F PROJICT: The effectiveness of_Ora%.‘ Decongestants  and .
Decongestant-antlnlistamine mixtures 1in the treatment and prevention of

otitis media and secretory otitis media.

, Peter M. Zawadsky, M.D. LTC(P), MC
Principar Jsvasricavoals):  Pediatric Infectious Disease Fellow

Assccrate Investicaranls): —

Eaciivy: WREE Dzpr/Sic: Pediatrics

Accweap arive PEBCASE CosT: Aoovpmarive Cosmract Cost: eeuuATivE SueeLy Cost:
"FY-83 FEDCASE:  Cowrmact Cost:  Suseey Cost: Date oz CommiTTes forrovaL OF

Farya. ProzRzss Reecat FER 25 1983
Stupy d342cTIvE: To determine how widely oral decongestants and decongestant—'
antihistamine mixtures are used in children with otitis media and

—

TSIy

—~—————geeretory—otitis-me .
TEcHsicA, APPRONMB00 physicians (200 ENT, 200 gen. pediatricians, and
200 family practitioners) were polled by questionnaire to determine how often

stant-antihistamine mixtures.
Prosazzss Duatiic FY-82:  Questionnaires were mailed. Over three months
a total of - questionnaires were returned fully answered. Tabulations
of results are now being completed.

fuis=R oF SusszcTs StuptEd:

60 I ’
FY-82: ¢ ToraL (1o parz): 600 Bzrorz CovLeTion 0F Stusy:

Ser1ous/Unsxazcren Sios Ersects i Susszers Paaricipatiioc 1 Prouzet(1F noss s9 sTats):

Conarustons: A preliminary summary of results indicate a significant number
of physicians in each specialty employ decongestants and Jdecongestant-antihistamine
miztures. A prospective clinical research project on the efficacy of these
medications is being designed. The preliminary results af the questionnaire
will be submitted for phblication.

PUBLICATIONS 02 ASsTRacTs. FY-82:

- 497
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Darz: Oct. 82 | pome Gner B2, 6035 ) Stavgs: luvemiy ¥ Feow

Startiey Dave: " Oct. 82 Dare o Costericn:  Sept. 83

ey Veas: Groyp B g;;gn;ggngg'al antigen, newborn neutrophil aggregation
TiTLE & PRouscT: poes Group B Streptococcal Extract Caase Neutrophil Aggregation
_ and Chemotaxis in Adults. C. TR 4 .

. .
° sav om .. " * smum Pe 9 o0 - e m.. wees e

RN

ﬁ o " ._ASsoctare IeveEsTreatoa(s): Dr. ‘Paul-‘f“Fhomas Teie . T yer o T TE o o LRI

_ N atiic He Oncotpgy - T
- Facmaiy: WROL - ) Da'r/Svc Pediatric_ Hematology/Oncology RS

Am.nmnvam(:osr- - ﬁcam.artvc Cmm\crto'r Accun aTive Susey ('mr S ‘
N/A SNfA T WA - .-

. : S: . Conrs Cm‘.&m.t‘nsf: DA ComitTee

: oo F‘l-&: PSBCAS‘: : ‘wq_ S - .. Nmr &:P:’ms"z Ra'atrmm{gawzs 1987 - :.f-t‘::-_

R L Sy D3.=crive: To demonstrate adult neutrphil aggregation and chemotaxis in the '
SRR presence of a recently 1slolated extract of group -B streptococci

R . TECsticu AerRoacH: . .- :
t : . ,:See attached page - - - 4 R

) Pm 2235 D.mrr FY-82. .

.., See attached page e R .

MBE:’GFSUB.:CTSS‘IDIEB-..4 : - - S
FY-82: 6. 7 ToraL (ronar) g Bssmtmemxoss : 30 .

Scpxot:s/lln:mren Sm: Errects m Sus;-crs Parriciparies 1n Pm.nscr(xs IONE SO STATE):
e _none . . . ) °

.
e e T Lo T

M- 1). Group streptoccal extraet (from USUHS) can ‘cause chemataxis of

adult PMN s (further documantation needed), ang possible aggregation 0£- actult- - )

PMN'S ti) Further technical time needed. N .' oot e -
. . * . . . e L . . . N . " " . ;..‘.: 4 ..:.;‘.; . -.' '
- - * . . ... ;a:“..“‘.:‘: L. . |
) PusLiCATIONS O AsstracTs. FY-82: B T e 1
: B . : . .- - 1
. ]
. ® 4
L }




TECHNICAL APPROACH: Group B strepoccocal extract is isolated and supplied

to us by Dr. Val Hemming from USUHS. Standard consentrations of cells are studied
after addition of this agent, in a Sienco Dual Chamber aggregator. Chemotaxis
will be done using Boylen chambers and adult PMN'S treated with, and without Group
B strepoccocal extract.

solution.
PROGRESS DURING FY 82: This extract has not been soluable in water / Pres-

ently, USUHS is supplying us with a more purified product. There is some evidence
that this extract may act as an aggre gating agent. It also appears to have chemo-
tactic properties. Further studies with recent purfied extract has been seriously
limited by lack of technician time (they are involved in other investigational pro-
jects). These early results need to be confirmed, as they will add greatly to the
significance of this substance, as described by researchers at USUHS. We need
furhter technician time to complete and possibley exténd the newborn PMN study.
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Dave:ocr 82 J Vol l'v‘l'.!j_ijjgw 6036 |fuawsy lomes xR
_Stazres Dare; Nov 81 _Dateer Lamrnen:  Oct 84

key Voras: Newborn neutrophil, aggrecation, chemotaxi.s

Tine o7 PooJicT: Effects of Lactoferrin on Aggregation and chemota.xis of Newborm

Neutrophils.

Paiscizal liwesricarsnfs): Bruce A. Cook Maj, MC (until 7/82) _
Thomas A. Olson, 'L"c t. é‘lc (aﬁter 7782) )
»

Assoctare livesticaisi{s): paul J. Thomas, MU,

Faciivy: IB4E Peor/Suc: Pedlatrlc Hemat:oloe,y/Oncology
AccuaTive FEWCASS Coa: | Aecuswartve Casioct L[);;""";-‘-;.:;,:;""""‘""""""
K = At - Wb N il - fvz Su2eLY r’)

N/A N/A N7A

77 sl PR031s3 Ageoar FEB 2.5 1983

——— ————— e e e -————

e o > " 2 " L = = e © o s e o o ————— =~ e emet e .

Sty Osuscrive: To study the effects of Lactofearin on the chemotactic and aggregating

FY-83 FEDCASE: Cg.‘ﬂ\!’.,\CT Cosr: Surey Cusr: (h Ur CoiTiis resasovaL Oc

abilities of newborn cheutrophils.

TECHNI AL A2PROATH: _
See next page

Prosazss Duawes ;1-( o T I s
‘See next page

Pwssr oF Susrscrs Sveloran o T s

FY-82: ¢ Torae (o pais): __.___.6,_'__*____ Bzeopz Cveeeriovor Sv: 39

Szr10us/himacien Sivs FiFects in Suadacrs BairiChiartig 0 Pumscolle 1o 2 e nras

none

(ui¢Li318i5: 1) minimal work has been done due to other protocols and technician

2) Preli.minary data indicates that further studies should be done to determine
“the observed effects on irreversible newborn aggregates 3) study should con-
continue until Oct 84, as one year has been insufficent time to collect data.

-~ . X - . S m e s te e e e
1

LG TIONs G g AT Ty

none
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Technical Approach: Using approximately 1x10-.cells/nl normal adult and newborn
neutrophil aggregation will be studied with a Sienco dual channel aggregometer.
Lactoferrin will be used at various counterotations to determine if it will induce
aggregation., This will be compared with standard agents much as ZAS and FNLP.

In a slight modification, lactoferrin will be added after known aggregating to deter-
mine its effect on the irrereversible nature of newborn neutrophil aggregation.
Chemotaxis will be studied with lactoferrin using adult and newborn cells in
Boyden chamber and difference compared using counts/minutes., Transmission and
scanning EM's will be done on the aggregate, also increase number to 30 to do
adequate aggregation, 10 to do chemotaxis.

Progress During FY 82:

We have only studied three newborns and adults to date. We do know lactoferrin

is in high concentration in neutrophils, and breast milk. Other studies have
shown that lactoferrin has a role in apgumenting the bacteriacidal effect in
conjunction with rabbit PMN'S, but its effect on human neutriphils is not known.

In our preliminary results, we do not see lactoferrin as an aggregating agent,

but it was able to cause deaggregationvgreviously unpermeable aggregated newborn P
MN'S. This is a phenomenon we have not seen before. As further study, this res-
ponse is essential because of the need to find agents which will cause the newborn
PMN to deaggreate.

Our studies have. been seriously delayed because of the lack of technician time. We
have to compete with other investigators for her time. Also newborn cells are

not readily available. For this reason, we had to delay studying the phenomemenon
and we have been unable to do chemotaxis. We will be able to spend more time with
this study during FY 83, It would be helpful if we could get authorization for our

manpower justification.
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Dave:l Oct 82) Vo Uit lio.: 6037 Status: Mureitsg X Fraoe
Starriis Date: March 1982 e of Coserion:

Kev Voaos: Diet Obesity Insulin Glucagon
Time 7 Proucci: Effect of Dietary Modifications on Weight Change in obese

Children with Different Insulin Responses to Glucose and Leucine
Challenges.

Pagrcieai lsmvesticaisals):  chapndra M. Tiwery. M.D.LTC, D. Boberts R.N.

Asscciate livcsticara(s): Mery L. Maras RD; Wolfe J. Rinke PhD, RD

Faciurvy: WA X Dept/Svc: Pediatrics
Reauewative FEDCRXE Cosr: hecumnarivz Coutract Cost: kecwmarive SuspLy Cost:
: =0- . 16,625.00 ~ 600.00
FY-83 FEDCASE:  Contaact Cosv: Suepry Cost: Dare oF Comnveg bovnovar 07
=0~ _7000 150 Feinya Prosazss Resckr FEB 23 1983

Technical -Approachs :Req cell Nas/K P&T Pase has not_been_determined because the
laboratory technician at the USUHS left. We will try to measure this

at-the vediatric regearch lahoratory Walter Beed Army Medical Center.
Study Objective: To determine if specific dietary modifications can result

in improved weight reduction in certain categories of obese children. To

 §8¥8LAP.5 BEOTALS,ToR REAC £RIDATER DY $AFRELALInG.GRERgD charecteristics
Prosnzss Duapne FY-82; Six patient were tested, two were hyperimnsulifiemic to
both glucose and leucine load, one was hyperinsulinemic to glucose only.

Two were an control diet. Two on low sugar, one on low protein diet and
s s—%e—be—p&+~e&—a—géaiay—;&ginaas___nna_sirl on low

WH3ER OF SUBJICTS SIUDIED: gqugar diet has completed the study. She lost weight.

FY'szi_____ Tora. (vo DATE)_:__ Berozz ComoLETiON 02 Stusy:
Serious/Unexpzcron Sioz Errects 10 Susszers ParvtCipatiic 1t ProuzetCis novz s srare):
- :
Conerysi0:s: y
No conclusion can be drawn because of small number of subjects
.. studied.
- PusLicaTioNs o2 fssTrRACTs. FY-62:

~ | 502

-




Darz: OCT 82 Yok Luer Bo.: 6101 Status:  letEiiy X Fioa,
Sraqtiy Davre: 2 MAY 80 Dare oF CoweLeTioN: 83

Key Vorps: Acute Lymphocytic Leukemia, Relapse, Extramedullary Sites
.'Fl‘rLE ?FPPOJEC‘I" POG #7834, Second Induction and Maintenance in Acute Lym-
’ phocytic Leukemia, Phase III (Amended)

PairCIPAL I.‘&‘ﬁ\'l&\wﬂ(s}: Frederick B. Ruymann, MD, COL, MC

Assoctate ImvesrrcatoR(s): Payl J. Thomas. MD, L'zg. MC et al

Factivy: WAL Depv/Svc: Pediatric Hematology/Oncology
Accuswative MEOCASE Cost: heewnarive Cairacr Cost: Accw:uu\nvs SuppLy Cost:
N/A . N/A N/A
FY-33 FEDCASS:  Cowteact CosT:  SuspLy CosT: Date 0= ComiTTee FeprovaL OF

Fanyse Prosezss ReporT EER 25 1987

Stupy Q3uzcTiveE: Investigate the effectiveness of multidrug conditions in
the re-induction and maintenance of remission' in acute lymphocytic leuk-

TECHNICL APPROXCH: Randomized study between two maintenance arms after
induction with vincristine, prednisone, and adriamycin. This protocol

site radio-
Prosiss D'.mnr. FY-82: therapy protocol.

No WRAMC patients were entered on this protocol.
liu1ser oF Susszcts Studied: -

Fy-82: N/A ToraL (10 'DATE): N/A Berors CessLeTioN 0F Sresy: VA

Serrous/Unsxpecten Sios Errects i SusszcTs PARTICIPATING Int ProuscT(is pavs $3 STATE):
None " ; N * .

ConcLustans:
Study remains open for extramedullary disease

PusLICAT{ONS OR ABSTRACTS. FY-82: None
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Darz:ocT 82 Voss burr fia.: ﬁlQB_,_-__-._i’!‘zﬁ{éf..li_ﬁlé.il'i'i!_&._ L I
Sr,\sm:.‘.; Date: 3 MAY 80 Daeg e Lo zrren: 83

o — s s e et e = ot

Kev VoRus: m-AMSA, acute leukemia (relapse), non-Hodgkin's lymphoma.
" TiTLe cF Ppouzct:POG #7919 Evaluation of m-AMSA in Children with Acute L
emia and Non-Hodgkin's Lymphoma in Relapse, Phase II.

_Pauscraa IivasTrcatcals): l‘rederick B Ruymann. MD COL MC

Asscgrave Invesvicaior(s): paul J. Thomas, MD, LIC, MC et al

Faciiivy: IRENC spr/Suc: Pediatric ilematologYIOncolosy
Accumparivs FEBCASE Cost: Rectum artve Coinact Coste | A f[.]'.'-.".",'.}"éj;;"? """"
H Al W AT ive i [ WLATIYZ LY LOST:
N/A N/A NJA 95t
FY-83 iE A,‘SE: Cg‘ﬂmcr CosT: Sﬁ'}‘}\y Cosr: U,\rc 0= ComiTree fonzovar Oz
o Fanyar, Prozazss Repcat gppp 25 198

Stuay Osuzcrive: To stidy the “effectiveness of m-AMSA~ds am indy GG1NE - a‘geut"
for acute leukemia and non-Hodgkin's lymphoma in relapse.

TECi L AapR0ast: Non-randomized study for non-Hodgkin's lymphoma and for
acute non-lymphccytic leukemia; randomized between two different dosage
schedules for acute lymphocytic leukemia.

Prosazzs Luains FY-82: one patient entered in FY-81 (one entered in FY 80 also)
with transient response of the peripheral counts but no apparent effect on

—the marrou,. e e e
fige 07 Ssdsas Swwoien: T
Fy-62; 0 Tora. (o pais): E_______ Barauz Covsmerion oo Siumy: M/A

— —— e ——

Szr10us/UiExPECTE0 Sios EFRECTS 11 SU3JTCTS PArtiLsmar o e
None at WRAMC howeverr, reports nétlon'& ok “slgv%f' B %aﬂdia?: Jarryt
~uith several deaths attributed to this side effect, .

ConcLustons: Study remains open with the precaution of cardiac’ monit:ortng“*

- s e et

along with careful watching of electrolytes, since the arrythmias may be

lated 1 t
I;J%;taetie%%s %}o?nemowgges 1ent:ered on this study in FY 82.

st S = - — L+ S ¢ ¢ 5 = . v Wn bt n e M o Cee e me

Pesiacartons oe Aosinaias. 1Y 82 NONE

S04

o e e T e

SRy I
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Darz:oer g2 | Mo lwir big.: 6104 A Starst it X R

et o e ——

Staqries DavE: 14 JUL_80 Darg oz Cossricn: 83

hey JoRDs: Rubidazone, recurrent acute leukemia e )
TitLe ¢7 Ppouzer: POG # 7818 Evaluation of Rubidazone in Children with -
Acute Lymphoblastic and Acute Myelogenous Leukemia, Phase II

Painciaas [nsyticaroals): Frederick B. Ruymann, MD, COL, MC

AssoctaTe InvestiGaioa(s): Payl J. Thomas, MD, LIC, MC et al
Faciuivy: WA Dipr/Svc: Pediatric Hematology/Oncology

-.._-_--_-_-’.—--—o------.--- e T e en o kL o = o = 2 o o

Accuanativs FELCASS Cosr: hecwtinavve Coiicract CosTs ﬁfﬁr:um’rlvs SupeLy Cos:

N/A N/A

FY-83 i"ﬁ(l‘ N Cg\} TRaCT Cost: S’ﬁ'}',{' Cost: Pave 07 ComiTiee Aomaovar 0¢
A Fanyag, Prosazss Depcar EER 25 1983

S A e e e e e e e . - - - e o oo

-

Stuoy O34icTive: To study the effectiveness of Rubidazone in inducing remissions
in children with recurrent leukemia. '

TECHNICL A%PROATH: Randomized study of two dosage schedules of Rubidazone.

™ n Y

Procazss Luaus FY-82: One additional patient entered in FY 81 (ome in FY 80)”
with a transient marrow response (acute lymphoblastic leukemia).

Huszr oF Susascis Sworen:

FY-82: o Torae (v ‘u.u"-.-')_:_ 22 .. Berose Cesterion 07 Srusy: N/A

TS e o i v s cangegete- =

Sertdus/UnaxpscTen Sies Eirects i Suicts Parmie oot i Pansrei(ls I13NF 83 STATs);
NONE : N v

ConcLyusions: e study remains open; more patient accrual is needed. Group

wide, the drug appears to be effective. . '

[usitcarians o2 Mt s, 1Y 82: NONE




Dave:ger 82 | Vo Uwir Bo.: 107 . ___IStarust Merewn o Fise X
Srarrizs Darg: 14 July 80 CDare_or Camrnion: Nov 81

Key Vomas: Anguidine, acute leukemia in relapse o
Time c7 Poouzcr: POG # 7810 Evaluation of Anguidine inm ChiTdren with———

Acute Lymphoblastic and Non-Lymphoblastic Leukemia in Relapse, Phase II.

PatrciaaL lnwestroarnals): Frederick B. Ruymann, MD, COL, MC

Assaciate lnvesticatox(s): Paul J. Thomas, MD, LTC, MC et al

_Faciuime: WA Depr/Svc: Pediatric Hematology/Oncology
Accusanarive FELCASE Casr: Recu ,.IQ-"cE".I._IdEcE,T ----- f- f-'c.:n;:.—u:: (ve SuopLy C i
I\l 3 - wit » - i b . AN ‘\rl: S 2 C"‘ M
N/A N/A N‘7A \‘ SPPLY LO5)
CFY-83 EPCASS: Cg.\ﬂ{!,\.cr CosT: Saﬁ.-hv Cosr: Dave oF Commitive fopzovar OF
- R _ Fanga, Prozazss fispcar BER 2 5 1987

Stuay Osuzcrive: To study the effectiveness of anguidine 'i‘x\{.h'cfﬁél’n‘g"i“émﬁﬂﬁs
in children with acute leukemia in relapse. )

TECHHicA, A"PR0XX: Non-randomized study of a;éuidine with dosage modification
depending on degree of toxicity.

Prosazss L FY-§2: No new patients entéred in 1982 (one patient-entered--
in FY 80 with transient response).

Nasza oF Susd:cis Siubien:

FY-82: 0 Tora (o paiz); 1 Berors Comserion oF Siuoy: VA

- ———n e
o ———

Sertous/UExazcren Sies Errects 1n Suzszers Parmicioariic tn Proszet(1F i302 $3 sTare):

NONE _ : <

Coscrustoys: The study is closed. -:ﬁlsﬁﬁiﬁé_ ‘made no . apparent contribution

to overall disease-free survival. It may have some use in monocytic leukemia,

but the number of patients studied was minimal.

Pl ICATIONS 0.8 fesitinairs, FY-22:
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Darziger 82 | Vo Lner ko, 6108 Swargs: lerciny ki X
Siarrins Dave: 24 MAR 80 D6 Comryicy: 10/21/81
MO@P, OPP, brain tumors :

Key biorps: o -
TiTee c7 Peoszct: POG # 7621 MOPP versus OPP in the Treatment of Children
with Recurrent Brain Tumors, Phase III.

Paisciaas lewistiaarcals): Frederick B. Ruymann, MD, COL, MC

AssoctaTe lewestiGaroa(s): Paul J. Thomas, MD, LTC, MC et al

Faciiivy: WRAC tpr/Syc: Pediatric Hematology/Oncology j
AcauanaTive FEUCASE Coar: | Accumiartve Coneact COST: | AGCRmUATIVE Surmy Costr

ke e fos A.(v- SuzpLy Cost: _

FY-83 I"fyg\SE: Conrract Cost: Supiey Cosi: Darg o7 ComiTrig foms '

nact Cost: ; S 07 Cormitriie femiavaL O¢ :

N NJA N/A by Prosazss epoar m ]

— I

Stuoy O3uzcrive: To study the effect of vincristine, prednisone, "and procartazine !

TEcHiicy, A#P20aCH: Randomized study stratified by tumor type.

P e e Sy

- ————— e i ——

Procazss luawg FY-82:  No WRAMC patients were entered on this study.

e ———  ———— e e ® S S . ——————— e .
- ——— - o - e

Mg oF Sustscrs Suiren:
FY-82: 0 Toraw (vo paig); O

——— .

_ Bseorz Covseerion of Sruv; N/A

Szrious/izxascren Siez Firecrs m Susszcts f'ﬁgﬁnt-.‘.mm 1 Pisgzei (e hons sJ STATS):
-

.

CuNCLUSIONS: The study was closed 10/21/81. The final analysis of data
has nor been completed. :

——————— — 1t — | - o & <

PUSIICATIONS 02 faSTitaar s, I\J -lied & éed. onc. 4,253, i978
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Dare:gcT 82 Voas Lugy Ko, 6111 o Styy: _leriean T P,
Srarrizs Dare: S S TS CRUET N — .. 1983

Key biowds:  Anguidine, recurrent brain tumors

Time 7 Proszct: POG # 7812 Pi;a_i.uation' of Anguidine in the treatment of
Central Nervous system Tumots, Phase II.

-— - —

Parseioac Tuwgsticara(s): Frederick B. Ruymann, MD, COL, MC

Assoctate lovesticaiga(s): payl J. Thomas, MD, LTC, MC et al
atric Hematology/Oncology

_Procnaary: WAE

R R B e o 0 emmn e - o e @ e o

iPr/Syq: Pedi

et e it il b I D L LR A sy gugmphipipepsatyn

Accurarariva FEOCASS Cosr: Recensiar vz Caniraact .tosr- Recwarive S T
= 35 ceerwicarive Cors : : s SupALy Cost:

N /A N / A N /:A A . Y]

FY-83 P;{%I\SE: Cﬁ.\ﬁ,\ct Cost:  Susmy Coir: Dare 07 CommiTrc fopaovar Oz

N/A FanvaL Prosazss fescar FEB 25 193

Attt LTty gty

- ———— - -——

Sruoy 034zcrive: To study the effeet of intravenous anguidine given weekly
in children with recurrent brain tumors.

———

————— e =

TECHN IS A*PR05011: Non~randomized study with dosage adjustments for impaired
liver, kidney, and bone marrow function at the time of starting therapy.

Pro5azss Duaing FY-52:
: No WRAMC patients have been entered on this study to

date.
sz oF Susscis Swioteu: NA T T T e
FY-82: 0 Tora (ro paie): _‘_’_~~ . Berorz Corsterion o7 Siugy: N/A
Ser1ous/Unzxezcien Sips Frrecrs i Susazcrs ’;fc.n-c.n;»-.-._r‘u:c i Pisuzci (e i ;.Tshr;?e—)—:% T
NONE . I

T T e i s ————

-C-gi:g:':-——-—,S(ons-: Sf-UdY remains open for non-astrocytomas. T T e el

— TR .- - .
Fl.hl,le\”OJ) 02 sl s, [ {-52: Abstract submitted to ASCO.

508
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Dave:gcT 82 Voax Luer Lo 6112 ls:“ruy lur.:'ll _ ____f_l_;f_)_,’__.xﬁ___
Staaryzs Dave: 16 JULY 80 g o Cogermien: 1982 _
Key 'RDs: Rubidazone, recurrent solid tumors

Children with So

Time cF Puoyzer: ?G #T m% é’ras ER}&S%?E of Rubz.dazone 1n the Treatment of
]

¢\, Frederick B. Ruvmann, MD, COL, MC

Painciea Tvasrcarals

Asscctate livesticaigals): paul J. Thomas, MD, LTC, MC et al

_Facieivy: 1RARY B Depe/Suc: Pediatric Hematolopy/Oncology
Fecesuative 120CASE Cosr: Aruu‘;n-\u;;:-éu'... wer Cusr: Feowwarive S

3 3 : Ol AV IVE u : CCIL AT ivE SupeLy Cast:
N/A N/A N/A !
Fy-83 téﬁ/\&i Cg{u‘}r'{ucr Cast: %ﬁ-hv Cosr: Darz o Cormi Feg Foazaval 0f

- Fanya. Paoiazss fpoar FEB-25 1983

. > 2 = o e o 42t 0 o v o i A o O o o
N L Y T =y ynynyuipipngny Y P —— "

Study J3JiCTIVE: To study the effect of rubidazone on recurrent solid tumors
and brain tumoss in children.

TECHNI TN F2PROACH:

Non-randomized study with dosage and ad Justments for
impaired liver, kidney, and bone marrow function at the time of beginning

Procre e i FY-82: ¢
022355 Luans b No WRAMC patients have been entered on this study.

Nwsse oF Susaicis Sctvien:

Y-82; 0 Toraw Goeng): 9 Beroug Comserion o7 S

e ——————n o - = s -t . R 2 i

Sertgus/Unaescren Sies Lreects n Sussicrs Paiticipari in Piosscr(1F 1352 so srare).
NONE _ N * ',

Concrustgis:  The study is closed. There was no response to the dfug ia
15 evaluable patients.

e e -t s 0+ ime ot e = imn n i eam. ma neme am el s [P

Pant ICATIQNS G it s, TY 800

NONE




Darz:ger 82 | Vo Uit 6115 LSamws:_luromn X Fiw
Staarszs Darg; 21 March 81

_hkey Yoras: Histiocytosis X
Tine o7 faouicr: POG # 7376 Evaluation of the Natural History of Histiocytosis X.

Patscipa lrigricarny(s): Frederick B. Ruymann, MD, COL, MC

—— A emt et . ——— s aiee - s e . - e cee—— . .

Asscctate levasticarox(s): Payl J. Thomas, MD, LTC, MC et al

Faciuivy: BRAC Lepr/Sic: Pediatric Hematology/Oncology
Accuran ativs FEBCASE Cosr: hecwmavive Coiracr Cost: hecuwwarive SupeLy Cost:
N/A N/A NJA T
FY-83 FSPCASS:  Covtmact CosT:  Susey Cosr: Parg o7 Comitreg feproval 0¢
AT N/A N/A Famya Prozazss Repcat EER 25 1983

Stuoy d3uzcrive

*To characterize the course of Histiocytosis X in children who
have not been previously treated.

TECHNICL Adrro,

M Studies of extent of disease, immunologic competence, effect
of disease, and effect of therapy at yearly intervals.

022235 [ FY-82: - T o T
Prozazzs B Y-8 No WRAMC patients have been entered on this study.
Ruser oF Suss:cis Siuoien: ” T
FY-82: ¢ Toiaw Gio Ama’s)_:_ 0 _ Boroes Coscenion oo Sivov: N/A ]

Sertous/MiExascren Sies Lirecrs 1n Susuzcrs PaaTiciparing it PeouzeiQrr
NONE

N2 $) sTave):
. N

LR
. ;

Conceusions:

LA The study is being revised, in order to collect more data
concerning the pathophysiology of the disease.

——— ——— e —— -t = erems o e ————— e - e e

Punticarions o fevinraers, FY-52
ASCO C-335, 1978

Publication: Med. Pediatric Oncology, 8:35-40, 1980, accepted in Cancer
3/17/80, submitted to J. Pediatr. 2/14/80.

‘Abstract: ASCO C-65. 1976; SPR

1976: SSPR, 1977

L Sy : Caasastal.




Dare:oCcT 82 Voad Lhir fo.: 6116 . S«r‘-rus.:'__'ura:.n_la!.mx_ _fis

Staxtiis Date: 2 MAR 80 L D\u G Qo 1983

e

Key Lowas: Hodgkin's Disease, Stage III

Time c7 F20u3cT: POG # 7612 MOPP plus Bleomycin and A-COPP with involved Field
Radiation Therapy in Stage III Hodgkin's Disease in Children, Phase III.

_PrusciaaL l'-".aru.a\rrhf‘ l‘rederick B. Ruymann, MD, COL, MC

—— . .-

_Assocrate Invesricaiod(s): paul J. _Thomas, MD, LTC, MC et al

Facivivy: W8E ) [l:rr/‘?c Pediatric HemaLolo;vy/Oncology
Accurwarivs FEUCAXS Cosr: Fexcean Avtv: Cenracr Cosre Recuwss At ve S;;PL;-C‘L -----
N/A N/A NTATTTT

Fy-83 u.l,‘(ll&. Co muc. Cost: Su_.:.«/‘ N Cost:

Dz o7 Cormi TiEL Fevravay 0F

Fainyag PPO“TSS wruai FER 25 1983

R e e = et > > AP e = = = e o o o o oo

Sruoy D303crive
after chemotherapy with either MOPP+Bleomycin or A-COPP.

TECHiCA A%PR05H: Randomized study between two chemotherapy regimen MOPP+Bleo

(nitrogen mustard, vincristine, prednisone, procarbazine and bleomycin) and
~A=COPP_ (Adriamycin, cyclophosphamide, vincristine, prednisone, and procar-
Pros2:zs luniis FY-82: bazine), followed by standardized radiation therapy, Tollowed by
more chemotherapy with the same drugs.
No additional patients have been placed on the study. The two on study remain well.
rldc'-i:f oF SUJ....L|§ .ubu[a T T T T

FY-82: o Torae Gio 'c.ur-).:_-_g___  Bevaes Comenion on Siooy; WA

Sertous/Unzxazcten Sios Creects 1n Sussics Paa .ucu' i 1 Pecuzer Qe o ‘3 STATS):
NONE : . )
Cow'v U103

..... 13 Study remains open. Group-wide, there does not appear to be any signif-
icant differences in the two regimens.

fus ICArIOts ¢ fvitt r:;, by 32:
NONE

. i J

i i e el
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Datz:geT a2 1 Vo et fio,: 6117 Stasus: lurciny % b

Staaring Date: 14 July 81 Cate_ o Cosg iracn: 1983

rem . vrm o mm—— - e e mesm am e ow e s ea - A . e i w2 e e €

Key MoRus:  CNS leukemia \
TitLe c7 Prosict: POG # 7712 “Comparison of Treatment regimens for the First -

CNS Relapse in Children with Acute Lymphocytlc Leukemia, Phase III.

Frederlck B Ruymann, MD, COL, MC

e e - -

Paircizac Invismisaraals)

Assccrate !e:vasrrcxro:z(s): Paul J. Thomas, MD, L LTC, MC et al

_Facivy: 1A Depr/Sic: Ped1att1c Hematology/Oncology '
Accurrarivs FELCASE Cast: Recewaviva Conrpacr Cosr: Beowwearive Suppey Cosvs
N/A N/A B N7A )
FY-83 "'ﬂ-;': Q‘SE: Conraact Cost: Syzay Cosr: Dl\l: o7 Lo NTTES Fopaoval Q¢
N‘h J“/ A Fanya Prosasss fercar  EER 2 5 1983

[ogp-ymppey - ———— e o o = e o -
= . - n et >

élgﬂLQiESﬂSg To study the effectiveness of radiation therapy and intrathecal
therapy in the treatment of CNS leukemia; to study the effect of maintenance
Qﬁﬁz;yei%?o he erapy vs. no mIintemance-imr-the—duration—of-responser——
After successful therapy with radiation therapy to the skull and
intrathecal thergpy (methotrexate, hydrocortisone, ARA-C), radomization between:

Ao furthen, ﬁhq;apy vs intrathecal therapy evéry 8 WeeKs. Rejuires systemic re-
“Trihuet tvn'prbtbnol in addition to the CNS therapy.

—NO_WRAMC patieuts were entered on this study. .
fluazie oF Swsd7cis Swiped:

FY-g2: 0 Tora Gowenad; O Beroez Casvkiion oF Srpy: NMA
Seetaus/Unsxsscre s ErreCTS 101 Siueis Parricipartic tm Fusas Ci(IE 13 90 ) sTate):
NONE ‘ : * v

A s e - M o s A — s . - o

Conceysions: Study remains open.

R e T

PU:‘L[CAFIQI.\ J3 fL’x xfr':\( [ [ i \)
NONE
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Davz:oer 82 Voo Luer fio.: 6118 ot Status: lercpan X b

Stawryis ave: 14 July 80 .. .. Ouf e Cemioien: g8y —
ey domns: Non-hodgkin's lymphoma . _ . — .

Titee c7 P2oJici: pog #7905 ACOP-plus for Non-Hodgkin's Lymphoma in Children,
Phase III. .

Priscizac ressvicarsals):

Assoctate levesticaioa(s): Paul J. Thomas, MD, LTC, MC et al

Faciaivy: WA ' Depe/Svc: Pediatric Hematology/Oncology
AccurmaTive FEUCASE Cost: | Aectrtartva Cairracr Cost: FeowwLaTive SuspLy Cast:
N/A N/A NTA

FY-83 FEDCASS:  Conrmact Cost: Suzmy Cosr: l’:\l; oF CL..s {TTiL fw-'w/,-

e e g s - - - .

Stuoy Muzcrive; To study the effectiveness of radiation therapy plus ACOP-plus
chémotherapy vs radiation therapy plus LSA -L chemotherapy in inducing and
maim:a.imns_nemissions_in_chu.dhmd_nnn_ﬂugghn_s_L

TECHNICAL APPR0ACH:

Randomized study between the two chemotherapy arms.

ot . —

Paosazss lwaws FY-82: gne patient was entered in I-'Y 82 and i.s still in induction therapy.

The two patients entered in FY 80 are still in remission. The patient entered
..m.-EY_SZ_ha.s. since-died. . __ .
Hwsar oF Susdicrs Scuvizn:

FY-82: 1 Torau (7o pavz): _ 4 __ Bsrous Cemsvrvion o7 : N/A

———— e -

Szrrous/Unsxescren Sivs Frrects 1o Susascis Paicivartas Peegze 1 g $9 stats):

NONE . : Y

LoncLusions: Study remains open

e m———— il e et e — ————— —

————— —— i =& 5 — ———— - —- marie e . =

Pusc (CATIONS 0.8 Asstears. T 8

- 513




Dare:oCT 82 Vo Wt bi.:g11e o 1 [ Swawe: fergws x o P
Syaris Oare; 14 July 80 poge vy (e L METOR 81
Key f0s:  Retinoblastoma, Unilateral .. =~~~

Tine c7 Peouictpoc # 7796, Adjuvant Chemotherapy for Localized Unilateral
Retinoblastoma, Reese-Ellsworth Group 5, Phase III.

re). Frederick B. Ruymann, MD, COL, MC

- - e e S BN S W Cemmen - o o fa - = = e e i = S i Gt - — A W
- -

Paysciaa. lsisricarer
AssectaTe Ievesticaio(s): payl J. Thomas, MD, LTIC, MC et al

_Faciary: AT Derr/Svc: Pediatrice Hematology/Oncology
ﬁiwmunvs FELCAE Cosr: Nﬁ;i\cu:-:u‘.x.'wa Caiiacr Cosr: {}ﬁx-marws SuprLy Caost:
TEY-23 MELCASS. : & y .

FY-83 FSDCASS: Cg.ﬁucr Cost: SJﬁ’.?AV Cosr: Dare 07 Cexmities forzovaL Of

Fanyar Prozazss Repcar EER 25 1983

- - - e e v dm o -

R e b L Py ymymapgiinip syl

after enucleation of unilateral retinoblastoma, Reese-Ellsworth Group 5.

TECHIISY, Aapno‘w'handomized study between chemotherapy with vincristine and
cyclophosphamide vs. no chemotherapy.

Prosazss (1216 F7-82: - There have been no new patients on this study. the

patient entered in FY 81 has had no sign of the retinoblastoma with the
—chemothexapy, . __ __

fiwazr oF Sussscis Swivren: ST
FY-82: 0 Tora (rooais); b __ Eerouz Comovkrion o7 Srusy: N/A
Seercus/Unaascien Siez Errects 1o Suasicis Poticipariiog 10 Pacuzer(1F 1iovs 59 STATS):
_NONE . e o N
Cosusions: Study was closed by the group because of slow accrual from two
groups (approximately 120 treating institutions).

P ICATIONS 0 Aasifita s, [y 42
NONE " n

y




Dara:ocT 82 Voax lmir fi0.:6120 Starus: _livtint X Fisae

Staeryis Due: 14 July 80 Do ae Cogarrrcy: 1983
_Rey bimas: T-cell ALL

TiTLe c7 fouzcT: POG #7837 Evaluation of systemic Therapy for Children with
T-cell Acute Lymphocytic Leukemia, Phase III.

. vm—— ———es  aa e se - -—

l Pateceas lasisgricainife). Frederick B. Kuymann, MD, COL, MC

; AssoctaTe levEsticaion(s): Paul J. Thomas, MD, LTC, MC et al

R - e,

. Frcivivy: BRAC Depe/Suc: Pediatric Hematology/Oncology :
AcCUsur ATIVE n..Uu‘u. Cosr: Azcermnarive Coirract Cost: Reeis -ULr\HV--éj.’F;L-;—E ’;;'...---
N/A N/A N/A
FY-83 FSDCASS:  Conrmact Cost:  Syamy Cost: Date 07 CeoniTiee fopaavar O
Nﬁ N‘h Jﬂn‘ Famyal Prozazss fepcir EEBrZ 9 1983

PR sy i g trputy -
- —~— - - - e - - -

Sty 03J3CTIVE: To evaluate two different methods of chemotherapy for the treat-
ment of T-cell leukemia.

TECHHiCAL APPROATH: Randomized study between the "Duke” regimen and POG-modified
LSA -L regimen. Basically, the "Duke" protocol is a more intense modification

af fheusual ALL. protacols the LSA,-L,ja modified version of Sloan-Kettering's
Prosazss Tuats FY-82: 1ymphoma protocol.

There have been no patients entered on this study at WRAMC in FY 82, Four
‘patients—heve-been—entered-in-—the-past.. One failed.induction. and was taken off study.
fiwsdt oF usJCTS Sid1Zd: Three patients remain in remission.

FY-82: o _ Torw Gopaiz): 4 Beraps Cowmerion oo Sigy: N/A

A A B0 e S e Ty léé!;"’d’ibééd H"t’l"sl’”[r PRI 'thbJ Wigh At ‘of testic-
ular relapses.A_

ConcLustons:  Study remalns oper as™a non-'fa'ﬁa’dmireu‘scmtng"the—ir—m only
with modification to include cranial radiation because of the higher number of
CNS relapses on this arm.

A A+ .. e . et o - A P Y D e S Sy P DU IO S ——

fmLICATIONS G2 Masivac s, (V-84

Pilot Data: Clinical Res. Vol. 27 #5. Abstract A 815, 1979, Clin. Res.

R R Y. 3
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s A Stanus: _lorecin 0 Ry
Date o Cwimznicy:  On-going register

DavEioeT 82 Vo b lia,

SarTyis Daté: 4 Feb 80 _

Key Voss:  Rare Tumors, Childhood
Ttte c7 PaosicT: pog # 7799 Rare Tumor Registry

PaiscizaL lesteaarsalis): Frederick B. Ruymann, MD, COL, MC

_Assnctare [evestiaaton(s): paul J. Thomas, Mp, LTC, MC et al

Facmiry: WA . lepe/Syc: Pediatric Hematology/Oncology
Accurwrativs EUCASE Cost: Aecewavive Couriact Cosr: Aljcu:-n)c..\‘rw;‘ SuzeLy Cosi:
N/A N/A N/A

" FY-83 i-’ﬁ'.!/‘if&': Cﬁ.‘}l;{!ACT CosT: S:Jﬁ,,.

- . e o e e e e e e el = A B - . 2 —— e

tumors of childhood.

TECHNiTAL A%PR0XU:Ragistry with pathology review of patients with rare tumors
with annual reporting on status of patient.

Prosazss [u2uns FY-82: one patient with synovial cell sarcoma was entered on this
protocol in FY 81. There were no new patients at WRAMC in FY 82.

e S cmmrm o n e e e ——— e —— e v ——— e e a2

fiwser oF SussscTs Svupien:

FY-82: o Tora Gooag), 1 _ Beeows Comeverion o Srumw: N/A

————

Sertaus/nexescrzo Sips Errects i Suaazcis Paamnicmariic i Pooszer(is 3z o9 STAIS):
. -
NONE . ) *

—(:QM@: Registry remains open, studies of certain tumors are being planned

using data from the registry.

fuscicarions ox Msanwrs. FY-82: NONE

centlhe

JORIUPRFIC. Sy 4
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Daz:ger 82 L\.fggx. aer oy 6122
Staxres Dave: 16 July 80

] l Swarugs e Ko X
) D I Ge __C Gy T }_?82 .

— e e ————— — e r— o ———

_Kev liorns: CNS Leukemia

Titee ¢7 PeoyicT: 7 c
Methotrexate fozr’:o r’éatxanzeglt of

f Two Dose Regimens of Intrathecal
RATL93E, TP hace 1. ©

-

Parrcioa lnresTicaraals): Frederick B. Ruymann, MD, COL, MC

AsscciaTe lovesticaion(s): Paul J. Thomas, MD, LTC, MC et al
_Faciurry: 1RAC Depr/Svc: Pediatric Hematology/Oncology

o e = o e D v o . A 8 e B o o Ot (0 O D Py iy e 0 By @ O
-

Accuwativs i20CASE Cosr: Recewariva Coniract Coste O o
= . -! i < h 39 . 0 UL T Y=z S: P ST
hee i ﬁfa \. gapLy Cosi

' s 2 Ny - . s ' ,
FY-33 lﬁgﬁ&‘:. ngzacr Cost: S.;ﬁp/o)\v Cosr: Dave o7 Comitres ferrover 0F
_ Fanyal Phosasss fepcar

" o o Aty 20 0 o a7 OO Ay - - - ——— - ot ——- - -
PORpASRAD g Stupy
e e o ot o o @ o e - - -

Stioy 03UCTIVE: To evaluate the effectiveness and toxicity of two dose methq-
trexate dosages given intrathecally for the treatment of CNS leukemia.

TECHNICSAL A2PROACH; Randomized study between standard dose methotrekate and low
dose methotrexate given intrathecally for the treatment of CNS leukemia.

Pracazss [hains FY-82:  No WRAMC patients were entered on this study in FY 8I.

Wz OF SusdiCTs Siuten: R
-” - . .
FY-62: 0 Tota, Giooae): @ Berows Coswgrion oF Sioy: N/A

SertausMusxezeteo Sipz Ersects i Suzgzevs Baaticpartis n Pacuzer(17 pong s srtats):
NONE ‘ : * \

-cq-"—"'-Ji&"’- The study is closed. The accrual rate for patients wa.s'.\'rery small.
The induction rate on low dose vs high dose methotrexate is fairly equal,
More research will be done in this area.

— e ar s — . .. - -

Pris 1cArons a2 festina s, Y-8

NONE




Datg:ocT 82 Vosk Umer o g123 |
24 March 80

Stafuy: _limemin X b
1981

Sragrirs Dare:

_hey Joras: Acute Lymphocytic Leukemia o
TITE c7 Ppoyzct: POG # 7623 Evaluation of Systemic Regimeéns ifi THe Treatmemt

of Acute Leukemia of Childhood (ALinC 12)

Paimcraa Iiwvesticarcals): Frederick B. Ruymann, MD, COL, MC

Rssoctate lnwvesricaion(s): pau) Ir_tmméﬁ:_ﬂD.L_LTC» MC et al
Facitivy: |ae Dgpr/Sic: Pediatric Hematology/Oncology

............ A itttk D SET AT e A proaytpnsgegoptuotuyytaldniymngtgsepsiet —

Accerarariva TEUCASE Cosr: hecuicaitva Coiiact Cosr: | Acowiative Suseey Coste

N/A N/A NTA .
FY-83 "’,5'95"3“3 er.@,\cr Cost: S.Jﬁ:h\' Cosr: Bare 0F ComiTies fepaoya. O
u A / Frium. Prozzzss Bercar FEB 25 1083
IE8 29 1968

e et Ll T P gt iy ypmpmey

e e MYt paumsysaynd

GoY D3UECTIvE . :
Stuoy d3uzcrive: g investigate more intensive therapy vs less intensive therapy
in the treatment of standard risk and high risk acute lymphocytic leukemia, non-T,

TEOREEY, Asproxci: Randomized study between three Treatment Yegimems—with—var-
iation in the -intensiveness of therapy in the maintenance.

Paas2:zs Luayng FV-82: - M
There were no patients from WRAMC put on this study in FY 82.
There have been eight patients put on this study in the past three years. One

119k the B3LAERL] TqIapsed, the othérs athieved a~yatisfactory remission.

FY-82: 0 Tora (ronz):__ 8 Berowe Coscerion o Sivgr: N/A
— —_—— SR
Sertous/Unzxazcren Sios Frrects i Suzaiets Paaricienriig in Pasuzeilir pavz o2 sT472) )
- -

NONE ] . e

Congrusions: Study closed in 1981 with the activation of the next generation
protocol (ALinC 13). Patients will continue to be followed on this protocol.

- - T e e —————

f'iat 1CATIONS ¢ fuistiow s, [Y 70

Monographs in Pediatric Hematology-Oncology (in press)

e




Darz:oeT 82

boyd Lar Bo.: 6124 | Swarws: lircim_ X bi

Sraarers Dare:

24 March 80 h.u € 6 Erie: 1983

key Yioras: Wilm's Tumor

Tine ¢F PaouzcT:

POG #8000 The National Wilm's Tumor Study

—— S N - e e e e ——e——— DI,

Assoctate Liw

Frederlck B. Ruymann, MD. COL, MC

esrrcarozzh). Paul J. Thomas, MD, LTC, MC et al

_Factuiny: WEC Dipr/Svc: Pediatrie Hematolog}'/Oncolop
Accusamativs FEUCASE Cosr: hecun ..‘,‘. ;\;C(. ...;,\c;ca; ------ ;- T (e S P T

2 3 : ;- : SULATIVE S Cast
N/A N/A ﬁfi A sPpLy Cosi
FY-83 IS Ch < (o .\}r;.\cr Cest: SJﬁ?‘AY Cosr: Dare 0z Cormi TTEC fepzovar 07

- Fanyar Prozrsss Pepcar FEB 25 1983

Stuoy d3uzcrive: 4 study the therapy of different stage and histology of Wilm's
Tumor using surgery, radiation therapy, and chemotherapy.

TECHiCAL AProscH Randomized study by stage (I-1V) and histology (favorable-or unfav-

orable).

Randomization between two chemotherapy regimens and two radiation therapy

dosages except for Stage IV and all stages of unfavorable histology, all of which

Procaiss Luaus

i fyY-8°. are treated With maximaI radiation therapy-and-chemotherapy.

“Fout new patients were treated in FY 82, Four are in remission, and the fifth

is still i

n induction therapy. Five patients treated earlier remain disease free.

e e e e ae ek e—

NuBsr 0F Susdcis Swnien: B ' e

FY-82: 5

Torae (vo paiz); 10 Berorg Comsierion o7 Siuay; MA

- ————— . i ee

SentousMuzxezcr

D Sius LreecTs i JJiu-CIJ Pra n(‘lp.rx.u It P. 5J7 Cl(lr r“ < ,J STATS):

%

e —

NONE

Concrusioys: T A
The study remains open.

P‘"A‘BMT:‘“ f\;\ | ‘! ‘:-:12:

Epidemiologic features of Wilm's tumor. JNCI, March 1982, Breslow and Beckwith

PUBLICATION:
“Biology and Management of Wilm's Tumor®., Cancer in the Young, Levine.
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Laef fa,: 6123 Sirust_lurginn X b,

DATZ:QCT 82 Voax
Sraaris Dare: 18 Sept 80 Daig_or Cogmcric: 1983
Kev liRas:  Medulloblastoma, Ependymoma

TiTee ¢ Peouict: poG # 7909 Evaluation of MOPP Adjuvant Chemotherapy in the
Treatment of Localized Medulloblastoma and Epedymoma, Phase III.

Paincipa livgstioarsals); Frederick B. Ruymann, MD, COL, MC

Assoctate lewesrrgaionis): payl J. Thomas, MD, LTC, MC et al

_FaciLivy: h'?k“" _ ) U&Pf/? «: Pediatric Hematology/Oncology :

AcceamaTIv FEGCAY: Cc>r B .[_ng AT c;;._- ------- b -;.;-J,"; """""""""" e
CCUNLL AT [V ‘ : o ive SupeLy Los

N/A N/A NJA PRLY LO3T:

FY-83 | Nﬁ[& Co.‘fﬂacr Cost: SJ=7~ y Cost: Datz 07 Covmitrer fomzovar 0F
banust. Prozazss flercar _EER 25 1983

s e 0 e e = o S e v e 5 1 o o

chemotherapy with 4 drugs (MOPP) in the treatment of localized medulloblastoma
and—ependymoma-
TECHHiCAL APPROATH: Randomized study between radiation therapy with, and radiation

therapy without chemotherapy with MOPP. A non randomized arm has been closed.,

Procazss Luaiis FY-§2: One patient from WRAMC was entered on this study in FY 82.
Patient had a severe reaction to Procarbzine, and was removed from study at the
parents request.

liwsar oF Susszcts Swpien: - e

PY-82: 1 Tora Gopane): 1 . beeues Cosenion of Siuoy: WA

Ted .

Ser1ous/Uisxazcren Sics EFFECTS i1 SUBJECTS PAITICIFAT LG 11t PimJsci{1r fiom S 49 STATS): _
The MOPP courses occasionally result in moderate myelcxsuppression Thls has

c(b'EEn, Sen. wlduced by dropping the dose of nitrogen mustard from 6 _mg/m to 3 mg/m
NCLUSIQNS:

The study remains open.

e - i 0

Pust (CATIONS 04 foviia s [Y 92: T TooTr T T e

NONE

Tt TSt e o 9

et g
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Darz:ocT 82 Hoss Guer Bo.: 6126 Stavus: laremim X Fiiaw
StarTiig Date: 164 July 80 DATE oF CosLeTic:: March 1981

Key liarps: Retinoblastoma, extra-ocular

TiTLE cF PRoJscT: POG # 7994 " Therapy for Extra-ocular retinoblastoma with Cyclophos-
phamide, Vincristine, Adriamycin, and irridiation. Phase III.

PrircipaL InvesTIGATGRLS): Frederick B. Ruymann, MD, COL, MC

AssoctaTe lmvesticaror(s): Payl J -rhomas, MD, LTC, MC et al

FaciLivy: WAAEC Depr/Svc: Pediatric Hematology/Oncology -
Accumnativs FEOCASE Cost: Arcumnvc Casiraact CosT: ACCUMULATIVE SuppLy CasT:
N/A N/A éﬁ.

TFY-83 T A«‘\SE: Cg%mcr CosT: &ﬁ%" Cost: Dave o7 Commitree f\apaam.

kamyaL Prozrzss Reporr FEB 25 1983

Stuoy Jsyzcrive: To study the effect of chemotherapy and irridiation in the
treatment of extra-ocular retinoblastoma by class and degree and type of spread.

TECHNICAL_APPR0ACH:Non-randomized study with treatment specified for each class of
extra-ocular retinoblastonia.

" Prosrzss

[i2it FY-82: The patient entered in FY 80 continues to be disease free.
No new patients have been entered on this study. The study is closed because
up wide).

Huwsex oF Sus.:ecrs Stupsep:

FY-8: ¢ . ToraL (1o DAT:) 1 Berorz ComsLeTron oF Stupy: N/A

SertousUnzxeecTen Sios Errects Sua.:-c.s PRRTICIPATING 1N Paw_cr(ns HIYE SO sn\rc)
NONE - " ) '

Coxcrusians: Study is closed; however, the patient will be continued to be
followed for long term follow-up.

PusLIcATIONS OR AsTRacTs. FY-82:
NONE ‘

e an . —— . - s m e

AT A T,

B Ty




Darz:gCcT 82 Vo Guit Bo.: 4128 Svarus:  liTerin x
Srartiiy Darg; 16 May 80 1983

Fioan

Dave oF ComELeTic:

Key }oR0s: Extra-medullary Leukemia

TiTLE cF Peouzcr: POG # 7901 Rescue Therapy for Non-CNS Extra-medullary Disease
in Children with Acute Lymphoblastic Leukemi.a. Phase III,

ParereaL Investicarcals): Frederick B. Ruymann, MD, COL, MC

AssoctaTe Investicator(s): Payl J. Thomas, MD, LTC, MC et al

Facruivy: WAL - Dept/Svc: Pediatric Hematology/Oncology -
Accurapative FEICASE Cost: Recurs a-_A;v:Ca.mAcr Cost: kecuuearive S :
W A Nﬁ WLATIVE uppLY CosT:
"FY-83 EDCASS:  ConraacT CosT:. Supery Cost: Dare or CosmiTreEE Aorro
7 : : va. 07
YT%‘-_ N/A WA FamyaL ProzRzss REpCaT ‘

Stuny O3JiCTIVE: To determine the effectiveness of radlacioxi therapy to local areas
of extra-medullary,’ non-CNS leukemia.

TECHiiCAL APPROACH: yon-randomized study using specified amounts of ‘radiation

therapy for extra-medullary sites of leukemia relapse. Requires concurrent

—systemic chematherapy.
Prosess Duaiig FY-82: One patient previously entered in FYBO. No new patients
entered on this study in FY 82,

lluser oF Sus.rcts Stupien:

FY-82: o0 . ToraL ('ro nAT.-.) 1 Berors CowsLETion 0F Stusy: N/A

Snzgé%us/ll.\:sx.ﬁcrso Sios Errects i Susuzcers PARTICIPATING 1M PROUZCTSIF ROME SO STATE):

Coucrustons: Study remains open with apparent reasonable success of therapy re-
ported by the group.

PUBLICATIONS OR Assm/\crs. FY-82:
none

- 822

o it e ikt i
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Datz:oeT 82 | Mosk Guir fo,: 6130 Swarus:  larciuy Fiae X
Staqrins Dare: 22 Oct 80 Date o Covererion: 1981
Key }:ORDS: Neyrohlasroma

TiTLE cF PpouicT: POG # 8002 Combination Chemotherapy with Adriamycin Cis-diamminedi-

cloroplatinum, Vincristine, and Cytoxan in Children with Metastatic Neuroblastoma,

Stage IV.

ParscisaL lwesTicaroals): Frederick B. Ruymann, MD, COL, C

Assoc taTe Investicaron(s): payl J. Thomas, MD, LIC, MC et al
FaciLity: AL Depr/Svc: Pediatric Hematology/Oncology -
Accuswrativs FEOCASE Cosr: Bocuriarive éc’imacr CosT: ACCUMULATIVE S
3 = ~ < W : C S ouPP H
N/A NA AT v CasT
FY-83 it A\St: C%‘}]Z!ACT COST:_ Sdﬁl}LAY Cost: E:}zs 93=ng:21 ;—igﬁcfppgs\m_ 0z .
_ . anvaL Prozrzss Repcar FEB 25 1987

Stuoy Osuzctive: To study the effectiveness of intensive“multidrug chemotheTapy
on stage 1V neuroblastoma. ’

TECHuiCAL APPROACH: Non-randomized study using four drug chemotherapy regimen
devised by investigators at Washington University, St. Louis, MO.

" Prosazss Duajne FY-82; No- WRAMC patients were entered on this study in FY 82.

Mls8Er oF SusJzcTs Stubied:
FY-82; 0 Torz (ro pate); 0

Berors CoveLETION OF Stusy: N/A

Ser1ous/UnzxeecTen Stos Errects i SuduzcTs ParTiCIPATING 1M PROUZCT(IF HONE 50 STATS):
NONE L o ,

ConcLusioys: The study has been closed due to an adequate accrual of patients.

PuBLICATIONS 0R ABSTRACTS. FY-82:
Manuscript submitted to Cancer Treatment Reports 5/19/82.
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DaTZ: oCT 82 Vo LuiT Ko.: 6131 Status: utEiniy Fia

START IS Date: 1 OCT 80 Date oF Coaric:

Key Lioros: une Complexes, circulating ]
TiTLe cF Paoyzct: POG # 8075 Circulating immune Complexes in Pediatric

Malignancies.

PaincizaL lnvesticarcals): Frederick B. Ruymann, MD, COL, MC

Assoctate IrvesTicaroa(s): Payl J. Thomas, MD, LTC, MC et al

FaciLivy: RN Depr/Suc: Pediatric Hematology/Oncology
Accuraeative FEOCASE Cost: hecuricartva Coiirract CosT Afjcu-':un.mvs SupaLy CosT:
N/A N/A NJA .
FY-83 FELCASS:  Cowrnact CosT:  Sugey Cost: Dare oF CosmiTree foraovaL OF
N-;A_ N/A WA Fawyar Prosazss fepcar FEB 25 1993

-———

Stuoy J3JZCTIVE! To measure the levels of circulating immune complexes in the
serum of patinets with leukemia, neuroblastoma, and osteosarcoma, before,
TR 1% y g
TECHNISL ASPROACH: Serym from patients sent to reference laboratory for detection
of circulating immune complexes. Levels of the circulating immune complexes will

Procaiss [waris FY-82: No WRAMC patients have been entered on this study.

WBER oF SusJz¢Ts Studied:

FY-82: o ToraL (To pate): 0 Berors ComsLETiON 07 Stusy: N/A

Sertous/UnzxpzcTen Sios ErrecTs n Su3Jzcts PAaTICIpATIiG It ProuzcT(IF 1anE so STATS):
NONE : ot '

Conerusians: Adequate accrual has been achieved with caucasians with acute
lymphocytic leukemia. The stuy remains open for all others. Note: It has

been shown that 607 of stage IV (D) NB patients exhibited significant elevation
of CIC.

PusLICATIONS 02 ABSTRACTS. FY-82:

NONE




DATE: QCT 82 Voex Uutt Ba.: 6132 Sritus:  IntERin Fioa, X
Srazrins Dare: 81 Dave oF CoveLericn:  2/17/82
Key J.oRDs: Medulloblastoma, Ependymoma

TiTLE c7 Ppouzcr: POG # 8016 PCNU in Recurrent Childhood Medulloblastoma and
Ependymoma :

Parrc(oa lwasTicareals): Frederick B. Ruymann, MD, COL, MC

Assoctate levesticaroa(s): Paul J. Thomas, MD, LTC, MC et al

Facteivy: WRAC Depr/Svc: Pediatric Hematology/Oncology -
Accururarivs FEUCASE Cost: Recuruavtva Coiirract Cost: A?cu:-:umnvs SupeLy Cost:
N/A N/A N
"FY-83 FELCASS:  Conrmact Cost:  Suzery Cost: Dare or CosmitTreg AeerovaL OF

ﬁ‘%\_ /A W/ Fawyac Prozrzss REPORT ppp 95 1993

- = ——— —————-

Stuoy Q3JiCTIVE: To study the effectivenesss of the investigational agent PCNU
on childhood medulloblastomas and ependymomas.

TECHNiTAL APPROACH: phase II drug study of EPCNU with provisions for dosage modifica-
tion or escalation depending on response/toxicity.

Proca:ss [uaing FY-82: No new WRAMC patients were entered on this study in FY 82.

MueBea oF SusszcTs Stupien:

Fy-82: o ToraL (To paTe): 0 Berorz CoveLETioN 0F Stuny: N/A

Sertaus/UnsxeecTen Siog ErrecTs 1n SusuzcTs PaaTiciPaTiiG 161 PRogzeT(hF 1aNa 3 sTaTe):
None reported by Group. e »

ngggzng:rhe study is closed. There have been no documented responses to PCNU.
O0f the 12 evaluable patients on this study, none showed any decrease in the
size of the tumor. All 12 patients evaluated for toxicity develgped thrombocyto~
penia. In 8 patients the platlet count dropped below 50, 000/mm™. A final
report has not been completed on this study.

PuBLICATIONS 03 ABSTRACTS. FY-82:

NONE




DaTZ:qcT 82 \bgk Cutr No.: 6133 Siatus:  luteiun X Firoan
Startiig Date: 1981 Dave of Coeeericu: 1983

Key 1.aRas: Pediatric Tumors, m-AMSA

;ﬂgfilf’fwfﬂ:poc # 8018 Evaluation of m-AMSA in Children with Solld Tumors,

Pancieac Tnvesticarcals): Frederick B. Ruymann, MD, COL, MC

Assoctate [nvesticatoa(s): Paul J. Thomas, MD, LTC, MC et al

Faciuiry: RABC Depr/Suc: Pediatric Hematology/Oncology -
Accurweative FEOCASE Cosr: Recurwavive Coiiract CosT: | AccuuaTive SupeLy Cos:
N/A N/A NJA
FY-83 1"5.9%{\35: Cg.v/rAszcr CosT: SJﬁfH Cost: Date oF ComitTres AvmrovaL 0F

FanyaL Prozrzss Repcar FER 25 1983
Stuoy O3uzcTive: To study the effectiveness of the investigational AEeNCt M=AMSA

in recurrent solid tumors of childhood which are resistant to standard forms

IEEHl.“‘EIE!"'}OA::“:‘Non—randon'nized phase II study of the drug m-AMSA in recurrent
childhood tumors with stratification by tumor type, and with provisions for

Prosaass Lu2ing FY-82: No WRAMC patients were entered on this study in FY 82.

In FY 81, the dosage was escakted because of evidence of easy tolerability
_and greater effectivity of higher dosages.

NurBeR oF SusJyzcrs Stupien: :

FY-82: o ToraL (o 0ate): g Berore CowPLETION 0F Stusy: N/A

zr1ous/Unzxazcten Sios Errects 1 SussicTs Participartic 1n PRouz 1NE S 3F
e significant toxicity has been cardiac arl':gy{:l'un!xg#cgl(xlxé}{'aﬁ'ecseasgEAt'ésgé
cardiac monitoring during and after the administration of the drug.

Concrusians: The study.w?ll be closed shortly. All available data indicates that
M=AMSA hids some activity in neuroblastoma, but no complete responses were ac-
hieved at a severely myelotoxic dose.

xt

Final analysis will be done after the study is closed.

cridinylamino
Activity in Pediatric Solid Tumors. Proc. Am. Soc. Clin. Oncol. 1: 178, 1982.

- 526

The drug may also be active in Histiocytosis

PusLicarions g2 fastaacrs F{-PrapsTRACT: Civin 6.1y kand ¥odye NiEaSTaniney 32582 °*




Datz:gcT 82 Voax Luit o, 6134 Swarus:  loteit X Fisaw

Startiis Dave: 1981 Date oF CoeLeTion: 1983

Key Yio’0s: Methyl-GAG, Acute Leukemia, Lymphoma
TITLE cF PpouzcT:POG # 8021 Evaluation of Methyl- GAG in Children with ANLL™
Lymphoma, and ALL in Relapse, Phase II

Paimciac [vesTicaTeals): Frederick B. Ruymann, MD, COL, MC

Assoctate lovesticator(s): Payl J. Thomas, MD, LTC, MC et al

Facruiry: WEL Depr/Svc: Pediatric Hematology/Oncology -
Accuraarivs FEUCASE Cost: Recuwavive Cairmact Cost: | AccuuLative Susery Cost:
N/A N/A N7A
FY-83 FEGASE:  Covraact Cost: S Date oF ComitTTee AesrovaL Or

FunyaL Prozrzss Repcar

ﬁwﬂo study the effectiveness of the investigational drug Methyl-'
GAG in the treatment of recurrent acute non,-lymphocytic leukemia, lymphoma, and

TECHHICN. ROPROACHNon-randomized phase II drug study of metrrx;'l-GAG with provisions
for dosage modification depending on response or toxicity.

Pros23ss Duaiig FY-82: - One patient was placed on the study in FY B, but
there was no response to the treatment. There have been no new patients
placed on the study in FY 82.

lwsER oF Susszcts Stupied:

FY-82: o ToraL (0 DaTE): 1 Berorz CeveLeTion 07 Stugv: N/A

Serious/UnzxazcTen Stos Errects 1n Suzszer

s PAaTiceariiG 1 Prouzer(1F ove S9 STATS):
NONE T e

CoxcLus1gns: The study remains open.

PusLicaTIoNs 0 AssTRacTs. FY-82:
NONE




|

Dave:ocT 82 llosw Untr Bo.: 6135 Svarus: lireiun X Fioa
Sraqriis Dare; 1981 Date of Coericn: 1983

Key lorps:  Vindesin, Lymphoid Malignancies

TITLE c7 PoouzcT:POG # 8022 Evaluation of 1,2:4,6 Desacetyl Vinblastine (Vindesine)
Twice weekly plus Prednisone and a Cross Over Study of Vindesine-Prednisone vs.
Vineristine-Prednisone in Children with Lymphoid Malignancies, Phase II and III.

Pairciza lnvesticaroals): Frederick B. Ruymann, MD, COL, MC ‘

Assoctate Investicatoa(s): paul J. Thomas, MD, LIC, MC et al
Faciuiry: WREE Depr/Svc: Pediatric Hematology/Oncology -

[y p—— Y

Accununativz FEOCASE Cost: Aecurwiarive CoiirracT Cosr:J ﬁﬁn‘f.wmvs SuppLy CosT:

N/A N/A '

"FY-83 EDCASS:  CowrmacT CosT:  Supeey Cost: Dave o7 Cormitree AoprovaL 0
» N N/A - Sdf‘ﬁ* Famyae Prozazss RepcaT gER 28 1087

Sruoy Osuscrive: Study of the effectiveness of vindesine in the ternawrriomr-— -

of remission in lymphoid malignancies and comparison of vindesine with vincris-
s i induci ) issi ) . .

TEchiicAL A°PROaCH: Randomized study between vindesine-prednisone and vincristine-

prednisone in treating relapse lymphoid malignancies with built in cross-over
if induction fails. '

" Proseass Duanig FY-82: - There were no patients entered on this study in FY 82

Nw3er oF SusdzcTs Stupied;

FY-82: ¢ ToraL (0 pate): 3 Berorz ComeLETION OF STUny: N/A

Sertous/UnsxpecTeD Si0g EFFecTs in SU3JSCTS PARTICIPATING In Prouzct ()7 1ave s STATE):
NONE ' co *

Concrustions: The response to vindesine and vincristine in the non-vincristine resis-
tant group seems to be identical. Vincristine resistant group demonstates about
33%. response (CR+PR) to vincristine/prednisone. Enough patients have been
accrued in this arm and therefore the patient entry in this treatment has been
closed by the Group.

PusLicaTIONs 02 AgsTRACTS. FY-32:
Cancer 47(12):2789-2792, 1981




—and—diecase—outeome—datav—
PUBLICATIONS 0R ABSTRACTS. FY-82:

6136

. , . . X .
Darz:ocT 82 Voax Luet Bo.: Siatus:  liTEntn Fiio

Sraariis Dare; 1981 Date o CowLericy: 1983

Key Vioras: HLA typing, Malignancy
TiTLe cF PeouzcT:

POG # 8079 . HLA Antigen Phenotype

Paiscipa Inwesticarcals); Frederick B. Ruymann, MD, COL, MC

Assoctaté Imvesticaror(s): paul J. Thomas, MD, LTC, MC et al

Faciuivy: WARC Depr/Svc: Pediatric Hematology/Oncology -
AccusraTIvE MEOCASSE CosT: RCCUuATIVE Carirract Cost: AccuruLATIvE T
z 3 : cCut z Cai : WLATIVE SuppLy CosT:
N/A N/A 7K e
’ =R LS . . , . - ;e - Y
FY-33 i ﬁgﬁ&‘:. C%.\ﬁ.acr CosT: S’*ﬁ‘}‘ﬂ' CosT: E::LS.‘-\E?PEC{?‘EW:E Feraovar 07
, - AnyaL Prosrzss REPGRT FES 25 1083

Stuov O3uzctive: To study the HLA phenotypes of pediatric patients with acure"
leukemia and neuroblastoma in order to estaplish a correlation if any, between

HbA—type—and—Ralki-ghano¥— : .
TECHWiCM _APPROACH: Study of HLA types of patients with maligrancies:—
Abcillary study. .

" Proseszs Duains FY-82:

No WRAMC patients were entered on this study in FY 82.

Nunszr oF Susyzcts Studied:

FY-82: 0 Tora (vo pate): O Berorz ComeLeTioN oF Stupy: N/A

Serious/Unzxezcten Sros Errects 1n SusuzeTs ParTicieartig 1t Prouzct(1F HaNE S STATS):
- S

—NONE - :

CoxcLusions: Adequate accrual of caucasion patients with ALL, the Test
are still elligible for entry on study. -
Black children with certain factor B amd C4 phenotypes appear to be genetically
predisposed to ALL, sccording to the preliminary results. of this study.
Preliminary analysis for white ALL disclosed an excess of HLA A,. The coordin-
ators are awaiting further follow-up before analyzing clinical Characteristics

Abstract: Black Children With Certain Factor B and C4 Phenotypes are genetically
Predisposed to ALL. B.Budowle, J. Dearth, P. Bowmam, R. Go, W. Crist, R.Acton.
The University of Alabama in Birmingham, St. Jude Children's Research Hospital
and the Pediatric Oncology Group, Birmingham, AL, Memphis, TN, St. Louis, MO,

G e e




Datz:gcT 82 Voax Lugr No.: 6137 Starus:  loreien) X Fro

Sraariis Dare: 1981 Dave o Coezrion: 1983

Key loRas: Ewing's Sarcoma, Metastatic

TiTLe ¢7 Ppousct: POG # 8095 - Intergroup Metastatic Ewing's Sarcoma

PaircteaL Iwasticarcals): Frederick B. Ruymann, MD, COL, MC

AssoctaTe lmvesTicatoa(s): Paul J. Thomas, MD, LTC, MC et al

Faciivy: AL Depr/Suc: Pediatric Hematology/Oncology
Accunwative MEUCASE Cos: Recuruar tv -Co sirract CosT: BecwiLative S Cost:

V . - 3 “ S OUPPLY H
e NIA {7 LY Cas7
FY."SJ lﬁgﬁ&: Cg.\} aacT Cost: SJﬁs;'.A y CosT: D;m: 0F CormiTreE AosrovaL 0

FanyaL Prozazss Reeoar EEB 25 1983

Stuoy OsJzCTIVE: To study the effectiveness of uniform approach of surgery,.

radiation therapy, and five drug intensive chemotherapy on metastatic Ewing's

iEc"‘“C’L APPROACH:  Non-randomized study of intensive approach to metastic Ewing's

sarcoma.

Prosaass Duang FY-82: :
: ) No patients from WRAMC were entered on this study in FY 82.

llwser oF SUBJ"CTS Studien:

FY-82: o Tora (10 oATE): 0 Berorz CoreLeTioN 0F STugy: N/A

Ser1ous/Unexrecren Sios ErFecTs int Sua.: :cts ParTICIPATIIG 1N Pno.:-c.(n- 1ONE S STATE):
NONE , Y

ConcLusions:
Study remains open.

PusLICATIONS OR ABSTRACTS. FY-82:
NONE




DateioeT 82 \lox Umir Mo,: 6139 Stwrus:  limeiun X Frow
Srarting Dave: Oct 81 Date_or CoveLeTion: 1984

Key YoRos:
TiTLe c7 PoouzeT:POG # 8035/36 Laboratory Subclassification and Evaluationm or
Treatment Regimens in Acute Lymphoid Leukemia of Childhood

Prisciea lnwesTicarcals): Frederick B. Ruymann, MD, COL, MC

Assoctate Investicaton(s): Payl J. Thomas, MD, LTC, MC et al

FaciLivy: WRENC Depv/Svc: Pediatrice Hematology/Oncology :
Accurpativs FEOCASE Cosr: Arcu-uu- n; .Cc; ;RacT Cosr: ke ATIVE
: : N3 z Co: CWULATIVE S :
i Ns fos vuu\ Suppry Cost:
FY-83 iE AF\SE: Con Qyract CosT: 8457:{ Cost: Dare oF Comitree AosrovaL Of
» - FanyaL Prozazss Repcar FEB 25 1983

B Yy

Stugy Qsuzcrive: The study is d vided into two parts. Yart .Y : attempey~ro~organize
a subgroup classiflcation ‘of ALL at the time of diagnosis. Part II is the treat-
s 3 regimens. Results are compared and
Iig@gg Ae82a\ibir related to subgroup classification in Part = not ehg:.ble

v I. P I,
R R ERRERT TR D TS L TSR ERS SRS, Iy EERR L

The 1rst same regimens. Beginnilng on

One patiecut :as entered on this study from WRAMC in FY 82, and remains in

WHBER OF SusJzcTs Studien:
FY-82: 1 ToraL (vopare); 1

Berorz CoreLeTion o7 Stupy: N/A

Sertaus/Unz £ ARTICIPAT Li Hey
€RLOUS axEcren Stos Errects in Sua.:-c s Paaticipariie n Prouzcr(1F 1ays sa STATE) :

Concrusrons:
The study remains open.

PusLicATIONS 0 ASTRACTS. FY-S2:
NONE




_D»,\_r_a.zmr__az_._J_\o onfo,: 6140 lf—t!.":f_i’_‘é_f__llsféif.'ﬂ _x_Fuw

Staxries Dare: ocT 81 o bug e Qo 1988

kKev lorns:  Histiocytosis X, bone
Titie 7 Pioyzct: POG # 8047, Histiocytosis "X in Bone

Fredetlck B. Ruymann, MD, COL, MC

Paincieai lrvistrcarsals

Asscstate Invasrra.ﬂo:c(s): Paul J. Thomas, MD, LTC, MC et al

Faciutry: BUEMT Depr/Sic: Pediatric Hematology/Oncology
Accuaarivs FEGCASE Cost: _A-u....;-.,\. iva Ceniract Cost: A7c.u wLarive SupeLy Cast: )
N/A N/A

FY-83 l'%f& C(n reacT Cast: SJN"/‘AY Cosi: Uare oz Cemil iEE fepaoua O

Fangae, Prozazss Repar EFEB 05 1983

e o - = 4 = g v - e o o

Study J3J3CTIVE!To determine incidence of complete resolution after surgical excis-
ion or biopsy; to determine role of radiaticn therapy, and to determine natural

_tsturn Ty githe disease; -
R e, Surgery to remove as much of the histiocytosis as possible;

randomized dose of radiation therapy. (This is a two arm study during the rad-
~iation-phase-only) -
Procazss Dinp FY-82;

There have been no patients from WRAMC entered on this study in FY 82

hwsen oF Sussicrs Suivged;

FY-G2: Q Torw (oeais): 0 Bsroes Cesverior of Srugy: N/A
Ser1cus/Unzxoacren Siv: Lisecrs 1 SuluicTs !n'uu, .rn':. in P surer1E 0 5 aTATE):

a ~
_NONE —_ ' v

e mmeme s e b e v e S —en  a——

Concrusions:
The study is still open.

o —— et s ——t o

[UsLICATIONS O foiiras, 1Y 00

NONE




Darz:oer 82 Voax Luer Ba.: 614l Sratus:  [atEin X Fiion

Sraariis Date: Dec 81 Date_of CoeLericn: 1985

Key loRds:  Acute nonlymphocytic leukemia (ANLL)

TITLE cF Peouzct: £OG # 8101 . Acute Nonlymphocytic Leukemia CANLL) in ChHItdren
Phase III. .

PaiscizaL [nve ST(C—\TGR\S‘: Frederick B. Ruymann, MD, COL, MC

Assactate levesticaton(s): Paul J. Thomas, MD, LTC, MC et al

Facitivy: RRENC Depr/Svc: Pediatric Hematology/Oncology -
Accurwrative FEUCASE Cost: Recueniarive Caiirract Cost: A*cu.'-:ua.'nv= 5;; T
N/A N/A TR ULATIVE SupeLy CosT:
FY-83 iE CA& Cﬁ.‘}];{!ACT Cos: S*ﬁ'}‘p}’ CosT: Dare 07 CormiTTES ;La,.Ro.,A,_ 07

Fainyay, Prozrzss Repoar F-Ew_lﬁﬁl

Stuoy J3JzcTive: To determine the effect of remission rate and duration and toxicity,
with an intenswe 3-drug regimen + an anthracycline free induction regimen.To

ac : ion on ANLL.

TECHWiTM. APPR0ACH: This is a randomized study in two parts, with the induction chem~
otherapy being randomized, and later the maintenance chemotherapy is randomized.

Proszss Duatig FY-82:
One patient from WRAMC was entered on this study in FY 82. She is now on mainten-
ance chemotherapy, and remains disease free.

lwBER oF Sus.:.c.s Stupien:

FY-82: 1 ToraL (TO mn—.) 1 Berors ComeLeTion o7 Stupy: N/A

Sertous/UnzxeecTen Stos ErFects m Susdzcrs PaaticipariiG In Proszct(ir RNE SO STATE):
NONE R . B *
Concrusians:

The study remains open.

PusLICATIONS 02 ASSTRACTS. FY-S2:

NONE




Darz: Oct 82 Yok Uner Bio.: 6142 Starus:  dnreity X Fisa

Srartiis Date: 1981 Date o Coseerion:  M-arch 1983

Key Yorgs: Neutrophil aggregation, amphotericin-B

Time cr Prouzct: Studies of Neutrophil Aggregation by Amhotericin-B

. et al
Parrciea lsvesTicaroals): COok» Bruce A. et a

Assactate lnvesricarox(s): Thomas, Olson, Ruymarn

FaciLivy: WA Depr/Syc:  Pediatric Hematology/Oncology
Accurarative FEOCASE Cost: fecumariva Coiirract CosT: Accuruative Sueery Cost:
"FY-83 FEDCASS:  Cowrmact CosT:  Suseey CosT: Dare 07 ComiTres homaovar O

A N/A N/A Fanyse Prozasss Repcar == 6 - -ogy

Study Q3JCTIVE: To study the aggregation-production ability of Amphotericin=
B using adult volunteer neutrophils

TeEcHiicAL feProscH: Using our current method of investigation of poytro-
phil aggregation(aggregometer), study the effect of amphotericin-B on
neutrophil aggregation.

Pronazzs Luang FY-8§2: Using our technique of centrifugal separation of the
neutrophils from blood, adult neutrophils from 20 healthy adults were ex-
posed to amphotericin-B as an aggregating agent. (see conclusions)

fursz oF SusszcTs Svudien:

FY-82: 20 : TotaL (7o parz): 20 Berorz Covvetion 0F Stuzy; 073

Septous/Unsxazcren Stes Errects 1 Susszers Paaticieartis i Prouzet(1e iong s staic):
NONE v

Concrustons: Amphotericin-B in our testing situation was not found to be
an aggregating agent. However, it was discovered that by pre-incubating
the neutrophils with amphotericin-B, subsequent aggregation using our
standard aggregating agents produced irreversible aggregation of the
neutrorhils. Several more aggregation experiments may need to be run
in order to have the results ready for publication.

PUBLICATIONS 02 AssTRACTS. FY-82: Cook BA,Olson TA, Burgess DP,Bailey WR,
Thomas ©J,Ruymann FB: In-vitro irreversible
aggregation of Amphotericin-B pretreated
polymorphonuclear leukocytes: a possible
mechanism for pulmonary-toxicity. Presented
as an Ogden Bruton Award Finalist paper at
the Uniformed Services Pediatric Seminar,
March, 1982.




Datz:ocT 82 bloss UmiT Ko.: 6143 Status:  lateius X Fiss

Sraarins Dare:Feb 82 Date oF CoweLeTicy: 1983

Key Vioros: Rhabodomyosarcoma

TITLE c7 PpoJzCT: POG # 8157 Multi-agent Chemotherapy with Ad juvant Whole Body

Irradiation in Half-body Increments in Patients with Clinical Group IV Rhabdomyo-
sarcoma.

PaincioaL lnwesticaroals): Frederick B. Ruymann, MD, COL, MC

Assoctate lnvesTicator(s): Payl J. Thomas, MD, LTC, MC et al

Factuivy: WAL Depr/Suc: Pediatric Hematology/Oncology -
Accurrarive FECCASE Cost: Recuiaitve Caiirpact Cost: ACCLHULAT IVE SuppLY Eo;%:“-
N/A N/A NJA

Date oF ComiTree Aerzaval OF
FrnyaL ProsRiss REPCRT ppp 9 5 1083

Stuoy O3uzcrive: To establish the efficacy and safety of integrated systemic _
irradiation and multi-agent chemotherapy in patients with advanced rhabdomyosarcoma.

FY-83 ﬁ[_‘f Cg.ﬁucr Cost: SJﬁer CosT:

TEcHiniCAL APPROACH: Autologous bone marrow re-infusions are done on ‘patients after
chemotherapy. .

" Paose:ss Duawis FY-§2: One patient was entered on the study ITom WRAFMC I FY—82.
H& T3 1h TemIssS1ons having completed HBI and autologous bone marrow infusion 4/1/82.
WRAMC, Johns Hopkins, Emory Medical College of VA, WA university, M.D. Anderson

"F‘.u.wat» a:a!ar# SR gmm:al s

FY-82; 1 Tora (to pate): 1

Berorz ComsLETION 07 STugy: N/A

Ser1ous/UnzxpzcTen Sios ErFects i Su3uzcTs ParTiciPaTIiG In PRoszcT(iF nQusE s3 sTATS):
NONE ' T v

Imroved accrual of patients is needed to complete observations.
The study is still open.

PusLICATIONS 0 ABSTRACTS. FY-82:
NONE '




DatE:oCT 82 Voaw Uutr Ko,

6144 Starus: larein X Frea

Sraarys Daves Jan 26, 1982

Dire or (oeericn: 2288 |

Key Vioros: Wilm's Tumor

TiTLE 7 PeoJicT: POG # 8158, NWTS Long Term Follow-up Study

PaincizaL [vesticarcals):

y. Frederick B. Ruymann, MD, COoL, MC ‘;

Assoctate levestieator(s): paul J.

Thomas, MD, LTC, MC et al

FaciLiry: WRENC

Dest/Svc: Pediatric HematolosY/Oncology :

Accurunativs IEOCASE Cost: Recumiarve P WLATIVE SueLy CosT:
N/A N/A N/A
"FY-83 FECASS:  Conrnact Cost:  Sugecy CosT: Date 0F ComITTEC APPaov

_ A N/A .1 FnoaL PRORZSS NEPORT ftB 25 1583

Stuny OSJECTIVE:  To gather epidemiological and late effects data on Wilm's

tumor patients.

- 2y > " > 8 o e = ot oy

TECHN; AL APPROAC
zeffects of therapy.

. Data on patients sent to coordinator 1n order tO evaluate

' PRO" 2235 Duagns FY-82:

No patients were entered on this study in FY 82

usER oF Susd =TS Stupien:

FY-82; 0 Tora (10 DAT‘) 0 Berops ComeLeTion 0F Stusy: N/A
Serious/UnzxeecTen Sios Errects i Suzuzets ParTictpariie 1 Prouzet(iF nose sa sTate):
NONE o o -
ConcLusians:

The study remains open.

PUBLICATIONS O Aasmncrs. FY-82
NONE

2 it St it IEENT T PRV

- 536




DATE:oCT 82 foax Umer Bo.: 6145 Swarus:  lnrgins Fioo
START NG DaTe: Jan 26, 1982 Date o Casiericn:  —oo%

Key 1:oR0s:Advanced, acute_lymphocytic Leukemia

TiTLe 7 PpoyzcT: POG # 8155 Determination of Qualitative and Quantitative IoRicity
of L-Alanosine in Children with Solid Tumors and Acute Leukemia; Phase I, Evalu-

ation of Response and Further Determination of Toxicity in Children with Advanced

Acute Lymphocytic Leukemia, Phase Il.
PaincizaL lvesTicarcals): Frederick B. Ruymann, MD, COL, MC

Assoctate Investicator(s): paul J. Thomas, MD, LIC, MC et al

FaciLivy: HRENL Depr/Svc: Pediatric Hematology/Oncology °
Accurwative FEDCASE Cost: F‘s“CUo‘-‘UL‘;‘;;;:CG’iTRACT Cost: | | Accues LATIVE SuppLy Cas o
o z : oL : (o : CUWLATIVE & :

hec R foq ,\' upeLY Cost
FY-83 i-’\;‘%ASE: Cgf\}rA.ACT Cost: Su§%v Cost: Date oF ComiTree AerrovaL 0F
8/ Fanyar Prosazss RePcRT pER 0 3 1089

H n‘\ - i s 2 n 5 3 I :
Stuoy J3JCTIVE: To determine the maximum tolerated doses, and toxicity of B-Al-
anosine in patients with acute lymphocytic leukemia, in relapse.

TECHNICA, APROACH: Investigate dose levels of L-Alanosine in order to evaluate the

optimum level of chemotherapy to be administered, and it's effectiveness
i is is a Phase I and Phase II study.

Prosazss Duagns FY-82: No WRAMC patients were entered on this study in FY 82,

Nurser oF SusJszcts Stupien:

FY-82: o ToraL (To pats): 0 Berorz ComLeTion 07 Stusy: N/A
Ser1ous/UnzxeecTep Sios Errects 1 SusszcTs PARTICIPATING I PRouzct(i7 HYE S STATE):
NONE . R v

Study remains open. Patient acession is very slow.

PusL1cATIONS 0R ABSTRACTS. FY-82:
NONE :

T IE

dmiis




Darg:gcT 82 Vomw Luer B0, 6146 Swarus:  lerein_ X Fioae
StarTiis Dave: Feb 1982 Dare o CoveLeTic:: 1984
Key Loras: Solid tumors, mitoxatrone

TiTLe c7 PpodzcT: POG 8139 Evaluation of Response and Toxicity of Dihydroxvan-
thracenedione (Mitoxantrone) in Children with.Solid Tumors unresponsive to
Standard Therapy (Phase II).

PaincieaL lrvesticarcals): Frederick B. Ruymann, MD, COL, MC

Assoctate levestrcaroa(s): pauyl J. Thomas, MD, LTC, MC et al

FACILITY: Ha&MC Depr/Svc: Pediatric Hematology/Oncology -
Accuwnativs FEOCASS Cost: Recunarive Caiirpact CosT: AocuruLative SupeLy Cast:
N/A N/A NJATT
"FY-83 FEDCASS:  Conreact CosT:  Suzeiy CosT: Date 07 CommiTreg Aomaovar Of

N/ATTT N/A N/A FanuaL Prosrzss fepear FEB 25 1983

- -———- -~

STuoY J3JiCTIVE! To determine the toxicity, response rate and duration of

response of dihydroxyanthracenedione in children with advanced malignant disease.

TECHNICAL AOPROACH:

Non randomized study of the effectiveness of a relatively
new drug.

Prosszss Duagug FY-82:
No WRAMC were entered on this study in FY 82

Nwser oF Susdzcts Stupien:

FY-82: 0 ToraL (10 pate): g Berorz ComPLeTiON 0F STUsy: N/A

Ser10us/UnzxpecTeD Sis ErrecTs i Su3icTs PARTICIPATING In PRoJzgT(1F (0¥2 $3 STATE):
NONE | A

The study remains open.

PusLicavions 03 AssTRacTs. FY-82:

NONE




Datg:gcT 82 Viosse Guer Bo.; 6147 Starus:  fureivy X Ficay .
Starriis Date: Feb 82 Date oF CowsLEvicn: 1985 !
key YioRas: Advanced, Acute Leukemia, mitoxantrone ’

TiTLe ¢c& PoouzcT: POG #8067 Evaluation of Response and TOXiCity Of mMitroxamtrone
in Children with Advanced Acute Leukemia Resistant to Standard Therapy.

PairciaaL lrnvesTicarcals): Frederick B. Ruymann, MD, COL, MC

Assoctaté lewesTicaron(s): Payl J. Thomas, MD, LTC, MC et al

FaciLity: 1ABE Depr/Svc: Pediatric Hematology/Oncology -
Accuruative FEOCASE Cost: Aecuraarive Conirpact CosT: ACCWLATIVE Supp .
! s - g . ] ~ - LY COST .
N/A N/A N7 AT
CFY-83 FSLCASS:  Conrmact Cost: Supery Cost: Date 07 Commitree herroval OF ‘
Q M H ; Ml VAL 01' . H
A N/K WA bawyse Prozrzss Repoar FEB 25 1987 !

Stuov O3JzCTiveE: To determine response rate, duration of résponse, and toxicity of
two different regimens of mitoxantrone in children with acute leukemia.

TECHNISAL APRO0ACH: Randomized study between two treatment regimens.

Proseazs [‘rnmf FY-82:

No WRAMC patients were intered on this study in FY 1982
fiwaer oF Sus JECTS Stupie: '

FY-82: © ToraL (1o pate): 0 Beronz CoveLeTion oF Stusy: N/A

Ser1ous/UnsxezcTeo Sios Errects 1n Suduzcts Paaticipariie 1n ProuzcT(iF 1Que $9 sTaTE):
. o S

Concrusiays:
The study is still open. The protocol has been amended so that there would
be no randomization for patients with ANLL.

PUBLICATIONS O Aasmncrs. FY- 82
NONE




DatziocT 82 Vlosx Lugr o, 6148 Status:  limeiy © Fiia

SrarTiig Date: May 1982 Date oF CovsLzric: 1984

key JoRds: Neuroblastoma, age and stage

TiTLE 7 PpouzcT: POG # 8104 Comprehensive Care of the CRIId with Neuro-blasToma:
A Stage and Age Oriented Study, Phase III

Parsciaan [nvesTicargals): Frederick B. Ruymann, MD, COL, MC

Assoctate levesticaror(s): Payl J. Thomas, MD, LTC, MC et al

Facioity: WREC Depr/Svc: Pediatric Hematology/Oncology -
Accurueativs (E0CASE Cost: Recurmarive Cairrmact Cost: | AccwsuLaTive SueeLy Cost:
N/A N/A NJAT
FY-83 FEOCASS:  Cowtmact CosT:  Supery Cost: Date oF ComiTTES AemaovaL 0F

ﬁ'yA__ N/A SdeA Famuse, Proszss Repoar FEB 2 5 1983

Stuoy J3ysCcTIvE: To prospectively evaluate the prognastic impact of. stage,using
a surgical, pathological staging system.

TECHIICA, APPROAMHIpatjents are treated with a variety of therapies, according to

their age, and the stage of the disease.

ProsRiss Duans FY-82: oOne patient from WRAMC was placed on the study in FY 82.
He is now in remission, and feeling well. '

lwdEr oF SusJacTs Stupied: '
FY-82: 1 ToraL (1o pave): 0 Berors ComeLeTion o Stugy: N/A

Sertaus/luzxpzcTen Stos Errects m SusuzeTs PaaTicipariing 1 Prodzet(ir HQVE $J STATE):
NONE - e N

ConcLus 1ons:
Study is still open.

PusLICATIONS OR ABSTRACTS. FY-S82:
NONE :

Y




L. wr s v = gm—ae e eam i —— s i e =

A Strus Mg X b

Sraxris Dave: Aprid/May. 1982 . b ef Commtirion: 1985

Key loRas:  Cis-platinum, Recurrent brain tumor
TITLE ¢7 Peoyzct: POG # 8140 Cis-platinum in Recurrent Brain Tumors, Phase II

Darz:ger 82 | Vews Uuir fin,: 6149

Pairciza lswagTicarsfy); Frederick B. Ruymann, MD, COL, MC |

Assoctate livestiGaio.(s): paul J. Thomas, MD, LTC, MC et al
Faziiavy: RESC _ ) _Depr/Sig: Pediatric Hematology/Oncology

o et o Ok e o e e T b S et e = - W% At @ e w it e i o a e - —— | S AP gy g st gratg ity S apieg Ay

Accernativa FELORE Cosr: Fecue aveve Caniacr Cosre ficouwmiative Surany Cosis
N/A N/A N/A .
CFY-83 FEOCASS:  Cowrmact CosT:  Suawy Cosi: BoE oF ComniTres femsovar 0F

N7A N/A N/A Fanust Prozazss flsroar EER 95 1983

Sruoy Osuzcrivg: 10 stud
I rEiurtent

Tscrir oL foppoact: Non randomized study using Cis-platinum in the treatmént of
recurrent brain tumor; developed by Oklahoma Children's Memorial Hospital.

Proc2izs Luaing FY(-6?; One patient was entered on this study from WRAMC in FY 1982,
Tatient developéd a severe reaction, and was removed from the study.

flume 0F Susezers Swunten;

Fy-g2; 1 Tora Gopais); 1 Berorz Cooverion o7 Srugv: N/A

SertousUnzxazcteo Stz Crrecrs 1 Susizcrs Paoviciartio i Posuze, (15 102 9 STATS):

Suspected severe reaction to Cis-platinum in one patient at WRAMC .

Concrusions:

The study is still open

————— - —— — . . e - e - e P,

Puasitcartams o Lo, Iy
NONE

el e ke ks ol F ittty




Date: OCT 82 | Vosx Guir Ko.: 6150 Status: luziny X Fiia,
1985

Sraqrizs Dave: June 1982 Date oF CoieLeTiCN:

Key liomps: Costs, cancer
TitLe 7 ProuscT: Non Medical Costs of Childhood Cancer at WRAMC

Prurciea Inwgsticarca(s): Martha C. Lupo, CPT ANC

Assactate fivesticatan(s):

FaciLivy: W& Depr/Svc: Pediatric Hematology/Oncology -
AccusanaTivs FEOCASE Cost: Fecusiarivs Caiirract CosT: ACCUULATIVE EJPPLY Cast:
’ Q3 NE (4 eTe. ooy . PO . - :

FY-83 lN A‘\S;. Co.v&%cr CosT: S""ﬁﬂ Cosr: Dare 07 CommiTree forravaL Of

Fewyat Prozrzss RePGRT  EES 0 = ji0-

Study J3JicTive: To identify the average monthyly non medical cost incutted by
parents of children with cancer, during the initial hospitalization period, and

during—the—£iret—month—of0P care.
TECHHICAL APPROACH: Parents of cancer patients fill out questionaire on expenses
incurred during this time period.

Prosazzs Duains FY-82;

There have been no patients from WRAMC entered on this study from WRAMC in FY 82
Nuragr oF Susszcrs Svunien:

Fy-82: Tora (10 pare): Beeorz ComoLerion 07 Stusy:

Serrous/Unsxeacten Stes Errects It SusuzcTs PARTICIPATING Int Prouzct(iF 13vz sa stare):
NONE : ST T

ConcLusions:

The study is still open.

PusiLtcaTIONS 02 AssTRACTS. FY-S2:
NONE




NUEH

bircin X

Yot Uyer flo,: 6151 Froon,
Starriss Dave: 15 July 1982 Dare oF CooreTion: September 1983
Memory‘hydration .

Key Vomds: ' .
Time cF ProsicT: Effect of hydration status on short term
memory

Painctean leresticatorls): chapdra M. Tiwary
Asscctate livesticator(s):

Faciuivy: WAL X DepT/S"c Pediatri c
kecurraTive FEDCASE Cosr: Accu'w_Anv. Courract Cost: A..cu waTive SuppLy Cast:
FY-83 FEDCASE:  Contmact Cost:  Suspry Cost: Date oF Couniisc f’P:”“l.-L 07
_ 3086 Fawyer. Prozazss Reeorr

Stuoy Osuzctive: If short term memory is influenced by hydration §tatus
of the §u53ect. If a correlation exists between the plasme vasopressin

lexel and short term memory function.
TeECiCAL APPROACH

No change

Prosazss During FY-82: 8 subjects completed both part of the study two completed
only one part of the study.

ki 07 Suszgzcrs Svudied

FY-82: Torar. (1o pate): Brrorz ComoLerion o Stusy:

Serious/Unzxezcicd Sioz Errects n Susszets Paaticipattic 10 Frouzet(ie psuz s9 sTATS):

Conerusons: X ,
Differences in various aspect of short term memory function

are seen between the dehydrated and hydreated state. We do not know
if the dtfferences are statistically significant results are encouraging
and more subject should be studied.

PusLICATIONS 02 AasTrAcTs. FY-82: NIL




Dare:gcT 82 Vioax Uner 0.2 6152 .. __{Starus:_lercipn X Fioa

STart1is DATE: Ayg 1982 e ar Lo rrici: 1985

QG e e cmim———— = =t tleme e e e ————

Key ioxos:  Non-lymphoblastic lymphoma o
TiTE 7 Paouzct: EOG # 8106 High Dose Cyclophosphamidé=- High Dose Methotrexate

mfth Coorcffnated Triple Intrathecal Therapy for Stages III & IV Non Lymphoblastic
Lymphoma.

Pareciaal lnscsricarsals): Frederick B. Ruymann, MD, COL, MC

AssoctaTs livesricaios(s): Payl J. Thomas, MD, LTC, MC et al

_Faciuiry: IRAY Derc/Syc: Pediatric HematolOF’}’/Oncology
Accuruearive FELCA Cost: Fecisarive Caacr Cosrs hecsit AT ive SuapLy Costs
N/A N/A N7A
FY-83 I’;J/‘CI\SE: Conraact Cest: Suzmy Cosi: Darg 0z ComitTies Popaover Of
_Z._f‘_ N7A N/A Fuiyar Mrosrzss dePcar FEB 25 1083

- ——— o i > 4 o o e e W e B e g o D O = ", A e = - = o - -

Sruay 934zcTivE: To determine remission rates, remission lengths and survival rate
for children, on a high-dose intensive chemotherapy.Study will document toxicity
nd—eomplieations—of-chemotherapy,—and—anaylze-for—the-influaence of histologic
222033 ‘gubclassification (e.g. Burkitt vs non-Burkitt) and immunephenotype,
on outcome.
__Preventive_Chemotherapy_is_given at the_same time as conventional chemotherapy is
Paorazss U'.J:unc £Y-$2: given, on this non-randomized study. -

TECH.-I o)

There have been no patients from WRAMC registered on this study in FY 82.
Pussza oF Sussscis Swivien: T

FY-82: __ o Tora Glopandd: 0 Beroes Comeurion oF Siwmy: NMA
Serious/Unsxescied Sicz Errects n Suduzers Prericipariag tn Pirogzet(rs 1302 s srate):

NONE ’ . s .
Concrystans:

The study is still open.

s o - ———— s *

fura [CATLONS 02 :. i f\
NONE




Dare: 24/9/82 | Mok Uutr Bo.: 7113 Status:  Inrcitts_ X Fyoa
StarTiis Date:  Jan '82 Dare oF CoweLeTion:

Kev doons:  Interferon, ALS, Motor Neuron Disease

Time cF Provicr:

Interferon Therapy in ALS - A Pilot Study

Princioal lseesTicatsals): Andres M. Salazar

Asscciate Investicator(s):

Faciuity: WRAIC Dzpr/Svc: Neuroloagy
Accumuative FEDCASE Cost: Pecuaarive Contract CosT: Mecuinuarive SupeLy Cost:
FY-83 FEDCASS: Contract Cost:  Supeiy CosT: Dare o ComiTree ArrroyaaOa

. Fawusy. Prosazss Pepoar FEB 2 5 1983

Swiov Jsuzcrive: 1) To determine the tolerance and safety of intrathecally

administered interferon. 2) to determine its therapeutic efficacy in ALS.

TEcuNiCAL FPPROSCHI  aak1y and then monthly intralumbar administration of

nterferon to ALS patients.

Prosazss Duairs FY-82:  Ng patient has yet been treated under this protocol due to
unforseen delays in delivery. Application for IND exemption has just been resubmit-
=60 days.

WwsER oF SusuzcTs Stupien:
0 10

Fy-82: 0 Toraw (70 pate): Berors CoweteTion o7 Sruoy:

Serious/UngxescTep Stoz Errects 1n Suzdzets PaarticieariiG 1 Fisuzcr(is noxz SO STATS):
NONE

ConcLusions: NONE

PusLICATIONS 0 ABSTRACTS. FY-82:

NONE

- 545




Dare: 24/9/82 Vox Ener Ho.: 7114 Starws: Intert X Fpa
July, 1982 Date of Cowrerion:  duly. 1884

Startiis Dare:

Kev Looas: Interferon, Poly-ICLC, Multiple Sclerosis
Time ¢ PROJECT: poyy_ICLC in the treatment of Multiple Sclerosis

PrirncreaL Inuvesticator(s): Andres M. Salazar, COL, MC
Asscciate Imvesticaroa(s): Blaise Ferraracio, MD

FaciLivy: WRAMC Dept/Svc: Neurology
Acarunative FEDCASE Cost: Recumpavive Couvract Cost: | Accuwucative Supery Cost:
FY-83 FEDCASS:  Conrmact Cost:  Sueery CosT: Darz oF CovmiTree ferrovar O

Ennuse Prosrzss Pepcrr F

—

Stuoy Osuzcrive: To determine: 1) the safety of intravenously administered

PoTy TCLT in Chronic multiple sclerosis patients. 2) The therapeutic efficacy ;
° _
TECHHICAL APPROACH: Poly-ICLC s administered intravenously on a weekly basis

for ten or more treatments to patients with chronic MS.

ProsRass Duniic FY-82:  Five patients with chronic MS are currently under treatment.

lwsER oF SuU3JCTS STubieED:
5 12
FY-82: . TotaL (10 parte): Berore CoweLeTion oF Stuny:

Sertous/UnexpscTep Stoe Errects N Susuzcts PAaTicipaTiiG In PRoUzcT(jF moxe so stare); One patient
died unexpectedly with massive pulmonary embolli; no re]lation to drug is suspected.

e

NCLUSIONS:
No final conclusions to date, but Poly-ICLC appears to be safe in MS patients.
Transient worsening of MS signs with fever is seen as expected in some patients.
Two patients appeared to have improvement of their neurologic signs.

PuBLICATIONS 02 ABSTRACTS, FY-82:

| NONE
@




Dare: 1/27/83) Hosk lintr No.: 7116 Status: InTERIM X Firon
Srarviis Dave: . Narr ar ComeLzTiON:

Key Viomas:

Time cr ProuzcT: TREATMENT OF ACUTE INFLAMMATORY POLY NEUROPATHY
WITH PLASMA EXCHANGE.

PrincipaL InvesTicator(s?: Preston C. Calvert, CPT, MC, USAR

_Assoctate Imvesticaror(s): Joan Kumar, MAJ, MC, USAR

FaciLivy: WAL Dept/Svc: Neurology/Pathology
Accum..mvg #EDCASE Cosr: ACCur AT IVE C%:amcr Cost: Accuruat 155 SuppLy CosT:
FY-83 EDCASE: Coumsa CosT: SJPPL\(') Cost: Dare oz Cowmitres ferrovar O

Rawuse Prosazss Rerort FEB 2 5 1983

Svuoy O3JzCTIVE: Evaluation of plasmapheresis therapy of Guillain-
Barre's syndrome.

TEcHiicAL APPROACH:
trial.

Multicenter randomized, controlled therapeutic

PMHESSRR”GFYém:Continued acquisition of patients toward study-
wide goal.

Muser o7 Susuzcrs Stupied: }
FY-82: 2 Tota (to pate): 4 Berore CowreTion oF StusyZY 10

Szrious/Unzxezcten Sios Errects v Suaszcts Paaticipating 1n ProdzcT(1F noNe so sTate):

None

Study in progress.

PUBSLICATIONS O ABSTRACTS. FY-82:

None




Dare: 10/1/82 | Yox Giv ot 7117 Status: et X Firica

Sraztiis Dare: | Jul 8 Date of ComeLeTion: 1 Jul 83
Kev bomds: Chalinergic Mechanism, Brain-Stem-Audi-tory—Evoked—Potentiol——

Time cr ProszcT: Investigation of Cholinergic Transmission in Brain Stem's

auditory system by observing changes of brain stem auditory evoked potentials in

Jpatients receiving high doses of Artane .
Bahman Jabbari, M.D. LTC, MC

Princrear luvesticator{s): - Carl H. Gunderson-M.D. COL MG

Associate [ivesticaror(s): Michelle Filling COL MC

FaciLivy: WRAC Evoke Lab Depr/Svc:  Neurology

Accuswparive FEDCASE Cosr: Beeanative Contract CosT: Aecusueative SuepLy CosT:
Q - 0 O

"FY-83 IELCASE:  Conrnact Cost:  Susery Cost: Date of CommtTrEE horaovaL 07

banuaL Prosrzss Reecar FEB25 1883

§ruov O3J5CTIVE: To determine if a cholinergic neuro-transmi tter transmits auditory
signals in the brain stem. I .
TecmicaL foproact: racients on Nigh doses of Artane are tested by Auditory Evoked

Potentials before and during treatment. Changes of Latency and
Morphology of waves are recorded.

Prosazss Duairc FY-82: One patient was treated before, while taking 20 mg. and while
taking 40 mg of Artane daily. A1l Baep waves were slightly delayed at 40 mg daily
i .3 s ellangel

hisssr o7 Susszcts Stupien:

FY-82: 1 Totae (1o pata): 1 Bzrorz CoveLeTion oF Stuzv: 4

Serious/Unzsxescten Stoz Ersecys tn SuduzeTs ParticipariuG 1t Prouzct(iF nons so STATS):
None.

Coxcrustons; On this single patient, absence of any interpeak latency change ~
SUgYESTS that auditory signals in brain stem are not conveyed through a simple
cholinergic neurotransmitter. Mild delay of all waves suggest a cholinergic
mechanism at middle ear or cochlear level.

PusLIcATIONS 0 ABsTRACTS. FY-82:
None.




Date: 1/28/83 | Woax Gt fNo,: 7221
StarTing Nare: June 1950

Status:  Inrerim SN Fra

Date or CremieTion: June 1933

Key doras:

Time ¢F ProyzcT: The Effect of Hypunotic Intervention on the Flectroencephalogran
of Low, iledium and iiigh ilypnotic Patients

Prircioa lmvesTicarols): Larold J. liain, PhD
Clenn :iarper, (D
Asscciate Investicator(s): Bahfmm Jabbari. LD
Facriivy: HRANC Dest/Svc: RERE 9L Psygitatry

Accun avive FEDCAE Cosr: Accumnative Conract CosT: Accuruiative SuppLy CosT:

FY-83 FELCASS: ContmacT CosT:  Sueery Cost: Date oF Casutres FerrovaL 0F
_ Fanua Proszzss Repcat FER 25 1083

Stuay Osgzcrive: To explore the effects of hypnotic intervention on the encephalo~
graphic tracings of low, medium and high hypnotic capacity patients before,
u;;aﬂ,~and—a£:e;—:he_iaducsinn_nf_a_hypnn:;c_zzanneA

L_A2PROACH: Each subject is to be evaluated for their hypnotiec capacity.
The subjects and then placed in low, medium and high hypnotic rroupimgs. LCLG

4$uu;:dxﬁ§s_ax??égenafa%agyggag&%_gﬁgegzgn_jgj_xg during and after the induction
ROGRZ3S 2116 = ¢

1S3

TECHM: A

Jdine (9) subjects (3 more than in 1930) have been evaluated

¢ this date.
luser oF SusJzcTs Stupien:
FY-82: 2 Toraw (ropate): 9

Berors Comererion 07 Stusy: 12

Serious/UnsxezcTep Sips Ersecys v Susuzers Paariciparing In Prouzct(iF 1ionz $9 sTATE):
Jone '

ConcLustons:
~one at this time.

PusLicATIONS 02 AgsTracTs. FY-82:
ﬂone .




Darz: 8 OCT 82] Unax Unit Bo.: 7222 Sratus:  Interiq X Fira

Startiig Dare- 15 AUG 81 Nare oF Comersrion: 1 FEB 82

Key Viorps: Schizophrenia, Rorschach
Tine cF Proszci:  The Analyses of Thought Processes Using the Rorschach

Princreai Iuvesticaror(s): Lawrence E. Klusman, Ph.D., CPT, MSC

Assccrate livesticarar(s): Susan Colligan, LT, MsSC, (USN)

FaciLiTy: HR&MC Dep1/Svc: Psychology Service, Dept of Psychiatry
Accpative FEDCASE Cost: Fecumnarive Coitract Cost: | Accumuiative SuepLy Cost:

Q 0 0 -
FY-85 FEDCASE:  Cowrmact Cost:  Sueery CosT: Dare oF CommiTrez Aosroval OF

fnus Prosazss RepcrT FEB 25 1333

Stuoy O3yscTivE:
To determine the stage of impaired thought process in schizophrenics.
TECHNICAL APPROACH:

Time-restricted exposure of the Rorschach stimuli to schizophrenic subjects.

Prosazss Duauis FY-82:

All data collected and analyzed. Published as Ph.D. dissertation.

fwser oF Susszcts Stupien:
FY-82: 36 ToraL (7o pars):36 Berorz CoreLeTion o7 Styusy:

Szrious/nzxezcTep Sipz Errects 1 SusszcTs Paavicipating 1 Prouzct(iF sovz so STATE):
NONE
To be determined; final report to be submitted by 1 JAN 83,

PusLICATIONS CR ASSTRACTS. FY-82:
Publication in journal form pending.

5 I RET PGP YRR FPUUI P




Darz: 10/82 Voax Lner lo,: 7223

Statys:

lurgittst )

Staqrirs Date:  August 1981

Date of ComeLerion:

Ongoing until 60 patients have
been entered intostudy

Key Viosos: Extrapyramidal Syndromes

Tine cr Praszct: Incidence of Neuroleptic-Induced Extrapyramidal Syndromes in a
Double-Blind Study Using Anticholinergic Prophylaxis

Panciea Isvesticarsals): Antonio Blanco, MD, CPT, MC

Assoctate Ivestrcaror(s): 3ot pAh on e rakl 0L Moc

FaciLivy: WRAYE Dzer/Ba: Psychiatry

Accusanarives PE0CASE Cost: Focurnaative Conmract CosT:

NA

NA

Feewwarive Suppry Cast:

FY-83 FEDCASS:  Contmact Cost:  Suspy Cost:

NA

Dare o7 CormitTies Aerrovar 07

Famys Proiriss Reperr gEB8 25 1993

-—————— ——— e = - —— ——

Stuov D3uzcTive: To determine incidence of neuroleptic-induced extrapyramidal
syndromes in patients treated with a high vs. a low potency neuroleptic agent

ificantly

TEci oL AoPR0XCH: gixey (60) patients will be evaluated at time of admission and
during first 21 days of neuroleptic therapy. At the time of initiating the

Prosez3s Luning FY-82:

to a double-blind emticholinergic-placebo

Due to change in principal and associate investigators, the study was re-started

in July 1982,

Nuszz oF Suaskcts Siwotea:
FY-82: 6 TotaL (10 pate):

6

Bzropz CoveLetion ¢ Stusv: 60

Sertous/Unzxrzcrep Stos Errects 1t SusuzcTs Paamicipartioc 1t Prouzet{iF n3ns $3 stare):

No serious/unexpected side effects.

Coxcrusions:
NA

PusLications 02 AssTRAcTs. FY-82:

None

- i
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Work Unit: 7223

Title: Incidence of Neuroleptic~Induced Extrapyramidal Syndromes in a Double-
Blind Study Using Anticholinergic Prophylaxis.

STUDY OBJECTIVE: (Continued)
modifies the incidence.

TECHNICAL APPROACH: (Continued)

regimen on a twice a day dosage schedule in addition to the neuroleptic medication.
Extrapyramidal reactions, if any, will be treated appropriately. After 21 days

of treatment, the code will be broken. Evaluation of the patients for any move-
ment disorders will be conducted twice a week during the study period using a
standardized rating scale for extrapyramidal symptoms.

-
-




Date: 8 ocT 82 | Vo Lu:v fia.: 7220 Stavys:_fwrcin  Fia X

Starrins Dare: Date or Comeemic: May 30, 1982

Key Voeas:  Luria-Nebraska Neuropsychological Battery Slide Version
Tine cF Prouzer:

A Comparison of Slide and Card Formats for the Luria-Nebraska Neuropsychological

Battery
Princiea Isvesticareals): Francis J. Fishburne, Ph.D., Chief, Psychology Service

Asscciare livesticaror(s): Mr. Kevin Parry

Faciivy: }RA‘!C_ Dept/Sve: Psychology Service, Dept of Psychiatry
Acctrar_arivs #E0CASE Cost: Fecesaative Coniract Cost: Recwn ative SuepLy (-Z;sr-.
0 0 : . 0
FY-83 FEDCASS:  Cowrmact Cost:  Suspry Cost: Date o7 CormitTes Foprovar 0F
o__ 0 0 kunyac Prozrzss RepoRT pep 9 5 1083

Stuoy d3uzcrive:

To compare a slide format for presentation of the Luria-Nebraska neuropsychological
TEcHnizAL AdpRoacH: battery to the standard card format.

the stimulus cards of the Luria-Nebraska were converted to 2 x 2 slidez which

are presented on a Kodak audio viewer.

Prosazss Duaine FY-82:

Ten subjects were presented the material in a counter-balanced design.

Mwsza oF Susezcrs Stupren:

FY-82: 10 ToraL (To pats); 10 Berors CosPLETiON 07 STUav: 10

SzrtousAhexescTen Sios Errects m SusszcTs PAxTicIPATIiG 1Nt ProuzcT(1F pons so staTe):
NONE ‘

Concrustons:
There are no significant differences between a slide and card version of
the Luria-Nebraska Neuropsychological Test Battery.

PusLtcaTioNs 02 AssTRacTs. FY-82:

Paper is in preparation for submission to the Journal of Clinicai Neuro-
psychology.




bt

Dare: 8 OCT 83 yoex twer fo.; 7300

Status:  Ikrerin X Fim

Srariiis Date:  Qetober 1978

Date o Comcvion: October 1983 (anticipated)

Kev biooos: Neuropsychological Examinations, Normal Control

Time cr ProgzcT:

LSD Followup Study - Establishment of Normal Controls for Neuropsychological

Examination

ParncioaL lsvesticargals): Francis. J. Fishburne, Ph.D., Chief, Psychology Service

Assccrate livesticaror(s):

FaciLity: WRAYL Depr/Svc: Psychology Service, Dept of Psychiatry

Ao ative FEDCASE Cost: Recuma ative Coitract Cost: Accusmative Suppry Coste

0

0

Q
FY-83 FEDCASE:  Cownteact Cost:  Suepy Cost:
0

—_0 Q

Date o7 Comitree ferrovaL 0f
Fawya Prosrzss RepcrT EER 2 5 1983

Stupy J3JzCTIVE:
SAME

TecHAicAL RopROACH:

UNCHANGED

Prosazzs Duaing FY-82:

Approximately ten volunteer sub jects

tion bri

have been recruited to complete the

ng the current total to 55 normal control

lusza oF SusszcTs Stupiep:subjects evaluated.

FY-82: Toraw (to pate):

Berors CowereTion o7 Stuny: UNCHANGED

e ————

Seri10us/Unzxpected Sive Errects In SusuzcTs Paaticiearing In ProJzct(is noxs SO STATE):

NONE

Conerusions:
N/A

PUBLICATIONS 03 ABSTRACTS. FY-82:

[T
e s, e . o




Dare: 8 OCT 82 | Moax Unit No.: 7301 Status: Interin X Fioa

Svarviis Dare: 3 JAN 1980 Date oF CowsLeTion: OCT 1983 (anticipated)

Key Yeros: MMPI, Military Norms
Time cF ProyzcT:

Baseline MMPI Profile for an Active Duty Military Population

Princroar luvesvicargrfs): Francis J. Fishburne, Ph.D., Chi2f, Psychology Service

Asscctare lnvesticaror(s): Stephen C. Parkison, Ph.D.

Faciity: WRAC Depr/Svc: Psychology Service, Dept of Psychiatry

Accumrative FEDCASE Cosr: Recuuative Conmract CosT: | ACCUMULATIVE SupLy Costr

‘ $1.574.00

FY-85 FEDCASS:  Cowtract CosT:  Supeey Cost: Dare o Comnrres foroaL 07, -
—NONE.  $1,000. . O Fswyar Prosezss Pepoar  — @ ¢ 5 1983

Stuoy Q3gzcTivE:
SAME
TECHNICAL A2PROACH:

Proszess Duztic FY-82:

_At the present time approximately 2100 protocols have been collected from
fiuszr oF SusuzeTs Stupiep: Army installations in the United States and Germary.

FY-82: ToraL (ro pate): Berors ComoLeTion oF Stusy: : 5,000

Sertcus/Unsxeecten Stos Errects v Susuzers PaRTiCIPATIIG It ProuzcT(iF {3z 3 STATE):
NONE » .
Coxcrustons: preliminary conclusions suggest that the Minnesota normative

data typically used for interpreting the MMPI is inappropriate for the
general military youthful population.

PusL1caTIONS 02 ABSTRACTS. FY-82:
Symposium conducted on preliminary results at the American Psychological
Association Convention, August 1982. Papers presented are attached.




Dave: 8 qcr. 82 Moak Uuit o.: 8050 rSh\TUS lnr.ml_x_ Fia

Startiis Dare: 1 October 1981 Pare of ComoreTion: 30 September 1984
Key Viowys: Hyperthyroidism/hypothyroidism/cardiac function

Titte ¢F ProuzcT: Radionuclide assessment of cardiac functional reserve in
patients with hyperthyroidism and hypothyroidism

Princiaal livesticaror{s): Robert -C, Smallridge, LTC MC

Asscctate Investicaror(s): M, Goldman, K. Raines. D. Van Nostrand, K. Burman

Faciivy: WA /WRAIR Dee/Sve: Medicine/Clinical Physiology
Accuanative FEDCASE Cost: Accuimnative Cc iTracT CosT: RccuuLaTive SupLy Cost:
FY-83 FEDCASE:  Contract Cost:  SuspLy CosT: Date 0F CommiTieg AepRova

— — —— EnnyaL Prosazss Repgar ?tB 25 FEB 25 1983

e e e — e e ————

Stupy OSJ5CTIVE: T determine whether patients with hyper- or hypothyroidism
have impaired left ventricular (LV) functional reserve

TECHHicAL APPROACH: Multigated acquisition (MUGA) scans are performed before
and after bicycle exercise. M-mode and 2-D echocardiograms are also done.

ProsRzss Duniis FY-82: The hyperthyroid phase of the study is almost completed.
Only three hypothyroid subjects have been studied.

Numsza oF Susszcts Stupied:

Fy-g2: 17 ToraL (1o patz): 17 Berore CorpLeTiON 07 STUsY: 8-13

Sertcus/Unexeecten Stoz Errects v Susuzcrs Pazticiparing 1n Prouzet(ir MONZ SO STATE):
None

EEELQ&EEﬁi Several patients have had abnormal ejection fractions after
exercise. They will be re-examined after correction of their thyroid
disorder to see if the abnormality is reversible.

PusLICATIONS 03 ASSTRACTS. FY-82:

None

e s .

e




Dave: 8 gct. 82 Mok Unit No.: 8052 Status: Inrerin X Fpoa
Srarti:s DATE: 1 Julv 1981 Pate oF Cowterion: 30 September 1983

Kev _hioros: in-converting enzyme/thyroid function .

Tine cF ProyzcT:Assessment of serum angiotensin-converting enzyme 1in
euthyroid individuals and in patients with altered thyroid function

PrivcioaL InvesTiGaTor{s): Robert C. Smallridge, LTC MC

Asscctate InvesTicatos(s): P.S. Verma, CPT MSC; J. Rogers, GS-10

i
Faciity: WRENC/WRAIR Depr/Svc: Medicine/Clinical Physiology %
Accusar_ative FEDCASE Cost: Accenative Conirract Cost: Accunuiativs SuepLy Cosr: ‘

| - ‘ —— $T632. 20

‘ FY-83 FEDCASE:  CowrracT Cost:  SuspLy Cost: Date o7 ComiTTeE A

‘ : : : o7 CaMiTTEE FopRoy ]

: -— -— $2,000-BO ENoAL ProcRzss REPCRT &&5—1983

Stuov O3yzcTive: To determine whether hyperthyroidism or hypothy¥ofdizw—--
affects serum levels of angiotensin-converting enzyme (ACE)

TEcHNich A°PROACH: Serum ACE activity is measured using '%C-hip-his-Teuas—
substrate and determining the amount of hippuric acid formed.

Prosazss Duaing FY-82: Additional subjects were studi=d, and sequentigl—=malyses
were performed in those with abnormal thyroid scudies initially.

Mxszr oF Susszers Stupicd:

-89, 100 ar .
FY-82: 1 TotaL (70 pave): 250 Berore ConeLETION 07 Stusy: 50-100
Szr10uUs/UNEXPECTED Sins EFFecTs 1N SusJzcTs PArTicipaTiiG 1t Prouzct(IF fove $J STATE):

None
ConcLusons:

Serum ACE is elevated in hyperthyroidism aﬁd decreased in hypothyroidism.
ACE activity returns to normal after therapy.

it <o . A o Al -l e B 4L b i i i A < St .

PusLICATIONS 0 ABSTRACTS. FY-82:

Data presented at the American Thyroid Association meeting,
September, 1982.

¥
¢ e {
o




Dare:27 Jan'83| Hosx Bnir Mo.: 9019 Status:  InTERIM Fioa X
Y '79 FY 83
StarTiig Dave: Late oF ComereTion: .
Key Vorps: Hemoglobin S, Sickle cell anemia, pyridoxal phosphate
TITLE cF ProuzcT:  ANLISICKITNg agents: altération of nemoglobin
oxygen affinity.

Princroa Investicatoa(s): John A. Kark, LTC, MC
Asscciate lmvestrcator(s): Rudolfo Bongiovanni, CPT, MSC, Peter G. Tarassoff, |

20T !
Faciivy: WRAL | WRAIR Depr/Svc: Hematology/Oncology, €IS, Hem, WRAIR ‘
Accuswrative FEDCASE Cosy: Accwu.ﬁsrnvg Coitract CosT: Accw«:%ﬁgs Suppry CosT: i
FY-83 FEDCASS:  Cowrract Cost:  SuesLy Cost: Date o= ComiTree Aerrovar OF
— Famyae Prozazss Repcar FEB-2.51983

Stuoy O3yzctive: |- compare and contrast antTsTekTing attivity ot pyridoxad
- and pyridoxal phosphate.

TECHNICAL APPROACH: 1. Sickle cells were loaded with PLP or pyridoxar,
using HPLC to measure hemoglobin modification. 2. Percent sickling was
determined as a function of PO»> and %oxy-Hb

Proseess Du2ins FY-82:  Control experiments wére conducted demomstratimg mo-
swelling of sickle RBCs in response to treatment. A paper was written
submitted, and was accepted in December, 1982.

hwszr oF Susyzcrs Stupren:

Fr-g2; 10 Tora. (1o pate): 20 Berors CompLeTion oF Stuny: 20

Serious/UnexpecTe Stoz Errects v Suaszcts Participaring It ProJzerCir fowe so STATE):
None: patient participation involved only using venous blood which would

otherwise ave—been—discarded,—being—drawn—for LCSSD study

ConcrLusons:
1. PLP has considerable antisickling activity. 2. Both pyridoxal and
PLP modify intracellular hemoglobin and inhibit sickling, but PLP does this
without increasing oxygen affinity, whereas pyridoxal does this only by
increaseing oxygen affinity of hemoglobin, thereby reducing oxygen transport
function of the red cell,

PusLICATIONS 0R ABsTRAcTs. FY-82: Kark, J.A., P. G. Tarassoff, and R. Bongiovanni.
Pyridoxal phosphate as an antisickling agent in vitro. In press,
Journal of Clinical Investigation (projected date, May, 1983).
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Darz: 4 Oct 82 iioox Uiy fo.: 9020 Status:  Interid X Firoa

StarTi:g Dare:  Jan 1979 Date of Cometztion:  Jan '83

Key lopns:  Antisickling agent, Vitamin Bg, Oxygen affinity, Red Blood CeN
The effects of B aid —Tertoxygenr ————

Time cr Provzers o eca ty

Principar lsmvesricarcris): John A, Kark, LTC, MC

Asscctate Investicator(s): Peter G. Tarassoff, CPT, MC

FaciLity: WAL X Dept/Sve: Hematology

Accwm,\rxveoi‘EBCASE Cosr: Accw-munaza Coiitract Cost: Accu:*.u».aé vz SuepLy Cost:

Fy-83 i-'EDCé\SE: ContracT CosT:  Supery CosT: Dave oF Comitres ferrovar OF
o Fanyar Prosazss Repcrr

oY O3JECTIVE
Sty O34ECTWE: popapiish the mechanism of effects of Bg aldehydes on red
cell oxygen affinity and on red cell sickling.

TECHNiCAL FPPROMCH: yashed red cells were prepared from normal individuals

and from those with sickle hemoglobinopathies, were modified by incubation
d

ProsRz33 Duztns FY-82:
A paper was squ'ltted to the J. Clin. Invest. and an additional

control experiment was run in response to review, the revised manuscript

Muwser oF SusJdzeTs Studied: was re-submitted
8. 10 _ 20 20
FY-82: ToraL (vo pate): Berore CospreTion oF Stuay:

Sertous/Unsxpectep Stoe Errects iy Su3uzeTs Paaviciparing 1 Pacuzcr(is noNz so sTATS):
none

Lovcrusions: Pyridoxal phosphate and pyridoxal have opposite effects on
oxygen affinity of normal cells. Both inihbit sickling but by different
mechanisms due to hemoglobin modification.

PusiL1cATIONS OR AasmAcfs, FY-82:
An article is now in review by J. Clin. Investigation.




e ——— e =

Dare: Yax Lurr Ko, #3020-82 I—Sm‘ru_s_:' Inreied X Fina, .

START 1 UaTE: ‘November 15, T982 Date of CoseLcrion:  November 15, 1983_
Key Yoeos: Sickle Cell Trait, Altitude Chamber

Time cr Prouzct: A pilot study of altitude chamber training for individuals "y
with sickle cell trait (SCT) , o

Pritcisa lsvesticaroals): 90hn A. Kark, LTC, MC, Peter G. Tarassoff, CPT, MC,

-As66c tate- nesricarar{s}+ Donald E. Butkus, COL, MC, Daniel B. Kimball, 'COL, MC. etc.
FaciLiry: WRENC, AFIP, WRAIR | Depr/Svc: Dept. Med, Airospace PathoTogy, Hematology

Recuswarive FEDCASE Cost: Recuranative Conract CosT: Rocwanarive SuppLy Cost: i
FY-83 FEDCASE:  Cowrmact Cost:  Suspry Cost: Dare or CormiTree boenovar 0:

_ Fanya Prozazss Repcar

T yilpmyrapp gy ittty

candidates in NATO training. Pilot for future large field study.

PRySioTogIT evatuation o SCTandnon=S€T-subjeets—before,

TeCHizAL APPROACH;
'&"'ﬁ?’_‘“%i‘fter flights in the AFIP altitude chamber. pPreliminary study
added and consent froms modified in accord with AFIP review

Presazss Duauns FY-82:  Protocol cleared three Institutes and equipment purchased
and set up. Procedures practiced in the laboratory.

luser oF Susszcrs Stupien:

Fr-82: O TorzL (7o pave): _ 0 Berorz Comorerion os Stusy: 30
Semouslﬂeﬁg‘se;rso Stoz Errects 1n SuzszcTs Paavicipartis In Pacazer(ie sz s9 sTars):

W kIt
Comcrystons:  one ,

PusL1cAT10M5 02 ABSTRACTs. FY-8§2:
none




#9020-82

Principal Investigators:

John A. Kark, LTC, MC, Dept. Hematol. WRAIR

Peter G. Tarassoff, CPT, MC, Dept. Hematol/Oncol. WRAMC

Donald E. Butkus, COL, MC, Division Medicine, WRAIR

Daniel G. Wrigth, MAJ, MC, Depart. Hematol., WRAIR

David M. Posey, Aerospace Pathology Division, AFIP

Robert R. McMeekin, COL,MC, Division of Aerospace Pathology,
AFIP

Daniel B. Kimball, COL, MC, Dept. Medicine, WRAMC

Associate Investigators:

James P. Dixon, CPT, USAF, BCS, Aerospace Physiology Research
Branch

Douglas van Nostrand, Dept. Nuclear Medicine, WRAMC

Yancy Y. Phillips, MAJ,MC, Division of Pulmonary Medicine, WRAMC

James J. Jaeger, MAJ, MSC, Dept. Clinical Physiology, WRAIR

Andrew J.Young, CPT, MSC, Dept. Clinical Physiology, WRAMC

Claude J. Tellis, LTC, MC, Division of Pulmonary Medicine, WRAMC

Jack Moore, Jr., LTC, MC, Division of Nephrology, WRAMC

Daniel A. Nash, Jr., Division of Nephrology, WRAMC '

Paul Whitmore, COL, MC, Department of Opthalmology, WRAMC

i 2 -




Darz: 10/20/8 Hose Unet flo.: 9021 Status:  Inremidt X Fioa

|
|
r
- |
|

Startins Dare: 26 Feb 80 Date o ComereTion: 1 Jul 83

Key Vioros: Marrow tramsplantation; heterologous transplant

Time cF Prouzcr: ;
Human-Marrow-in-Mouse Chimera

s mrm o aesmabisian

PaincieaL luvesTicatorfs): COL William H. Crosby, MC

Assoctate Investicator(s): Mary Cutting, M.S.

B

[

FaciLiTy: WRENC /WRAIR Depr/Sve: Hematology/Medicine ;
——— prgnguy |

AccuaTive FEDCASE Cosr: fccun aveve Cenimract Cost: hecuwswative SuepLy Last: ?
. . ]

FY-83 IEDCASS:  Contmact Cost:  Supeiy Cost: Dave o7 Cormirres Aeerovar OF [

Fanuar, Prosrsss Repcrt 26 Jan 1982

Srupy J3JECTIVE: 14 transplant human (cadaver) marrow into a lethally irradiated
mouse in order to repopulate him with human marrow and blood cells.

TECHNICAL ASPROACH: Mice are Irradis-ed (JOUT) With whole body radtariom to-ablate
emATOpoIeTIC an

nd immune systems after heterologous marrow core has been implanted
subcutaneously ten days earlier. The radiation destroys the host and donor hemato-

‘None. We have used rat marrow in mouse as a model because success

has been reported by others. As yet, we cannot establish rat marrow in the lethally

Hwser oF Susyzcts Stubled:
FY-82: o ToraL (to pate): 0 Berors CosereTion oF Stuoy: 10

Szrious/UnexpecTep SipE ErFects it Sususers Paaticiparing In PmJ;cr(:F HONZ SO STATE):

ConcLustoms:

We have not yet begun to use cadaver marrow.

PusLICATIONS 02 ABSTRACTS. FY-82:

- B R




Dave: 4 qct 821 Moxx Luiy lo.: $9021-82 Starus: bzt Fisae ‘
Sraatiig Dare:  October, 1982 Date of Coserion:  OSTOCLR ‘23 L
;: Key tosos: Red Cells, Sick]g Cell Trait, anion
Time cr ProJscT:  pnjon permeability of Sickle Cell Trait Red Cells
é I
Paincirar Isvssticarcals): John A. Kark, LTC, MC -
Asscctate Imvestigaror(s):
 § FacrLivy: WRAYL Depr/Svc:
Accw-u..an\rl‘so h.-éGCIsSE Cest: F'\CC&»{RJT_AT’(‘\&E“ gmmacr Cost: | Iaccu-.:uhé}‘ré/s SwrLy Cost:
"FY-85 FEDCASS:  Cowreact CosT:  Suspry CosT: Date o= Cormitres ForrovaL O
$750 Frwuas. Prosazss REPCRT #Eoﬁ 25 1993

Styov OsJEcTIvE:  To determine whether anion permeability of red cells is
related to sickling or to increased membrane binglﬁsg?gbmlymorphic

Tecuuica, AeproacH: A prospective paired study of anion permeapbii ity of—
red cells of different hemoglobin phenotypes, using small samples of venous
blood, and determining (35-C1) efflux from red cells.

Prosazss Dynins FY-82: Equipment was purchased through WRAIR, and just arrived
at the end of FY-82

, lisser oF SusszcTs Suien:

FY-82: 0 Toras (To pate): O Besoés CovoreTiON 0F STUDY: 70

Sertous/Unzxescren Sios EFrects v Susszets Paavicipatiig 1n Prouzet(iF poxs so STATE):
none '

Concrustans:
_— None

PusLICATIONS OR Assmncfs. FY-82:
Kark, JA, Hicks, CU. Enhanced anion permeability of membrane
anion channels in sickle erythrocytes. Blood 58:60a, November, 1981.




Datz: 20 Oct 82 Yok Burr fio.: 9022 Status:  [nrerim X Frea

Staztiis Date: 9 Apr 80 Dare o ComLeTion: 1 Jul 83

Key Vorns: Iron Metabolism; Iron Absorption; Iron Deficiency
Tine cr Proyzct:

Iron Tolerance Test (ITT)

Princioas Invzsticarorls): COL William H. Crosby, MC

Asscctate InvesTicator(s): Mary Cutting, MS

FaciLivy: HWRAIC/WRAIR Depr/Syc: Hematology/Medicine
Accuar_ative FEDCASE CosT: Fecuruarive Coutract Cost: Accuative SUPPL;—E;ST:
FY-83 FEDCASE:  Contaact Cost:  Supety Cost: Date or Commitree Aerroval 0 o =

. FawuaL Prosazss RepoRr  FED 25 1983

Stupy Oauzctive: To identify and interpret the variables in the "“small dose ITT"
that we have developed.

TecmnizAL Asproach: To mildy iron deficient subjects we glve 3 small aose(i0-30 mg)

of Iron by mouth, then measure the plasma iron concentration at intervals for 8

hours. We modify the dynamics of the abgorption gurve by food, by chan ing the
iezgyy—by—veeying—Ghe—go&erAS fran y §™ne

: " The test gives predicable results. Tests of iron with foods
have begun.

fsEr oF SusdzcTs Stupled:

FY-82: 132 ToraL (o patz): 182 Berore ComeLetion oF Stusy: 300

Ser1ous/UnsxPzcTed Sips EfrecTs In SuduzeTs ParTiCieaTInG It ProuzeT{iF HONE 52 STATS):
None

CoNCLYSIONS: The test behaves predictably in replicate trials. Normally iron
replete men have little or no change in plasma iron concentration. Iron deficient
subjects (blood donors show significant increases. Tests with food iron show

a slower, shallower increase.

PusLICATIONS 03 ABSTRACTS. FY-82:

None

TS




Darz: 10/20/82} Voox Unir fo.: 9023 Sratus:  Intepis X Fiose

Staztiis Dare: 5 Aug 81 Date of CowteTion: 1 Jul 83

! ' Key Vopns; Iron Absorption, Radioiron; Iron Deficiency

Time cF ProuzcT:
Measurement of Iron Absorption

Privcioal Investicargrfs): COL William H. Crosby, MC

Associate ImvestiGatoR(s): Mary Cutting, M.S.

FaciLity: WRAYC /WRAIR Deev/Svc:  Hematology/Medicine
Accumaative FEDCASE Cosr: Eccumnative Coitract CosT: Accuvuative Suppey Cost:
FY-83 FEDCASE:  Conteact Cost:  Sueety Cost: Dave of CommiTieg feerova OF *

Fanuay Prosrzss Peport 26 Jan 82

Stuoy OsyzcTive; TO correlate the actual amount of iron absorbed with the dynamics of
the changes of concentration ot plasma iron following a small oral dose of iron.

Tl are given

. . NOLMAL subjects with mildtromdeftctemcy (blood—donors)
W uCi) of 59Fe by mouth in carrier doses of various amounts (10-
50mg of iron). The retention of radioactivity after 1 week, determined by whole-body

RosRess Tuniiis FY-82: We have performed a pilot study of absorption of large doses of iro
60mg versus 12Umg. 30% of the iron was abgorbed from each dose: 18mg versus 36mg. The

Muser oF Susdzcts Stupien:
FY-82: 3 TotaL (topats): 6 Bzrore ComoreTion 07 Stusy: 30

Sertous/UnsxeecTen Sins Errects 1 Susszers PAaticipariig 1n Prouzer(1f toxz o STATE):

M: In a single pilot test there did seem to be a correlation between the

e
Highept of the curve and the total amount absorbed.

PusLIcATIONS 02 AssTRACTs. FY-82:
none

- 565




Darz: 1 oct 821 baas Luir #3.: 9025 __“_____[Sr,\m';:_ Anterin_x o Faoe
Stazrig Daré: 1 Jan 81 o Pare e Lot
ey Vieos: Myelopoiesis, Bone Marrow, Hematopoietic Stem Cetls
Tie cr Prouscr:

not determined

Studies of the Proliferation of Mveloid Precursor Cells
Isolated trom Normal Human Bone Marrow

Princiaac Divigrosarsa/s): Dr. Daniel G. Wright

Assccrate livesticarca(s): Dr. August Salvado

Facivity: WREE Dept/Syc: Hematology Medicine
Accuenr Avive PEOCASE Cosre Foourmiarive Conrract Cost
—none____ ___none _
Fr-85 F0CASE:  Conrnacy Cost: Suesty Cost: ?
none._ ~none none

Stuoy J3gzcrive:

To study naturally occurring mediators that regulate the
production of myeloid cells in the bone marrow

TECwi AL FoproacH:

Collection of bone marrow aspirates from normal human volunteers;
puritication of myeloid precursor cells from marrow by density gradient and counter-
Mmmqmmmmmm& of bone marrow cells,

Pegs223s Curig FV-G2: Establishment of te. techniques to purify myeloid precursor cells
(myeloblasts, promyelocytes, myelocytes) from normal human bone marrow aspirates.
-2._Identification and characterization of cholinergic receptors on myeloid precursor
Mooy - n= i s Coy. =N

fiGa3zr 97 Sussics Studrzd 50 (appox.) cells.
PY-g2: Torau (o pate):_

Bzrors ComerLevion o7 Stusy:

———

Szercus/nzxezcven Sios Ezraets i Susuzers Praticiparing 1 Pasuzer(ir oz S3 STATE):

none

Concrusions:

on-going project

PusLIcATIONS L2 AasTracTs. FY-32:

Wright, D.G., Meierovics, A.I., 3choomaker, E.B., Tang, L. and Lucas, D.:

Muscarinic cholinergic receptors on human neutrophils during their
development and function. Clin. Res. 30:382A, 1982

L eI osnc s 5. . AT

g —an




Date: 9/18/82 | Vox Unir fo.: 9026 Statys:  [NTiRim X Fioy
StArTiis Date: October 1981 fate of Caeterionduly 1983 1

Key Yicros: Intravenous Immunoglobalin

TITE ¢7 PROVECT: The Prophylactic Use of Intravenous Immune Globulin in Adult
Neutropenic Patients with Hematologic Malignancy

Prircioar lrvesticarcr{s): Barbara M. Alving

Assccrate InvesTiGator(s): Alan Cross, Gerald Sadoff, Howard Terebello, Phil Baldwin

FaciLity: WRANC Depy/Sve: Hematalogyv/Oncology
Accumuarive FE0CASE Cosr: Accueaative Coivract CosT: Accuruative SuppLy Cos;:m
~ 1500 :
FY-83 PFEDCASS:  Conrract CosT:  Suseiy Cost: Dare oF Comitris ferrovar 0z
. FsinuaL Prozazss RepoRT _PER 98 1007

- ot % o i . 4 s 2 e A St e o o e

F BEN .
Sty O3JzcTive: to determine it infusion of IV immune globulin into neutropenic
patients will reduce incidence of infections

TECHN:icAL A°PROACH: A double-blind study is in Progress. Patients receive either immune
globulin or albumin at start of treatment for leukemia. Dose at half-level will be
utropenia persists.

Proszzss Duarns FY-82:

Five patients have been entered into the protocol, four of whom
are from WRAMC and one whom is from Letterman Army Hospital.

liwser oF Susdzcrs Stupied:

FY-82: 5 TotaL (1o pate): 5 Berors ComereTion oF Stugy: 60

Szrious/UnaxpzcTep Stoz Errects 1 SuauzeTs Paaricipatiis In Prouzct(IF 1%z s9 STATS):
No unexpected side effects have been noted.

CoNgLusions:The study is progressing extremely slowly even with the joint cooperation of
the Hematology-Oncology Services at Brooke and at Letterman. We are therefore con-
sidering termination of the study. This will be discussed within the next month by
the investigators. Although the Baltimore Cancer Research Center had initially
promised to work with us, they were uynable to fulfill the committment because of
funding problems. .

PusLICATIONS 0R ABSTRACTS. FY-82:

None




Darz:Sep 30 82 Hoax Uwir No.: 9027 Status:  Intemim X Frioa.

Stagrins Dare: 7/1/81 Date oF ComereTion: 30 June 83
Key biopys: Antibiotic-associated colitis, clostridia difficile
Time cF Prouzct: Prevalence of antibiotic-associated colitis among

patients on prolonged therapy

Privcioa lnvesTicarpa(s): Alan S. Cross, M.D.

Arthur Dobek, Peter Gemski, Steven Opal, Charles OUster,
Asscctate Imvesticarar(s): Robert Redfield, Sara Rothman

Faciiry: WRAC Dept/Syc: Medicine
Accuarive FEDCASE Cost: Accuemnarive Caivract Cost: hocwi aTive SuppLy C;;':.“-
0 0 1500
FY-83 FEDCASE:  ContracT CosT:  Suppry Cost: Date oz CoetiTiee ferao: .
- 0_ 6 1588 Fonusc Pnosaésstﬁspca?'ﬂ/ﬁlb'?rappucable

Stuoy Q3gzcTive: To identify the relative frequency of antibiotic-associated
colitis as a cause of antibiotic-associated diarrhea

TechiicaL APPROACH: To obtain stool specimens from patiens on antibiotic therapy,
and to examine these stools for the presence of C. difficile
and/or its toxin.

Prosréss Duains FY-§2: Progress during FY-82: We have now assayed a total of 46

-
stool specimens for the presence of C. difficile toxin. Of the 33 patients studied,
5(15%) were positive for C. difficile cytotoxin. C. difficile was isolated from 3

Nuwser oF SusJzcTs Stupred: _ (see below)
FY-82: Tora. (vo pate): Berore ComeLeTion 07 Styay: 300

Serious/UnsxezcTep Sips EFrects v SusszcTs Paarictparing 1 Paouzct(iF nons s srare): None

Concrusians: Need more patients

PusLICATIONS 0R ABSTRACTS. FY-32:

of the 5 toxin-positive specimens. Even with the shortened
consent form, progress was significantly affected by the
difficulty in obtaining informed consent for collection of
stool sgpecimens.
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Dare:9/20/82 Lo Uuer fio,: 9028 ____}E;r_ﬂ_[u_s_:' Nreim b X
Stariing Date: 1 July 1981 Dotz o Comterion: L Decemb?-r 1981

Key diomas: Coumadin HPLC

TimE ¢7 PROJICT: Meagurement ot Plasma Warfarin Levels With High Performance
Liquid Chromatography

anc:o [nvesTiearce’s): Barbara M. Alving

Associave lmvisticator(s): Robert Knight, Charles Barr, Pat Strickler, Ted Gegoux, getenbe’

Faciuiiy: WRET _ Depr/Stc: Hematology

AccusraTive FEDCASE Cost: [ Fecuiantve Conmract Cost: Recuwuative SpeLy Cosie

FY-$3 FEDCASE:  Cowrmact Cosi: Suseey Cost: | Larg 07 Comirrez dopaguaL G
e e FNRUM Pausesss Dzopar Ef pa e

P e g g g ey by tpomg i bympprahgeaiet e ity bes Srpriptpd

oy O3 -

Studr_OSJICTIVE: 1o establish a procedure for accurate measurement of warfarin levels
in plasma

TECHdicaL A2pr0acH:

A plasma assay for warfarin levels that utilizes HPLC has been
developed

Prosazss [uxnis FY-82: 20 padiewts have ‘wad measarement OV
platema levels of warbaria while ~toling Hhais drua

————————Qute_&_ long ke _per.odl:
HuisER oF Susdzeis Svudted:

Study is
FY-82: 20 Tora (ro patz): 20 Bzrorg Cowerericn o7 Siusv: _completed
Ser1ous/Unzxezeren Stoz Errects 1n Susszers Paaviciparive 1 Prauzer(ir pon: §3 stare)
None

ConcLusicus:
=== 2' A sensitive method for determination of plasma coumadin levels has

been developed. Range for patients on adequate anticoagulation is 0.42 - 3.85ug/ml

PusLICATONS 02 As3TRacTs. FY-82:
Abstract: Alving, B.M., Strickler, M.A., Knight, R.D., Barr, C.F.,
Berenberg, J.F., and Gegoux, T.
Warfarin resistance: investigation of a rare phenomenon.
Clin. Res. 30, 309 A (1982).
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Darz: 9720782 | Vox Uwir No.: 9029 o JSr.\rus: Cbwrean X Fn

_Starirs Dave:November 1981 Pavi of (ot er:on: pecemher 1982

E € —————

Key §aoRas: Coumadin
Time ¢ Progzci:

Investigation of Hereditary Resistance to Coumadin

PRinCiPak InvesTicarcals): Barbara Alving, M.D.

Asscciave Imvesticaron(s): Robert Kaight

FaciLivy: WIAC Bepr/Siug: Hematology/Oncology )
Accusarative TEOCASL Cest: Aeeursiative Conpace Co..r. Foowrioativ: SuseLy (ot
o .
FY-83 i20CASS:  Conrnact Cost Suseey CosT: [’.\r— 0F (CLntiTTiz fhowaovar O-
—_—— —_—— e — Fawuse Prozuzss Rercar _FEB_2_5_1983

Siuoy J3gctive: To detemine if fanilv members of odr pa-tient with coumadin resistance
also are resistant to this drug.

TECH; A A%PR0ACH: Norma]l volunteers were given coumadin (0.45 mg/kg) and prolongation
of the prothrombin time was measured at 36 and 48 h.

Prosazss Duais FY-82:2) volunt:eers and four tamily members have been studied and the
data analyzed. .

Buer o7 Suzuzers Studien:
FY-82: 21 BQEBE31s  Tora Ciocare): 25 L Bzrorz Comririion ¢ Swose: 25

Serious/exezcres Sits Errects in Su3sicts Paricipariis i Prsuzei(ir nang 5o srars

None
Concrustors: Two of 21 comtrols did not have a "a prolongation of theé prothrowbin time.
“Both are on diets rich in vitamin K. One family member also did not show a response
to coumadin. We will study these three persoans with a higher dose of coumadin
(0.9 mg/kg). A resistant patient should show no response at this doge, while
normals would have a prolonged prothrombin time.

p— —— e

PusLicaTions oz fastracTs. FY-82:

Abstract: Alving, B.M., Strickler, M.P., Knight, R.D., Barr, C.F.,
Berenberg, J.F. and Gegoux, T. Warfarin resistance:
investigation ot a rare phenomenon. Clin. Res. 30, 309A

. (1982).
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Datz: 11 0ct gﬂ Voa Butr Bo.: 9030 Status:  Interiy X Fisow

StaqTiis Date: 1980 Date o (omeaevion: Indefinite

Key Vigros: Ischaemic bowel, Surgery, Enzymes
TITE cF ProgzcT: Circulatory Serum Isoenzymes

PaircipaL lnvesticator(s): Geoffrey Graeber, LTC

Asscciate Imvestricaroa(s): John W. Harmon

Facioivy: WRAEIC Depr/Svc: Surgery
Accumpative FEDCASE Cost: - Accuwmaative Comract CosT: Accuvuative Supery CosT:
FY-83 FEDCASS: Cowrmact Cost:  SuppLy CosT: Date or Camtres AerrovaL OF

— Famya Prosrzss RepcrT FEB-2-5-1903

Stuoy O3yzcrive:
To identify a serum marker for ischaemic bowel

TECHNICAL APPROACH:
To collect serum from patients with ischaemic bowel, as well as other conditions

for controls, and measure levels of potential marker enzymes.

Prosress Duaing FY-82:

Eight patients with ischaemic bowel have been studied. The results of these
studies are being written up.

Muwmsr oF Susuzcts Stupien: Indefinite

FY-82: _ ToraL (10 pave): Berore CoweLeTION OF STUDY:

%E:lZUS/UNEVECTEC Stps Ezrects v SusuzcTs Paaticipatieg 1t Prodzct(ir nonz so state):
1 €):

JONCLUSIONS:  None

PusL ICATIONS 0R ABSTRACTS. FY-82: None




o ot ot et

Darg: 8 ocr 82 | Wosk Bmir Hlo.: 9031 Status:  Interim X Fisal,

Srartics Mave: 1980 Dare n= Comel ETION:

Key Wioros: Stomach, Acid

Time ¢ ProyzcT: Study of Control Mechanisms for Human Gastric Pareital Cells

Privciea Invesvicator(s}: John W. Harmon., LIC, MC

Associate lpvesticator(s): Samuel Batzri, PhD

Faciuity: WREMC Depr/Svc: Surgery
Accusrative FEDCASE Cosr: AccurnaTive Coiitract Cost: Accumuiative SupeLy Cost:
FY-83 FEDCASS: Cowntaact Cost:  Suepry Cost: Dave oF CormiTiee Aeprovar OF

Esnyss Prosazss Pepcar pEE 25 1983

Stuov Q3gscTive: To study the control mechanisms of human pareital cells.

TECHNICAL APPROATH: To study gastric mucosal cells which have been dispersed
using isolated cell technique

L T i v | TOSTTTMI

Prosezss Duains FY-82:  Further work has been done at USUHS gaining experience

with the cell methodology

NuBer oF Susuzcts Stupiéd:  None ;
FY-82; Yora (10 paATE): Berore ComeLeTioN 07 STuny: o

Serious/UnzxezcTen Sios Errects N Susszcts PARTICIPATING 1t ProuzeT(IF HONE SO STATE):
None

ConcrLustons:

None

PusLicaTions 02 ABSTRACTS. FY-82:  Attached are the results of 2 animal studies
using this technique
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Dates11 ocr 82 ] Mok Buer Mo.: 9032 Status:  Interim X Froo
Srarvis Dare: 1980 Dare oF Comerioy: Indefinite

Key bomds: Colon, Surgery, Ion transport
Time cr Provzcr:

In Vitro Analysis of Human Colon Ion Transport

PrincipaL Investicaror(s): Harmon, John W.

AssoctaTe lrvesticaron(s): RoyvWong, Tai

_FaciLiny: WRAMC  x Depr/Svc: Surgery
Acasanative PEDCASE Cosr: Accwwﬁgve Cauitract CosT: Accumuarive SuepLy Cost:
"FY-83 IMERCASS:  Contract Cost:  Supevy Cosr: Dare or CoiTTeE Aeerovat OF
_ hewuat. Prosazss REPRT BER 95 1009

Stupy O3JzcTIve:
To investigate transport mechanisms of the human colon
TECHNICAL APPROACH:

To study colonic mucosa from surgical specimens using Ussing Chamber f=chnique

ProsRess Duriis FY-82:
No work was accomplished on this protocol in FY 82 because of the PCS of the

key investigator R. Decker.
MeBER OF SusuzcTs STDIED: Indefinite

FY-82: ToraL (1o pate): Berore Coweretion o7 Stusy:

Serious/Unexpecten Sips Errects v SusuzeTs PaRTicIPaTING It PreuzcT(IF HONE SO STATE):
None

Coxqrustons: oo

PUBLICATIONS 03 ABSTRACTS. FY-82:
None
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Date: 4 oct 82 | Homk Unit No.: 9035 Status:  [wreRIM_ X Fsea
Startiis Dave: Jun 1977 Date oF CoMeLeTion: --
Key Yioros: Altitude, performance '

Time c7 Proszct: Effects of altitude, mood, and dietary habits on performance
of a choice-reaction time task -

Princtear Imvegricaror(s): Dixon, J.P., CAPT, USAF, BSC

Assoctate InvesTicaron(s): c g LT COL, USAF, }
Facieivy: YOBKE AFIP Dept/Svc: Aerospace Pathology

Acamunarive YEDCASE Cost: Accwaaative Corract Cost: AccuvuLative SueeLy CosT:

FY-83 FEDCASE: Conrract Cost:  Susery Cost: Date oF CamiTTee Permova. OF
Poyss. Prosrzss RepGRT £e. o -

Smoy 03JECTIVE: T evaluate the subtle influence of mood, altitude, dietary
habits and other stresses on performance and to relate these decrements to

TE;E;ZEPEgEB;gEmEﬁCE‘Gf'mITITETY'pETSUnﬂEfT

{over)

Prosress Durits FY-82:
' (over)

Nuser oF SuslzcTs Stupied:

FY-82: 9 Tora (To pate): 14 Berore CoveLeTion o7 Stuay: ©
Sertous/UnexeecTep Stoz EFFecTs I SuaszcTs PaaTicipariig 10 Prouzct{iF roxs so srare):
None
Concrustons:
None

PUBLICATIONS OR Assma&s. FY-82:




TECHNLCAL APPRUACH: By means of a choice-reaction time task,
efficiency (number correct divides by average reaction time)
will be usea as the parameter to measure performance.
Efficiency will then be related to the physiological parameters
of oxygen saturation, respiration ang heart rates at various
altituges. The test is ungergoing refinement to incluae PAB
tests as acesignea by the Department of Military Medical
Psychophysiology, WRAIR. This will incluce the more sensitive
tests of logical reasoning ano aigit recall in which accuracy
and reaction time are specifically ascertainec. The moog scale
is more extensively stuoiea in this series.

PRGGRESS: Cue to learning effects, results in six subjects
were rejectea. The composite LRT performance of seven other
subjects is not a sufficient gata base from which to araw final
conclusions. Further experimentation is neeoceg, specifically
to refine out the requireg 2~2 months of training neegeg to
perform the task. Incluaing the PAB tests from WRAIR will
provide a computer test that is repeatable ana requires
possibly a week of training. Specifically, the logical
reasoning test ana the digit recall test will add Z-3 minutes
of psychomotor testing each, and result in an efficiency grace
that will reflect the subtle gifferences in performance at low
altituge without extensive training.




Darg: 28 Jan 83 Mosx Unir Ho.: 9036 Sravus:  INTERI® M Fioe
Sraxriis Naree June 28, 1977 Date oF CnwteTioN:  Ongoing

Key boras:  myo-adenylate deaminase deficiency; lactate/ammonia exercise ratio
TITLe ¢F PROUICT: Urease and Deaminases in Chemistry and Medicine

PrimcrPaL InvesTicatoa(s?:  yi31iam W Fishhein M.D._ Ph.D
Assocrate InvesTicatar(s):

Faciirry: WAL Dept/Svc: Biochenistry Division
Accumpative FEDCASE Cost: Aecunative ConTract Cost: Arcuvu».mv. S-JPPLY CosT:
_ 0 9 0
FY-83 FEDCASS: Cowrmact Cost: Susety CosT: Dare o CosmiTrez feprovaL 0
— fonys PROZRESS PEPORT FEB 2 5 1983

s A A b e e ot et

Stupy O3ECTIVE: Dpevelopment of a diagnostic clinical blood test for mADD

TEcHNiCA PoPROACH: lleasurement of lactate and ammonia in antecubital vein
blood drawn and after sponge-squeezing with partial venous obstruction.

Prosrzss Duzing FY-82: Nine patients and 15 controls have now been tested

without side-effects. No drugs or WRANC funds have been used. The

nige_patients show no increase in ilkij despite normal increase in lactate as reported
Nunsex o SusyzcTs Swupien:

FY-82: ToraL (70 pats): Berores ComereTion oF Sruav: 30

Ser1ous/UnexPscTeD Sin: Errects In SusuzcTs PARTICIPATING 1n Pasuzct(1F fioxz so STATE): None

CoNLusions:  Tege continues to look promising

PusijcaTions cr Aastracts. FY-82:

- 576

RSV -5 > DN NSSE SR e S



Darz:4 Oct 82 | Vomx Uutr fa.: 9038 Stavus:  Inrinim X Fiia

Startiis Dave: Aug 80 Pate oF Coverion: --

Key Vords: Quinine, performance

Tine c7 PROUICT:Effects of low dose quinine on human performance of a choice
reaction time task at ground level and at altitude

PaincroaL levegricarcals):Dixon, J.P., CAPT,USAF,BSC
CDR,MC, USN éﬁitchuk, J.T.,COL,MC,USA
m‘ > S_‘Q. !!IIA.

Assocrate InvesTrcaran(s);VagnerG-N.,

FaciLity: BOEKE  AFIP Dep1/Svc: Aerospace Pathology
Acasanative FEDCASE Cost: Accurnative Convract Cost: AccusiwLative SupeLy CosT:
FY-83 EDCASE:  Contract Cost:  Susey Cost: Date o7 Comitreg FeercvaL OF

Fainysr. Procaszss Peecar

Prvy—y - g = o

Stuoy DsuzcTive: 10 determine the singular effects of Tow dose quinIne wn-reaction
e —n “'time, and the degree of synergism which may exist due to decreased

oxygen saturation at altitude; to ascertain the ototoxic effects of quinine.

TEcHiiCAL APPROACHTo evaluate guir_line's effect on a choice-reaction time task under
normebaric and hypobaric conditions. To measure abnormalities in the electro-

" nystagmogram test series and audiogram due to repeated doses of quinine.
Prosa:3s Duains FY-82:

No progress was made during this fiscal year.

wsEr oF Susszcrs Stupied:

FY-82: 0 ToraL (1o parz): 13 Berore CoveLetion oF Stusy: SO

Szrious/UnsxpecTep Sios EFrects n Susszicts PaaticipariiG tn Prouzct(IF 1:a%z s2 STATS):
none
Concrusigns:

none

PusLicATIONS 03 AssTracTs. FY-82:
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Dare: 2/22/83) Hosk UniT 8o.: 9042 Status:  InTERIM Fira, XX

Starriis Date: March 1981 Dare o CoeLetioy: Termination 1982

Key opds:  Vitamins Cancer

Tine cf Proyzct: AN ASSESSMENT OF VITAMIN A, RIBOFLAVIN, VITAMIN G,
AND VITAMIN E STATUS IN INDIVIDUALS WITH CANCERS OF EPITHELIA
TISSUE.

Princraac Isvesticaror(s): Th ANC
_Asscciate [mvesticaror(s): Judy Driskell, PhD '

Facniiry: WREIC Depr/Svc: Food Service Directorate

km)gglﬁ hl::EDCF\SE Cest: Accumnarive Conmract Cost: Accuun ative Suppry Cost:
FY-83 FEDCASE:  Cowtract Cost:  SueeLy Cost: Date oF Cosmitres AeerovaL OF

No WRAMC funds-used FanuaL Prosazss RepoRT FER 2 5 1983

Stuoy Osuzctive: IO evaluate the status of Vitamin-A, riboflavim,
amin B and Vitamin E status in individuals with a recent
i sues.
TecuicaL AoPROACH: Evaluation of: 1) Plasma retinal and alpha toco-
pheral - high pressure liquid chromatography; 2) Vitamin Bg -
PO, and CO enzyme stimulation; 3) Riboflavin -erythrocyte
Prosazss Dueins FY-82: yitamin B, was evaluated on (continued below)

15 patienf.s at WRAMC using plasma POA and co enzyme stimulation

Numser oF Jusszcts Stubren: _
FY-82: 15 TotaL (1o pata): Berore ComoLeTioN 0F Study:
Serious/UnsxeecTeD Sing EFrects IN SusuzeTs PARTICIPATING 1M PRouzcT(iF 1ONE SO STATE):

NONE

CoNcLysions: When compared with age matched controls, patients
with cancer of epithelial tissues were found to have signifi-
cantly lower pyridoxal PO, levels and higher co enzyme stimula-
tion values indicative of Vitamin 26 deficiency.

The study is terminated due to retirement of senior investigator.

PusLICATIONS 02 ABSTRACTS, FY-82:
NONE

Technical Approach (continued): glutathione reductase assay.

i ADRNE T N L a - . s
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Date: 1 Sept 84 Woxx Unit No.:  9ok3 Status:  Ikrenm Firs XX
Startins Date:  Aucust 1980 Dare oF ComsLerion: September 1982
Key bomas:  Quality Assurance, Operating Room Nursing, Process Criteria,

Titee c7 ProuzcT: Development of a Methodology to Monitor Operating Room and
Anesthesia Nursing Care.

Princroas InvesTicaroa{s?: MAJ Donna Sylvester/LTC Susan Shipley

Asscciate luvesticator(s): N/

Faciuivy: WRAC Depr/Sve: Nursing Research Service

AccunnaTive FEDCASE Cost: Fecummative Coiivract CosT: | Accusiarivs Suspry Cost:
$5850.00 $1776.01

FY-8 2 FEDCASE:  Contract Cost: Suseey Cost: Dave oz (o NITTEE FarnovaL 07

o $81L .36 Fawuas. Prozazss Report FER 2§ 1983

- et 4 o s o o e 1 oA o m m - v = s 2 0 T e v

Stuby J3JsCTIVE: To establish the statistical validity and reliability of a set
of process criteria to monitor perioperative nursing practice.

TEcHiicAL APPROXCH: A set of process criteria were identified by a working committee

and then ratified by a expert review panel. Each of six clinical facilities
wpwmwns room (Cont
Prosazss Duains FY-82: Criteria field testing which began in August 1981 was concluded
in January 1982 with a total of T94 worksheets completed by observers. Data has
been apalvzed using frequency distributions of criteria responses, item-total (Cont.)

Hunser oF SusuzcTs Stupied: Data collection is complete.

FY-82: ToraL (70 pate): Berops Comwretion 07 Stuav

Serious/UnzxpscTeD Sips ErFects, in SJ ;ZCTS, PARTICIPAT L i 1% ).

Work st'opped on a.nest esia ffeha.’ 31 oxt'gncg"{g' c"a‘!?ég‘fhééfasﬁlitéi‘z?g consultant's
withdrawl of support for any further development or use of the tool in Army si%gon )
ConcLusIoNs: gixty-four criteria were organized into a modified objective/subobjective

structure. The Rush-Medicus scoring program was updated to generate quality Indices
for six objectives and 15 subobjectives. See attached swwmary for further details.

PusL1cATIONS OR ABSTRACTS. FY-82:

579
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Continuation of Final Report for Work Unit 9043

Technical Approach: nursing practice, using the proposed criteria to review
records, observe ongoing care, and interview staff and patients.

Progress During FY82: correlations, and coefficient alpha. Participating
facilities received feedback on project results. Dissemination of project
results included three presentations and four articles.

Serious/Unexpected Side Effects: See Interm Report for FY81.
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Darz20 Sep 83 Vaax Luir fo.: 92048 Sratus: _[utzris Fioa, X

Sraqriis Darg: 1 Jul 81 Darz o7 Comszrion: 20 Sep 82

Key }iosns:Patient falls

Time cr ProszcT: ' }
Positive Use of Patient Fall Reports

P;!";C[?AL Iﬁ\_l;:‘stie.‘“-ca(s): LTC JG_rlet R. SOUthby, ANC, D.N.Sc.

LTIC R. Guida, MAJ B. Conrad, MAJ V., Johnson
Asscctare Imvesticatoa{s)and MAJ 1. Jolivet

 Faciuity: W8Cunit 52.58,. 78 Deer/Suc: Nursing Research

Accwn aTive FECCASE Cost: Aecuranarive Conmract Cost: Accwniarive SuseLy Cost:
: 0 0 0
FY-83 izDCASZ: Conrmact Cost:  Sussey Cost: Darz o7 Comirrzz femnovar OF

s . Q Q Fampsy, Prosnrsss Repcar M

Sy O3dzcTIvE: -
To decrease the number of patient falls which occur at WRAMC

TECHNiCAL A2PR0ACH:
Same as stated in protocol

Prosazss Duatis FY-82:

Data were analyzed and final report was prepared.

sz o7 Susuzcrs Stubied:

FY-82: 0 ToraL (1o parz): 408 Berors CowLeTicn oF Siusy: ©

Sertous/Unexescren Siog EFrecTs 1 SusuzcTs Paaticipating Ini Prouzet(is noxe s3 STATE):
Racord review only

NCLUS[OMS:

See attqched abstract

PusL1CcATIONS 62 A3STRACTS. FY-82:

Two hursing inservice programs were conducted and a paper was
presented at the Phyllis J. Verhonick Nursing Research Course,
FSH, SAT, 7-11 June 1982. The asbstraet will be published in
the proceedings of this course.

Copy of final report is attached.
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ABSTRACT

TITLE: Prevention of Patient Falls Through Use of an Assessment Tool

PURPOSE: To decrease the number of patient falls con three nursing umits
at Walter Reed Army Medical Center through use of an assessment tool.
The objectives were:

1. To compare the number of patient falls that occurred during
the study with the number of falls that occurred during the same period
last year. The patient census and staffing lewvels for both periods will
also be compared.

2. To compare the patients who fell with the patients who did not
fall during the study with regard to age; activiiy, mental, and medication {
status; diagnosis; and length of hospital stay.

3. To describe specific characteristics held by the patient’s who
fell during the study as identifisd on the Analysis of Unusual Occurraance
(WRAMC Form 322).

L. To revise the "Assessment Sheet — Dynamics of Fall Accidents" |
to reflect more accurately the profile of the patient likely to fall
during hospitalization so that intervention may be taken.

POPULATION DESCRIPTION: During the study period, July through September
1981, 701 patients were admitted to three nursinz units and 408 were
assessed in relation to the dynamics of fall incidents. Seventeen
patients fell and were included in this sample. Tke medical records

of 225 patients were reviewed to identify the study variables.

METHOD OF DATA COLLECTION: Nursing personnel used the "Assessment Sheet --
Dynamics of Fall Accidents” to compare how a specific patient at admission
was similar to or different from the profile of patients prone to falls
at Walter Reed. The nurse used this information, and additional factors
identified in relation to patient falls, to evaluate the need for patient
teaching regarding prevention of falls. The patient's orientation to
the clinical unit included discussion of "Safety Tips to Prevent Patient
Falls," familiarization with the hospital enviroament, snd clarification
of th patient's activity status.

Patients who fell during the study period were interviewed; a
Report of Unusual Occurrance and an Analysis 02 Unusual Occurrance
were initiated. In addition to these reports, Nursiag Personnel Time
Schedule and medical records of patients admitted to the nursing units
were reviewed to obtain comparative data.




METHOD OF DATA ANALYSIS: Descriptive statistics and Chi Square test.

DISCUSSION OF FINDINGS AND CONCLUSIONS:

1. There was a slight decrease in both the number of patient falls
and the average patient census during the study period. Also the ratio
of patients to total staff improved slightly. It was noted that falls
were more likely to occur when the patient to professional nurse ratio
increased above the average.

2. The fall and no-fall groups were similar in composition with
regard to age, sex, and diagnosis. The activity and mental status of
the groups differed at admission. Almost 80% of the no-fall group was
up ad 1ib whereas only slightly over half of the fall group was up ad
1ib on admission. A significantly greater proportion of the fall group
was in the "up with assistance" or "bedrest" status and their mental
status was confused, disoriented, or post ictal. Patients in the fall
group recieved a greater number of medications than those in the no-fall
group (an average of 5.3 versus 3.1). Patients in the fall group also
experienced a significantly longer hospitalization than those in the
no-fall group.

3. The day of hospitalization, time of day and day of week the
fall occurred were not significant. There was a tendency for the mental
and activity status to deteriorate from the time of edmission to the
time the fall occurred. Most falls occurred in the patient's room, at
the bedside, while the patient was alone.

k. PFive major characteristics were identified to indicate that
a patient is prone to falling while hospitalized. These are: Sex -
Male; Mental status - confused/disoriented/post ictal; Activity status-
"up with assistance" or "bedrest'|; Medication status; and Length of
hospital stay - greater than two weeks.

RECOMMENDATIOLS :

1. The authors believe that use of the Assessment Sheet as a
separate component of the nursing assessment is unnecessary. However,
the characteristics identified in the conclusion, to identify patients
prone to falling needs to be incorporated as part of the continuing
patient assessment.

2. The "Safety Tips to Prevent Patient Falls" should be incorporated
as part of the Patient Safety Message given to each patient during
orientation to the nursing unit.

3. When there is a decrease in the patient'’s mental status and/or
a shift in activity status, consideration should be given to the use of
siderails or restraints for the protection of the patient. While in a
vheelchair, the patient should be under the direct observation of a health
care provider.

4. Further study to compare end contrast the characteristics of
the patients who fell in this study with the fall population of specific
nursing units and of the hospital population during an extended period
of time is recommended. In this way, verification of characteristics
indicating a patient is prone to falling could be accomplished.
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Bypass Patients
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Study Objective: To evaluate an on-going teaching program for coronary artery bypass
patients to determine whether it is providing the patient with the informetion he
needs and wants to know, and if the use of a combination of patient education techuiques
and teaching tools has an effect on learning outcomes.

Technical Approach: As per protocol
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Progresd During FY-82: Knowledge questionnaires for phase I were pilot tested for
Teliability, revised and retested. Item analysis done on the final version of the
questionnaire showed the mean index of difficulty to be 43% and the mean index of
discrimination to be .4O. Data collection began on phase I of the study in January
1982. Approximately half of the phase I sample group has beern accumulated. Sce
dttachment for details.

Number of Subjects Studied:
FY-82_ 47 Total i(To Date): LT Before Completion of Study: 120

Serious/Unexpected Side Effects IN Subjects Participating in Project (If Nome So Staie):

NONE
Conclusions: See Attachment for data trends to date.

Publications or Abstracts, FY-82:
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M.ECIM: The purpose of the study is to determine the relationship between

chronological age and self-perceived stress of hospitalization as measured by the
Hospitsal Stress Rating Scale and the Profile of Mood State questionnaire.

IEQNLQI_AEEM: 60 Medical patients over the age of 45 given HSRS and POMS to
determine events that have happened to them since being hospitalized and to determine
general mood states for the week preceding the interview.

=89 To this date the data collection is finished and is being
analyzed. Expected date of completion is April 1983.

NUMBER OF SUBJECTS TO BE STUDIES BEFORE COMPLETION OF STUDY: 60

Ser1ous/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROVECT:
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primaquineé on performance of a choice-reaction time task and compare their
effects under normobaric and hypobaric conditions.

TECHNicAL A PR0XCH: To evaluate the singular effects of chloroquine-primaquine on

reaction time, and the degree of_synerg}i‘sm which may exist due to decreased
oxygen saturation by testing subjects who are on this drug regimen at altitudes

Prosaiss Tuaiis :

Research has yet to be initiated.
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0
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Sruoy D3yzcTive: To gain descriptive information concerning thumb-

sucking, security seeking and feeding behaviors of children
3 ing parents.

TECHNiCAL RPPROACH:
Same as stated in protocol

Pros2z3s Duniis FY-82:

; Qhestionnaires were distributed and returned;
data were coded and analyzed; and final report was prepared.

twBER 0F SusyzcTs Stuored: B
FY"&_!_m_ Toraw (to pate): 797 Berors ComsLeTion o7 Stuay:
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See attached page.
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Copy of final report is attached. Professional publication

is planned.

PR




PO e, T o g - W mo ke g w e .- L. - e e © i e am———— . f e tir e cme————— —

T e et asen

Conclusions

1. Children who used the pacifier tended not to suck their thumb.

Pacifier users who did thumbsuck stopped using the pacifier at a younger

= ege then the non*‘“-'bsn kers and more frequently disconti.nued pa.oirie_r

use of their own accord. Perhaps the thumb vas pref..--ed in l:.eu or the

paeiﬁer. S T _ L ~

- . o e e - e ._...._.-..--—__..-.—....q...,‘ — . - = - _r.e‘,

2. Children ‘who were thumbsuckers were more l::.kely to ha.ve a. security

t seems. that the ontmo a.nd b’an}:et go tog-tner :
; ‘:—‘a-_..—.'_.- = -

o’o,jects were a blanket or cloth oﬁ:en having a smooth satin edge, stu.tfed

F' vored snc'.:::.‘y :

- o m e g e
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toy, both bla.nket and toy, e.nd a pznow. Chlldren treq_uently seleoted

seomty objects prior to ags 1 year and let o arter 3LI/2 yea.rs or aéew T

TS

3. Children who were not thumbsuckers were, a.t present, nore

<

ﬁ'eq_uent :.n the h:.gh ve;ght category.

It my‘ be tha.t thmbsuokers'.

. Children who were thumbsuckers bega.n.attending day cé.re oenter_s

earlier than children who did got thumbsuck. Since children tend to

suck their thumbd vhen tired, sleepy, insecure, stressed or foored.; a change

from the fam.l:.ar envi-onment my produce eny of these cond:.tions. Also

. 80 this occm—rence could 'be expected.
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TECHMiCAL APPROACH:
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Key lioops: Nasopharyngeal Carcinoma, Epstein-Barr Virus

TiTLe ¢F ProsicT: Application of Epstein-Barr Virus Markers to Diagnosis and Prognosis
of Nasopharyngeal Carcinoma in Occult Tumors of the Nasopharyngeal Area in the
U.S.A.

Paincroas lavesticator{s): Dennis .-K. Heffner, CAPT. MC. USN
Asscciate liwvesticaror(s):

FaciLivy: WRENC /AFIP Der1/Svc: Otolaryngic Pathology (AFIP)
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Styoy d3uzcTivE: To cooperate with a group study of the usefulness of serum
antibodies to EB virus antigens in confirming a suspected diagnosis of nasopharynge:
carcinoma (NPC) and in the follow-up of such patients.

TEcuuica forroacH: Identification of patients with NPC is made through the pathology

consultation requests received by the Registry of Otolaryngic Pathology, and an
Furth

initial requeét for ie& ii made . er data are obtained in cooperation with

Pros2:3s Duatns FY-82:Twenty patients with NPC identified; 13 patients with neck metas-

tases and suspected or possible NPC identified. Initial serum samples submitted
to AFIP in nine instances (other initial and follow-up samples submitted through NCI

Nisser oF Susszcrs Storep: ‘
FY-82: 33 ToraL (7o pate): 33 Berorz ComoLeTion 07 Stusv:  total identifi

Serious/UnzxeecTen Stos Errects 1n Susuzets PaaTicipaTIiG Int ProuzeT(1F navs 59 STATE):
None

ConcLus(gys:  pending

PusLicaTioNs 02 AssTRacTs. FY-82:
Levine, P.H., Pearson, G.R. et al. (incl. D. Heffuer),
The reliability of IgA antibody to Epstein-Barr virus (EBV) capsid antigen
as a test for the diagnosis of nasopharyngeal carcinoma (NPC).
Cancer Detect. Prev., 4:307-312, 1981.
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Project Number: U909

PROGRESS REPORT
1 October 1980 - 30 September 1981

Armed Forces Institute of Pathology
Washington, D.C. 20306

: . . W Yo.
Title: Foveomacular Aging in the Rhesus Monkey ork Unit No. 9052C

Investigator(s): Fine, B.S., M.D.
Broughton, W., M.D.; Eagle, R,, M.D.; Font, R.L., M.D.;
Hidayat, A., M.D.; Perry, H.D., M.D.; Yanoff, M., M.D.;

Zimmerman, L.E., M.D.

Supported by a grant from National Institutes of Health (EY03060) - second
year of support.

Qur second paper on lipoidal degeneration of the retinal pigment ep1the11um
involving the foveomacular region of aging rhesus monkeys was pubhshed This
work indicated that the degenerative vacuoles did indeed contain a lipoidal
material in at least two morphologic forms both of which are easily extracted
when using conventional fixation methods.

An additional 20 pairs of our series of aging rhesus monkey eyes were
prepared for study.

Azcx.llary work was carried out on cases of iris nevus syndrome,l kerato-
conus,“ and on cases of glaucoma: a) unilateral glaucoma produced by an iris
nevus,3 b) chronic open angle glaucoma,? and c) congenital glaucoma,S

A manuscript is in preparation for work on the monkey foveomacula exposed
to intense incoherent white light from a clinical instrument (i.e., indirect
ophthalmoscope) in collaboration with Dr., L. Parver. Additional work in this

area has also begun.

To date we have been unable to obtain material from very aged monkey
eyes in our collaboration with Dr. T. Stafford in Chicago. However, we have
been able to examine 3 eyes from humans who had documented (i.e., fluorescein
angiography) evidence of pre-enucleation cystoid macular edema. A manuscript
on this has been submitted for publication.

Additicnal studies on the vascular changes in the foveomacular region of
an eye from a diabetic have been started and are being extended to an exam-
ination of changes that may occur in the nearby retina and optic nerve head.

Additional work was completed on a study of a new entity, 'non-guttate
corneal endothelial degeneration," in collaboration with Dr. R.L. Abbott in
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Title: Foveomacular Aging in the Rhesus Monkey (cont'd.)

San Francisco. This report was presented to the American Academy of Ophthal-
mology in the fall of 1980 and a paper has been submitted to the journal,

Ophthalmology.

Publications:

1. Eagle, R.C., Jr., Font, R.L., Yanoff, M., Fine, B.S.: The iris naevus
(Cogan-Reese) syndrome: Light and electron microscopic observations. Brit. J.
Ophthalmol. 64:446-452, 1980.

2, Perry, H.D., Buxton, J.N., Fine, B.S.: Round and oval cones in
keratoconus. Ophthalmology 87:905-909, 1980.

3. Nik, N.A., Hidayat, A,, Zimmerman, L.E., Fine, B.S.: Diffuse iris
nevus manifested by unilateral open angle glaucoma. Arch. Ophthalmol. 99:125-
127, 1981. '

4, Fine, B.S., Yanoff, M., Stone, R.A.: A clinicopathologic study of
primary open-angle glaucoma compared to normal eyes. Am. J. Ophthalmol.
91:88-105, 1981,

S. Broughton, W.L., Fine, B.S., Zimmerman, L,E.: Congenital glaucoma
associated with a chromosomal defect. A histologic study. Arch. Ophthalmol
99:481-486, 1981.
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6. Fine, B.S.: Lipoidal degeneration of the retinal pigment epithelium.
Am. J. Ophthalmol, 91:469-473, 1981,




Title: The Degree of Burnout Experienced by Intensive Care Nurses

Purpose: While stress and stressors of intensive care nursing have been
examined, it is not yet appropriate to presume a relationship between stress
(cause) and burnout (effect). The question of whether burnout even exists
among intensive care nurses requires systematic study before it can be
answered. The purpose of this study was to assess, in intensive care nurses,
the frequency and intensity of three aspects of the burnout syndrome as des-
cribed by Maslach and Jackson (1981). The three aspects were: emotional
exhaustion (EE), depersonalization (DP), and persona) accomplishment (PA).

Sample description: The 9 subjects of this study were registered nurses cur-
ren%'ly practicing intensive care nursing. The CCU, NICU, SICU/RR, TICY, and
MICU of a large Army medical center were used as the data collection sites.
The majority of the subjects was military (66 percent), female (89 percent),
and caucasian (74 percent). The mean age was 33+7.5 years, Of the 30 per-
cent of subjects who were married, the mean number of years married was
3.625.8. The subjects’ most common level of education was the baccalaureate
degree (64 percent) and their most common level of position was that of staff
nurse (78 percent)., The mean number of months in nursing was 116,54*82,23

and the mean number of months in current job was 23.44%34.35,

Methods of Data Collection: This was a.descriptive survey, with completely
voluntary subject participation. The Maslach Burnout Inventory was used as
the data collection tool. This is a self-reporting questionnaire with 22
items, each of which is answered twice, giving the freguency (F) and Intensity
(1) responses, that is, EE:F, EE:I, OP:F, OP:I, PA:F, and PA:I. The syndrame
of burnout would be demonstrated by increased EE:F, EE:I, and PA:1, DP:F, and
DP:1 scores and by decreased PA:F and PA:] scores. Reliability and validity
of the tool is acceptable.

Methods of Data Analysis: Data fram continuou- variables were studied using
correlational analysis. Data from discrete variables were studied using
analysis of variance; a significance level of .05 was used. The means of the

total group were compared, using the t Test, to the normative data of Maslach
and Jackson. :

Findings: The continuous variables of age, years married, and months in
nursing showed Tow correlations indicating a definite but small relationship
between these variables and some of the aspects of the burnout syndrome. Age
was negatively correlated with EE:]1 and DP:I. Years married was negatively
correlated with EE:F, EE:I and DP:1. Months in nursing was negatively
correlated with EE:F, EE:I, DP:F, and DP:I,

The discrete variables indicated a ségn1f1cant1y higher 1) EE:F and DP:]1 among
military than civilian subjects; 2) EE:l among males than females; 3) EE:I,

DP:F, OP:I and PA:l among caucasians than noncaucasians; 4) PA:F and PA:I
among those with same college than those with BSN, Master's or other




levels of education; 5) EE:F and DP:F among those with baccalaureate degree
than among those with other degrees or a diplama; 6) DP:1 among clinical
coordinators and senior clinical nurses than staff nurses, and 7) EE:F among
subjects assigned to TICU than those on other units,

Considering the overall scores for the syndrome of burnout, the subjects
demonstrated a level of burnout which was moderate when compared with the
normative scores reported by Maslach and Jackson.

Conclusions and Recommendations: The rather scattered findings within the

ee aspects rnout seem to indicate the need for extreme cautfon in
presuming that burnout is the result of stress among intensive care nurses.
Selected groups of intensive care nurses reported some of the aspects of burn-
out (feelings of increased emotional exhaustion, increased depersonalization,
and decreased personal accomplishment), but none of the groups reported all of
the aspects. Addressing the specific aspects reported by specific groups may
assist nurses and nurse managers to better deal with the consequences of
stress in intensive care nursing.

JOSEPH P, MALONEY, L7C, ANC
CLADUIA BARTZ, MAJ, ANC

Walter Reed Army Medical Center
Washington, OC
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Methodologv

A convenience sample of 50 female registered nurses from a local community

hospital in Baltimore City, Maryland and 49 female registered nurses from a lo-

cal military medical center in lashington, D.C. were asked to fill out a ques-

tiornaire devised by Margot Stillman in 1977 entitled "lomen's Health Beliefs

about Breast Cancer and Breast Self-Examination". The objective was to repli-

cate her correlational study using one of the recommendations publighed in

Nursing Research (March-aApril, 1977). "A study should be made of nurses in com-

munity health, industrial, high school, and hospital settings to determine the

percentage who health teach about breast cancer and BSE, including the reasons

for doing or not doing so".

Subjects

The subjects consisted of 99 female registered nurses.

50 questionnaires

vere distributed at the community hospital: 39 of the quescionnaires were com-

pleted, 1 turned in blank, 2 were never received by the chosen nurses who were

on leaves of absence, and 3 were not returned. At the military hospital, 49

42 questionnaires wvere returned completed, 3

questionnaires were distributed:

were returned after the data had already been tabulated, and 4 were not returned.

82% of the questionnaires were completed and analyzed.




Results

Section I (Knowledge). 44% of the sample selected the correct answer re-

lated to prevalence (less than 10% - letter a) while 56% overestimated the prev-

7 e e o

alence of breast cancer. 89% correctly believed that most breast lumps are not

malignant (letter b). 80X of the sample in this study believed a woman's chan-

s

ces for developing breast cancer increasesafter age 30 or 40 (letters b and ¢),
both of which were acceptable because the ages 35 and 40 are those most cited.
In describing the woman more at risk for developing breast cancer, 89% of the

sample knew about the relationship if relatives have breast cancer; 142 of the

sample also believed that being married with no children or being single or
post-menopausal were contributing factors, which they are. A Pearson's r of
-.21 was obtained indicating no relationship between age of the subject and
their knowledge as tested by the nultiple choice questions in Section I.

Section I1 (Beliefs). 73% of the sample scored in the high range, with no

subjects falling into the low range regarding perceived susceptibility. Sample
scores ranged from 9 to 19 with a mean score of 18.7. Regarding perceived bene-
fits, the majority of the sample (99%) scored in the high range, with no sub-
jects falling into the low range. Sample scores ranged from 14 to 20 with a
mezn score of 18.7. An alpha coefficient of .51 was obtained for internal con~

sistency. A t-test for independert samples yielded a .8, with p > .05 and df 60,

indicating no significant difference in attitude (as measured by an individual's

total score) and level of education. A second t-test for independent samples
-rielded t=2.27, p greater than .05, df 60, indicating no signifi-
cant difference in the teaching of BSE with attitude,.

8ection 111 and 1V (Practice of 3SE). 99% of the semple ans-
wered that they do practice IISE at least monthly; 20% perform
BSE 6-11 monthz out of the year; end 407% perform BSE less then
5 months out of the year.




L chi square wes rarforued on frequenc co¢f performence and
level of education which was not cignificant. ' cecond chi
square was performed cn frequency of rerformance and teaching
sf BSE which vwas also not si-nificant. A third chi squere
verformed on age cnd freguency of performance was not signifi-
cant. 85% of the semple are still having their menstrual ner-
iods with ©7% performing BSE after their period. For those
w0 no longer menstiuate, they perform BSE whenever tliey think
of it. 43% of the subjccis had learned abcut TSZ from a doc-
tor wiiile 473 hed learncl aboul LSE “eom 2 nurce. 3% of the
subjects expressed confidence in the Z3L technigue. In re-
relation to confidence i1u 2bility to discover comething ab-
normal 30% were "not sure"; 70% replicd yec; and 9% said no.
3ection V (Demosranhics The sample's mean agre in renrs was
22 with a range of 42 (&3 veing high, 21 being low). The modal
religion was Protestant (4£7%) with 437% Catholie, 3% Jewish,
and 67 unspecified. 52% of the sample have a Bachelor of
Science in Nursing, 26% are Diploma school graduates, % heve
an Associate Degree and 4% heve their liaster's Degree in Nur-
sing. TFor purposes of the various test statistics perforned
using level of education, those with I'SN's and 2Cli's viere

grouped together and those with Associete Degrees eand Diplomes
vere grouped together. 53% of the subjects are merried, 23%
single, 12% separated or divorced, and 17 widowed. 46&% of the
sample have children. 799 of the subjects have no family his-
tory of cancer while 167 have hed & lump removed from their
breast. Only 1 person reported having had surgery for cencer
5% care for cancer petients. A chi rquare for cignificance
vetween level of :ducation and the teachlng of BSE wac per-~:
formed with no significence (x2 =,58, p greater than .CS, d4f 1).
CTHER. 99% of the nurses do perform breast self-excmination
witih 40% of thic campls performing it on a monthly besis. 286
of the nurses in tihis sample do teach breast self-examination
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tc their patients. The 627 of the sample vho do not teech ESI
to their patients reported "lack of time" as the rri..ery rezzon.
Only 127 were nct sure how to teach P3E and G£5 roported em-

verrassment about the tack,

Limitetions. The toocl itsel! needs to ve redesisned end reevel-
uated. The review of the literature revealed rultiple citings
of 3tillman's study yet the reliesvility of the tocl had never
ovcen reported. The enswerc to the multiple choice auestionc

in Section 1 perteining to factual knoviledge ney need to be
upcated in regard to current social mores(i.e. being single

ver-us married with no cihildren as a vredisnosing factor feour
develeping breast cancer). TFuthermore, it wes unclaar how %o
scere the multinle answer: evailable for Item #4. Section III,
Itenn 5 was ignored in this ctudy due to itc oven-encded wording
vhich was difficult to analyze from one individual to another
althiough ell of the responses given were arpronricte. Section
Vv, Iten 6, needs tc be rewvorded as the the oge ot which one
dalivered her first full-term fetus. 'omen who have their fircst
cnild et or efter the age of 35 are at an inecreesed risk for
develeping breast cencer. Item 10 needs to be quealified a2z to
tize tyve of patient taurcht 5T, vhy, and how often an individ-

221 nurse does teach.




Darg: 1 Oct 82 l’m.é turr o, : 9053-82 Status:  lnriin Frae X
Sragri:s Daré: 1 November 1981 Date o Cowrctici: 29 September 1982

Key Vicons: Nursing, Job Satisfaction

Tine cr Pegsict: A Survey of the Job Satisfaction of Nursiag Personnel Assigned
to the 5ch Floor, Walter Reed Army Medical Center, during the period ! November
1981 to 13 May 1982. '

CPT Buchanan, LTC Kulm, MAJ Johnson, LTC Lobody, MAJ Greene,
Pickering-Scott, MAJ Tushbant, MAJ Weigand
) LTC Tollefson

Privciaa. lwsasricareals?:

Asscctate lavesricaror(s):

Faciivy: WAL Depr/Sc: Research Service
Accpanativae FECCASE CosT: Feounaarive Cosvract Cost: hecuwun ative Suppry Cost:
Q. : [0} : -0
FY-83 PEDRCASS: Cowrmact Cost:  SuseLy CosT: Darz o5 CommiTree horrova Of

0 0 0 Peaoae. Prosrzss Reroar

Stuov 03.ZcTivE: 1. To determine the level of job satisfaction felt by the nursing
personnel asaiﬁed't? the S5th floor, Walter Reed Army Medical Center, st the time of
t : .

na

TEOHHICAL RPPROACH:  Survey - Resurvey

Prosezss Duzgeis FY-82: Completed

4182 oF SusJecTs Stuoien:
FY-82: 250 Yora. (70 pate): 250 Bzrors CossteTiot of Stupy: O

Szrious/UnexPecTen Stos Errects 1 SUuzcTs PARTICIPATIHG Int ProuzcT(IF RINE SO STATE):
None ’ : '

Co¥aLusions: 1. First line supervisors can institute changes which can effect the
satigfaction level on the anursing staff. 2. An improvement in other areas effecting
satisfaction such as having designated, pleasant break areas, and giving the staff
more responsibility in the arrangement of work assignments can have a positive effect
on the perception of satisfaction with their pay or with their Jjob.

PusLicaTIONS 02 ABSTRACTS. FY-82: RNone
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Continuation Sheet - Work Unit 9053-82 Final Report

Study Objectives Con't - 2. To identify the Job characteristics which contribute
to the job satisfaction felt by the nursing personnel assigned to the 5th floor,
Walter Reed Army Medical Center, at the time of the surveys.

3. To identify the
Job characteristics which contribute to the job dissatisfaction felt by the nursing
personnel assigned to the 5th floor, Walter Reed Army Medical Center at the time of

the surveys. 4. To identify the effects on job satisfaction of changes made on the
unit between the administration of the two surveys.

?i
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Bagiss 13 Oct 82| 1 o9 _55 L “,__[5‘»&«'&13:-'.,. L ;,,_, X

KTA).; G Marz: 1 March 1982 Bz e Qo el duly 1982 .

CKey ‘.;\‘s:s_:_ggggg\_x_tw e . L
Tree ¢ feedecr:
The Degree of Burnout Experienced by Intensive Care Nurses

——

Farnciza [nagricarsals): Joseph P. Maloney .
Mog ety Claudxa Bartz
Facnrry: K ‘ Depi/Sic: D_epu&menx,,nf-uumi.ngr
Beevrer avivs FEBTAE Cosr: Focueeaavive Courpacy Cost: Fecun arive Suery Coste
None None None
TFY-85 FSASE:  Conrmact Cost: Supecy Cost: Darz o7 Comaitres fomzava, Of

- Fesys Prciazss Repoar .EEB 25 1993

f ﬁ\ e
S‘L'E)’__.__J..EU" ° To Assess. in Intensive Care Nurses the Frequency and Intensity
of three Aspects of Burnout.

TEemiga APPROACH: Questionnaire

Prosazss Lw.., FY- 8" 90 Subjects completed the questionnaire

Busssa oF Suzszers Swuspes: | ‘
FY-82: 90 Torza. (vo pars): 90 __ Bzroez Comsrevion o Steiv: Completed

Seeraus/Unziozcreo Sivs ersers 1 Susuzers Paavicieatiic 1t Praw:c:(l. 10NE 6D STATS):
N/A

Conciis10n3:

See Abstract (Attached)
PusLLlcaTIONS 02 AssTRAaCTs. FY-82
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Davz: 10718/82 | Yook Umir lo.: 9057-82 1 Status:  Inteum yy  Froon,
Srarriis Dive: May 1982 ' Date oF CoweLeTic: 27 Nov 82
Key Vioeds: Behaviors, Activities, Intraoperative

:l Tine cr ProJzcT: A Descriptive Study of the Behaviors, Activities and Cognitive"
Functions of the Registered Nurse During the intraoperative Phase of Surgery.j

Pairciea. Iswesticarcals):  Major -Jean M. Reeder
Assccrate IevesTicatoR(s): Major Donna Sylvester

Faciivy: WREE Deev/Suc: : . rrice
Accururativs FEGCASE Cost: kecwmatve Commact Cost: | AccwiaTive SupeLy CosT:
N/A ; N/A : _N/A
FY-83 EDIASS:  Cowrmact Cost: Susery Cost: Dare ¢r Comitres ieﬂawﬁgf
N FsnyaL Prosasss Repcar 25 1983

Stuoy J3yzcTIVE: To Describe Nursing Activities and compare observed activitieé

Uith %he bﬁsic ﬁomgetencies of perioperative nursing from the Association of
perating Room NurSes. : .

TEcuHicaL APPROACH: Qualitive Approach - direct observation, interviews and questionnaires

Prosrzss Duaitis FY-82: Proposal approved data collection, lst 3 Chapters of thesis
written and data analysis in progress.

Musszr oF SussecTs Stupien:

ol e

FY-82: 15 ToraL Go pATE): 15 Bzrore CovsLeTiON 07 STunY:

Szrious/naxescTeD Sips Errects 1n Susszcrs PazTicipPaTiig In Pangcr( IF RBO¥E S STATS):

——Noge :
ConcLusions: Data analysis in progress; expect to be completed by 27 Novemper 1982.

PusLicATIONS G2 AssTRacTS. FY-82: Abstract submitted to AORN-Research Committee

for consideration as a presentation at AORN Congress, April 1983. Status
unknown.




| Date: 1/4/83 | Hoak Univ Ho.: 9057-82 Stavus:  InTERIM Fir XX
' Sraqries Nave: Dare o ComeeTion: 17 Nov 83

Key \oros:Behaviors, Activities, Cognitive Functions, Intraoperative
Tine cr Proyzct: A Descriptive Study of the Behaviors, Activities and Cognitive
Functions of the Registered Nurse During the Intraoperative Phase of Surgery

Princisa lnvesticator(s): Major Jean M. Reeder
Assccrate ImvesTIGAToR(S):

FaciLivy: WRAL Depv/Svc: Operating Room Nursing Service
Accumuative FEDCASE Cosr: Accumnative Coumract Cost: Accuwunative SuppLy CosT:
0 0 0
FY-83 JFEDCASE:  Conmnact Cost:  Supery CosT: Dare or Camitres ferroyy O:
ooy Peoa:ssstkspoar 25 1983 1

Stuoy Qsuzctive: To describe nursing activities during the intraoperative
phase of gurgery.

TEGHNicAL APROACH: o a1deacive

Prosezss Duaus FY-82: Study completed in November 1982

Huwser oF Susszcts Stupien: _
FY-82: 15 ToraL (vo pare): 15 BeFore CowrreTion oF Stupy: X

Serious/UnexpecTeD SiDE EFFeCTs IN SU3JZCTS PARTICIPATING Itt PRoJzCT(IF RONZ SO STATE):
None

: g foucLusions:  ppproximately 70% of the Basic Competencies were observed during
! the intraoperative phase of surgery and 30% were not observed. Several areas
were recommended for further nursing research.

PusLicaTiONS OR AasTracts. FY-82:




Date: 26 May BLPQ.% Uwir f0.: 9058-81 ! Sratus:  Iutziy Fise XX
Srartiis Dave: Qctober 81 Date_oF Cowmerici: 16 Dec 1981

Key licRos:
TITLE CF PROoJsCT: An Identification of the Expressed Needs of Family Members of the
Terminally Ill Patient in a Hospital Setting. I

Paincipa. Isvegricaroa(s): Mary E. O'Brien-Abt
Asscciate Ievesticator(s):  N/a

Facieivy: WRAT Dep/Suc:  Nursing

Acasarative #E0CASE CosT: hecwmnarive Cosract Cost: hecwivaTivs SuppLy Cost:
DA N/A : _N/A

FY-83 IE0IASE:  Conrmact Cost: Suspry Cost: Date of Commitree FeerovaL Of

N/A N/A N/A Funyse Prosasss Repcar FEB 25 193

Stupy O3J5CTIVE: The purpose of this study was to identify the importance of needs

gf fgﬁ' lies 81‘ the temig&l{ o%ﬁ ga.t:lengE it their needs were being met in nursing

TECHicA APPROACH: An instrument consisting of three parts was was utilized to collect
the data. The parts were: participant information sheet, personal data sheet, and
hi statement information schedule. Twenty family members were interviewed.

Prosrz3s Duagns FY-82:

‘Completed as above

Nwser oF SusszcTs Stwoied: )
FY-82: TotaL (10 pate): Bzrome CoxsLeTioN OF STUny: 20

Seatous/UnzxeecTeD Sios Errects tn Susszcts Paarticipariig 1n Prouzct(iF monE $3 STATE):
N/A ' : .
Concrusions: The finding of this study indicated that the most important need was to

have questions answered honestly. 66% of the needs were met) 50% of the time. The
physicians and nurses met 31 or 86% of the needs.

PusLICATIONS OR ASSTRACTS. FY-82: - completed, a full report attached




Pate: 273783 | Yok Uner flo.: 9080 Sratus:  InTERIM Froae XX
SrarTys Mave:  sepr 1978 Date oF Coegevion:  Oct 1983

Key }oros: coronary heart disease, Type A behavior

Time cF Peouzcr:
Coronary Artery Disease and Coronary-Prone Beha-

vior.

Prescira luvegricarsals?: David Krantz, PhD, Assoc Prof, Med Psych

USUHS

Assccrate Imvesticator(s): James E. Davia, COL MC, C, ... .44.4 HRAMC
Facruiry: WREMC & USUHS Dept/Svc: Cardiology
Accusan ative FEDCASE Cost: Accwmnative Coiiract CosT: | Accuvueativz SuepLy Cost:
None None ‘None
FY-85 FEDCASE:  Cowrmact CosT:  Suspry Cost: Date o Camitres AeprovaL OF
—_— hwnyat. Prosrzss Repoarm
Stuny dsuzcTive: Same as report for previous years.

TECHiuiCAL APPROACH:

Prosazss Duzing FY-82:

Project completed.

WwBER OF SusJzcTs STupiED:
FY-82: ToraL (1o pate): Berore CowereTion o Stuov:

Sertous/UnsxPecTen Sioe Errects 1y Suzszcts Paariciparing n Prauzet(is noxs $o STATS):

NSnR_

ConcLusions:
PROJECT COMPLETED.

PusLICATIONS 0R ABSTRACTS. FY-82:

1) Psychosomatic Medicine, 1982, 44
2) Journal of Human Stress, 1982, 8

273-284.
)
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Work Unitc No.: 9082

Title of Project: Treatment and Rehabilitation of Knee Injuries at the United
States Military Academy, West Point, NY 10996

Investigators:

Principal: LIC Waltom W. Curl
Associate: LTC Keith L. Markey

Objectives: To develop predictive parameters and programs to lower the knee
injury rate of cadets at the United States Military Academy. It
is also the objective to analyze and develop better treatment
modalities for those injuries which do occur.

Technical Approach: Cadets who are participating in the intramural and inter-
collegiate football, wrestling, and lacrosse programs are
being screened as part of the pre-season physical examination
for multiple parameters which might effect knee injury rate.
These parameters include: joint laxity, height, weight,
body type, etc. This data and following the individuals
through the sport season, determine what types of injuries
they incur and it is hoped that a statistical correla-
tion can be performed to relate these various parameters to
knee injuries.

The treatment phase deals with the diagnosis and treatment
of essentially isolated tears of the anterior cruciate
ligament. Those who have a proven torn anterior cruciate
ligament then umdergo an acute repair and reconstruction
of the torn anterior cruciate ligament utilizing the medial
third of the patellar tendon. They are then casted with a
long-leg cast with the bent knee at 60  for six weeks and
then a cast-brace at 30-60° for six weeks. They are then
started on a knee rehabilitation program. These patients
are then followed at a 3 and 6 months, 1 year, 2 year, and
5 year, and 10 year intervals for long term sequelae.

Progress and Results: Preventive Phase: 198 intramural football players were
examined and evaluated utilizing the Cybex II. The Cybex II
was used to measure hamstring and quad strength at 5 rpm's and
30 rpm's on both the right and left knees. The average Cybex
rating at 5 rpm's for the quadriceps was one knee was 95X the
strength of the other knee. The range was from 74X to 100X, with
the majority of knees being above 90X strength. Of the 198
individuals in this study, 22 injured their knees while play-
intramural football. In both the injured group and the un-
injured group, the Cybex rating was 62X difference in knees.
This finding would therefore indicate that a pre-season
Cybex rating of knees is not a good predictive parameter

i v e




for screening those individuals more prone to knee
injuries while playing football. It was interesting

to note that the average difference between the right
and left knee was 6. This is a useful parameter to

k know when rehabilitating a knee that one only need to
rehabilitate the knee to approximately 90X strength in
order for it to be considered in the normal range. The
Cybex data will continue to be analyzed to see if there
is any other more subtle correlations which can be made,
however, it does not appear that it is a useful pre-
dictive parameter. A laxity study was also performed
in a previous group which has been included in this
protocol. The complete study is attached as an addendum.

Treatment phase: We currently have operated on 157 anterior
cruciate ligament injuries using the medial one-third of the
patella tendon to augment the repair of the anterior cruciate
ligament. There have been no specific changes in the basic
approach to the operation. Thepost operative immobilization :
was for three weeks at 60 and nine weeks in a hinged cast
from 30° to 60°. The number of knees inputed into the
study will be terminated as of the end of May 1982. The
follow-up to these knee injuries will be on-going then over
the next ten years to ascertain the efficacy of this
operation over the long-term.

Conclusions: Again, the study continues to be on-going. The preventive phase
has been concluded with the analysis of the Cybex data which has
previously been discussed as being inconclusive. The laxity study
which was done in conjunction with this study also proved to be
of no value in providing a predictive parameter in this particular
group of individuals. At present, we have been unable ascertain
any type of predictive parameter in a routine screening test which
has been able to identify those individuals who are more prone
to sustaining a serious knee injury during intramural football.

We continue to have major problems in trying to have our data
analyzed. We have recently obtained a computer terminal in the
Orthopaedic Clinic where we are inputting our data iato the com-
puter at the present time into a data management system for

analysis. Hopefully, by using this system, we will have an effective
means to analyze data, using the computer and also will be able to
use the computer for the long-term follow-up studies.

The research secretary was funded for a part-~time basis
during FY-82. No other funds were utilized out of the
clinical research investigation project. i

Funds Utilized, FY-82:

Funding Requirements, FY-83:

Personnel: GS3 -~ This individual really should be hired on a full-
time basis for FY 83 due to the increaged amount of
work to input data into the computer.

Iy

Equipment: Lenox Hill Braces for bracing anterior cruciate liga-
ments ~ Approx $300.00 ea, estimated number required - 60.




Supplies:

§1,000.00 for TDY for the purpose of presenting
results as well as visiting other medical centers to
discuss the role of the anterior cruciate ligament.
None

None

Publications & Abstracts FY-82: None as of yet,

- e e o —— T ————————




Darz: 30Sep82 | Mook Unir fo.: 9087 Status:  Interin X Fiia
StArT1eG Dare: 30 March 1982 Date o Comeevion: Unknown

Key Viomds:
TimLe cF ProuzcT:

Intraoculer Lens Implantation

PaincieaL Invesricaroals): ALLAN. W, BERG, MD, LTC, MC
Assocrate ImvestiGator(s): BENJAMIN LIBERATORE, MD, CPT, MC

Facwirv: RHC_Pors BixoNs | Deer/Suc: _Ophthalmology
Accumpative FEBCASE Cost: Accumnative Coitract Cost: Accusuative Suppry Cost:
N/A N/A $11,500
FY-83 FEDCASE:  Contract Cost:  SuppLy CosT: Date 07 ComiTrez AePror ]
_N/a N/A _Unknown [Ty Pagsxgsstf’.evo;?a "PeF 25 1983

Sruoy OsyscTivE: To evaluste the correction of :phakia v;it'h intraoculer lenses,
to include primery and secondary implantation and adverse effects/complications.

TecHicAL APPROACH: Standard cetaract microsurgicsl techniques (extracaspsuler and
intracepsular) followed by implantation of posterior or anterior chamber intre-

ocular lenses.

ProscRz3s Duning FY-82: Primary implantation, extracapsular with posterior ch@mber IOL: 14

Intracapsular with anterior chamber IOL: 2
Secondary implantation with anterior chamber IOL: 1

MuwsEr oF Susszcts Studien:

FY-82: 17 Yora. (10 pare): Berore ComereTion 07 Stusy:

Sertous/UnexpecTen Stos Errects v SusyzcTs ParricipariiG 1 Prouzct(1F moNe $9 STATE):
None

Concrusions:
That, used appropriately, intraocular lenses are an accepteble means of
correcting aphakia.

PUBLICATIONS 03 AssTrRacTs. FY-82:
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DatE:14 Oct 8311 Yok UntT 8o.: 9088 Status:  Inrerim y  Fria

Starviid Nave: 20 April 1980 . Os1r_o¢ Comoremion: 30 July 1981 !
Kev boras: Obesity, Hypnosis- Cognitive Therapy, Group Therapy

TitLe c7 ProJzcT:

A Comparison of the Use of Cognitive Therapy and Hypnosis in
a Group Setting for Treating Obsety

Princioa, lavesticaror(s): Edmund G. Howe, M.D.

Asscciate luvesticaror(s):

Faciuity: WAL Depr/Svc:  Psychiatry
Accuar avive FEDCASE Cost: Accumnarive Coutract CosT: Accusuative SuppLy CosT:
0 0] -0
FY-83 IEDCASS: Conrmact Cost:  SuseLy Cost: Dare o7 Cormitree foerovaL 07
q 0 0 ks, Prosrzss RerorT pER 95 1083

Sruoy Qsuzctive: To determine whether the proposed treatment for obesity will be
effective as a means of persons w1th obe51ty losmg welght and mamtammg weight

1 iliean > = =il Ly
TECHNICAL Aapaoxcu.

0r1g1na1 study has been completed at this time. Analysis of data
and writing up of results has yet to be done.

Prose:zss Durins FY-82: No further investigations were carried out. Modification
described in 14 October 1981 interim report to take place over 10 weeks was not

NuwszR oF Susyzcts Stupien: none
FY-82: ToraL (1o pate): Berore ComeLETION 0F StudY:

Serious/UnzxezcTen Siog Errects 1y SusuzeTs Paariciparting 1t ProuzeT(is tone s STATE):
none

same

PusLICATIONS OR ABsTRacTs. FY-82:
See abstract under FY 81 which is unchanged.




PEDIATRICS

UNIFORMED SERVICES UNIVERSITY
OF THE
HEALTH SCIENCES
SCHOOL OF MEDICINE

4301 JONES BRIDGE ROAD
BETHESDA, MARYLAND 20814

15 October 1982 TEACHING HOSPITALS
WALTER REED ARMY MEDICAL CENTER

NATIONAL NAVAL MEDICAL CENTER

MALCOLM GROW AIR FORCE MEDICAL CENTER

WILFORD HALL AIR FORCE MEDICAL CENTER

SUBJECT: Annual Progress Report, FY-82, Clinical Investigational Program,

Work Unit #9089, Etiology of Chronic Lymphadenopathy in Children
and Adolescents.

THRU: COL Errol Aldén, MC, USA - Professor and Chairman, Department of

TO:

Pediatrics, “USUHS(

LG
COL George Hansen, MC, USA - Chief Pediatrics, Walter Reed Army
Medical Center

Timothy Boehm, M.D. - Chief, Clinical Investigation Service,
Walter Reed Army Medical Center

Reference: Your DF dated 2 August 1982, suspense date of 8 October 1982
was not received until 8 October 1982.

It has been a policy for the past 12 years to calculate my data in
reference to the above report at the end of the calendar year.

Because a large amount of statistical information will be extracted
from over 200 patients I would be unable to give you a complete and
detailed report until I have computed all of the patient data through
31 December 1982. This report would be submitted to your department
NLT the 2nd week in January 1983. Also this annual report is sent to
the Bureau of Biologics (FDA) for the annual report of IND# BB-IND-1267,
PPD Skin Test study, and IND# BB-IND-1511 Cat Scratch Disease Antigen
study, which constitutes a large part of the #9089 Clinical research
study.

Please call me at 295-3136 if any questions arise.

A

AN

A.M. Margileth M.D.
Professor and Vice Chairman

Department of Pediatrics, USUHS




DATE: 14 october '82 | WrK UNIT No. 1 9089 Status: INTERIM x_ FInaL
STARTING DATE: 1 January 1982 Dars oF CoMPLETION: 31 December 1982

Key VorDs: Lymphadenopathy, skin test, PPD, Cat Scratch Antigen

TiTLE OF ProueCT:
Infectious Etiology of Chronic Lymphadenopathy in Children & Adolescents

PRINCIPAL INVESTIGATOR(S): a.M. margileth, M.D.

. (1) Gerald Fischer, MD, USUHS (2) Richard Summers, MD, WRAMC
ASSOCIATE INVESTIGATOR(S)JQ Kenneth Hunter, ScD, USUHS (4) Monroe Vincent, USUHS

FaciLity: WRAYC DePT/SVC: Pediatrics

PecusauaTIve FEDCASE AccuMuLATIVE CONTRACT AccuuATIVE SuppLy

CosT: None CosT: None Cost: None

FY-83: PMEDCASE: ConvracT Cost:  SuemLy Cost:  |DATE oF COMMITTEE APPROVAL OF
None None None AnnuaL PROGRESS REPORMB&

Sty OaJeCTIvE:

We propose to continue our studies to determine the etiology of chronic adenopathy '
in children and adolescents. "

IE@MQLAEEEQAQ:L'_ Our approach will be to identify and purify the active component
of CSD skin test material, and to determine the sensitivity and specificity as a .
diagnostic skin test antigen or as an agent for serologic testing of patients with
adenopathy due to CSD. We would also determine the sensitivity and specificity of
PPD atypical, PPD Battey and standard tuberculin PPD-T antigens in patients with (cont.)

E%BE&D_‘B& ~82: Results 6 January 1982 thru 29 September 1982. . “below

tests Cat Scratch Antigen Tests 50 Patients (Dual B&T Mantoux Tested)

—————————

PPD-T Tests 258 Cat Scracch Disease : 42
PPD-Battey Tests 253 Healthy persons, PPD~T Positive 35
561 Healthy persons, PPD-B Positive 63

M. tuberculosis disease 4

T % e o, WAy e TETATY S

Nontuberculosis disease 12

* NUYBER OF SUBJECTS TO BE STUDIED BEFORE (OMPLETICN OF STUDY: FY 82 206 Apprx. 156
Ser10us/UnexpPecTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT:

None in past 21 years

QX}'QLUSMS,! Approximately 220 patients will be skin tested by 31 December 1982. See
attached abstract paper (submitted for publication) of data from 1967 - 1980,

PusLIcATIONS OR ABSTRACTS, FY-8L;

* Total (to date) 206 Before completion of study 160 patients each year

acute and chronic lymphadeonpathy and in healthy individuals. Myco-~
bacterial culture results still pending on several patients should be
available by December 1982, thus allowing correlation of the PPD anti-
gens with the specific mycobacterial isolate.
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PUBLICATIONS AND PRESENTATIONS

1. Margileth, AM: Atypical Mycobacterial Infections in Children. PEDIATRICS
Rudolph, A (Ed), 17th Edition, New York, Appleton-Century-Crofts, p-581,
1982.

2. Margileth, AM: Cat Scratch Disease. PEDIATRICS, Rudolph, A (Ed)}, 17th
edition, New York Appleton-Century-Crofts, p-636, 1982.

3. Margileth, AM: Cat Scratch Disease, Cecil Textbook of Medicine, 16th ed.,
Wyngaarden, JB, and Smith, LM, Jr., Philadelphia, WR Saunders Co., 1982.

4. Margileth, AM: Infections with Nontuberculous (Atypical) Mycobacteria.
Chapter 47 in Respiratory Tract Disorders in Children. WB Saunders Co.,
Philadelphia, PA. March 1983,

5. Margileth, AM: Nontuberculous (Atypical) Mycobacterial Infections: I
Specificity of PPD Skin Tests in Children Compared to Mycobacterial
Species. Accepted for publication. Abstract 14 Oct. 1982 enclosed.

6. Margileth, AM, Chandra, R, Altman, RP: Nontuberculous (Atypical) Mycobacterial
Infections: Il Clinical Features, Diagnostic Studies, Histopathology and
Management in Children and Adolescents. In preparation.

7. Margileth, AM, London, W, Sever, J, and Curfman, B: Cat Scratch Disease,
Failure of Material from humans to produce disease in Mammals. In
preparation.

8. Cohen, GJ, Margileth, AM: Ffungus Cultures in the Physicians Office:
Comparison of DTM with Sabouraud's and Mycosel Medial. Clinical Proc
CHNMC, 1982.

9. Margileth, AM: Nontuberculous (atypical)Mycobacteria] Infectians. In
Gellis, SS and Kagan, BM (Eds.). Current Pediatric Therapy, llth
edition, Philadelphia, PA, W.B. Saunders Co. 1983.

10. Margiieth, AM: ABSTRACT, Atypical Mycobacterial Infections: Correlation
of Atypical and Typical PPD Skin Tests with Mycobacterial Cultures.
Pediatric Res. 1979;13:392.

11. Presented preliminary findings of this study to: Pediatric Faculties of University
; of Texas Medical School and Brooke Army Medical Center, San Antonio, Tx on
3 December, 1982.

REVISED 17 January 1983 A.M. Margileth, M.D.
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UNIFORMED SERVICES UNIVERSITY
OF THE
HEALTH SCIENCES

SCHOOL OF MEDICINE
4301 JONES BRIDGE ROAD
BETHESDA, MARYLAND 20814

PEDIATRICS

TEACHING HOSPITALS
17 January 1983 WALTER REED ARMY MEDICAL CENTER

NATIONAL NAVAL MEDICAL CENTER
MALCOLM GROW AIR FORCE MEDICAL CENTER
WILFORD HALL AIR FORCE MEDICAL CENTER

SUBJECT: Annual Progress Report, FY-82, Clinical Investigational Program,
Work Unit #9089, Etiology of Chronic Lymphadenopathy in Children
and Adolescents.

THRU: COL. Errol R. Alden, M.D., MC, USA - Professor and Chairman,
Department of Pediatrics, USUHS

COL. George Hansen, M.D., MC, USA - Chief, Pediatrics, ;0“4(/
Walter Reed Army Medical Center

TO: Timothy Boehm, M.D. - Chief, Clinical Investigational Service
Walter Reed Army Medical Center

REFERENCE: Preliminary report, 15 October 1982, subject as above.

The results of our studies in 225 patients during 1982 are enclosed. During
1983 we plan to continue our clinical and experimental studies at USUHS, WRAMC,
and NIH (see Dr. John Sever's ltr, Jan 1982). During 1982 little progress was
made with the NIH cat scratch research. However, we were able to concentrate
cat scratch antigen (CSAg) and show a linear increased reactivity to skin tests
with the concentrated antigen in 6 patients (Appendix B). We will now attempt
to identify the active component of CSAg.

We are also working with D.J. Wear, COL, MC, AUS, Chief, Geographic Pathology
at AFIP, and T.L. Hadfield, Chief, Bacteriology of Microbiology at AFIP, on

the possibility of isolating and identifying a microorganism in biopsy material
of lymph nodes obtained from patients with cat scratch disease.

We have also prepared a new protocol to be resubmitted to the Grants Management
Division at USUHS to obtain approval to perform a 3 year study of dual Mantoux
(PPD-B & T) skin tests on freshman medical students attending airborne school

each summer at Ft. Benning, GA. (see copy of letter from H.M. Meyer, Jr, Director,
F.D.A., dated 11 June 1982)

No untoward nor unusual reactions have occurred in any patient tested to date.
Two articles have been accepted for publication on the results of the PPD antigen
studies.

Your suggestions and comments would be welcomed.

fnl. 'nyyuzi n)

A. M. Margileth, M.D.
Professor and Vice Chairman
Department of Pediatrics
USUHS
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DATE: 17 Jan. '83 UNIT NO.: 9089 STATUS: . RIM FINAL X

STARTING DATE: 1 Jan. '82 DATE OF COMPLETION: 31 Dec. '82

KEY WORDS: Lymphadenopathy, Skin Tests: PPD, Cat scratch Antigen

TITLE OF PROJECT:
Infectious Etiology of Chronic Lymphadenopathy in Children and Adolescents

PRINCIPAL INVESTIGATOR(S): A.M. MARGILETH, M.D.

ASSOCIATE INVESTIGATOR(S): (1) Gerald Fischer, M.D., USUHS (2) Richard Summers, M.D.
WRAMC
(3) Kenneth Hunter, ScD, USUHS (4) COL Wear, M.D., AFIP

FACILITY: Walter Reed Army Medical Center DEPT./SVC: Pediatrics

ACCUMULATIVE MEDCASE ACCUMULATIVE CONTRACT ACCUMULATIVE SUPPLY
COST: Nome COST: None COST: None
FY-'83: MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL
NONE NONE NONE OF ANNUAL PROGRESS REPoms 1983

STUDY OBJECTIVE: We propose to continue our studies to determine the etiology of
chronic adenopathy in children and adolescents. We are now working with COL Wear,
Geographic Pathology Section, AFIP on isolation and identification of an infectious
agent for CSD.

TECHNICAL APPROACH: Our approach will be to identify and purify the active component
of CSD skin test material, and to determine the sensitivity and specificity as a
diagnostic skin test antigen or as an agent for serologic testing of patients with
adenopathy due to CSD. We would also determine the sensitivity and specificity of
PPD atypical, PPD Battey and a standard tuberculin PPD-T antigens in patients with
acute and chronic lymphadenopathy and in healthy individuals. We plan to isolate
the infectious agent of CSD using special culture media, and identify the agent by
specific fluorescent antibody techniques now under development at the Geographic
Pathology Section of AFIP.

PROGRESS DURING FY-'82: 1 Jan through 31 Dec '82

Skin Tests: N=560 Patients: N=222 Cat scratch disease: 58
Cat scratch antigen 74 Dual B&T tests PPD-~T, healthy ~ 35
PPD-T - 235 PPD-B, healthy ~ 70
PPD-Battey - 251 M. Tuberculosis dis. - 4

Non-Tuberculous dis. - 16
Controls: other dis.,

SEE APPENDIX A FOR DETAILS healthy - 39
*NUMBER OF SUBJECTS TO BE STUDIED BEFORE COMPLETION OF STUDY: FY-'82 200 (approx)

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT:

None in past 21 years

CONCLUSIONS: We anticipate identification of the etiologic agent of CSD in 1983.
The 1981 and 1982 studies correlating PPD antigens with the mycobacterial isolates
have shown similar results. Noted in the abstract attached, ref. #5.

PUBLICATIONS OR ABSTRACTS, FY-82:
See attached - Publications and Presentations.

- 818

W AP TR PV RN




ABSTRACT
Of 1288 patients tested with tuberculin PPD-T and nontuberculous
mycobacterial (NTM) PPD antigens during a 13 year prospective study,

55%, 705, were PPD nonreactors. The remainder, 583 (45%), had findings

to suggest tuberculous infection or were asymptomatic tuberculin (PPD
and/or OT)test reactors. On the {nitial battery of PPD tests 553 patients
had positive reactions; 513 (94Z) could be classified as a human tuber-
culous reactor (HTR) or a nontuberculous reactor (NTR). Of the 553
patients 363 were asymptomatic and 190 had clinical disease. Fifty-nine

patients had Mycobacterium tuberculosis (MIB) disease; 131 had NTM disease.

Mycobacterial isolates recovered in 71 (47Z) of 150 patients cultured
were compared to the initial and repeat PPD-T and NTM-PPD test results.
There was 100% correlation between PPD-T and 22 MTB isolates, and 86%
with the homologous NTM-PPD reaction and the species of 49 NTM isolates.

A PPD-T reaction of 5 to <15 mm suggested either an MTB or NTM
infection while a PPD-T >15 mm was strongly associated with MTB infection.
Dual (PPD-T & PPD-Battey) Mantoux testing in tuberculin positive children
and adolescents can descriminate (88% of 26 MAIC culture positive subjects)
between MTB or NTM infections and should be a valuable guide in their

management.

14 October 1982 A.M. Margileth, M.D.
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; Appendix A

UNIFORMED SERVICT ~“~"TVERSITY OF THE HEALTH SCIENC JICAL SCHOOL

SKIN TEST PPD/CAT SCRATCH STUDY ANNUAL REPORT - 1982

15 years 1980 1981 1982
(1967-31DEC82)

I. Lymphadenitis or adenopathy

Cat Scratch Disease 706 46 59 58

: Mycobacterium (atypical) nontuberculous 131 13 9 10
|

1 Mycobacterium hominis 22 9 2 1

TOTAL 859 61 70 69

! II. Positive PPD skin test results

PPD~-T (5TU)
Healthy reactors (chest x-ray normal) 203 38 39 35
Lymphadenitis 22 0 2 1
BCG itis 2 1 (2)* 1
Pulmonary disease 39 0 o 1
TOTAL 266 39 41 38
Nontuberculous (Atypical) PPD (5TU)
Healthy Reactors (chest x-ray normal) 345 42 43 70
Lymphadenitis 131 13 9 10
Skin granuloma/splenitis 7 1 0 2
Pulmonary disease _l6 Y 1 _3
TOTAL 499 57 53 85
GRAND TOTAL 765 99 95 122
III. Negative PPD Tests
Cat Scratch Disease 598 33 50 32
' Adenitis or adenopathy: bacteria,
viral, fungal 59 0 1 1
. Other etiology diagnoses 66 5 2 6
. Controls (no or minor disease) _67 0 3 32
’ TOTAL 790 38 58 71
* BY P.H.
A. M. MARGILETH, M.D. REVISED: 17 Jan. 1983

Rm. C-1066, (202)295-3136
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UNIFORMED SERVICES UNIVERSITY
OF THE
HEALTH SCIENCES

SCHOOL OF MEDICINE

4301 JONES BRIDGE ROAD
BETHESDA. MARYLAND 20014

15 January 1982
TEACHING HOSPTALS

¢ WALTER REED ARMY MEDICAL CENTER
: NATIONAL SAVAL MEDICAL CENTER
i MALCOLM SAOW AIR FORCE MED.CAL CENTER
5 WILFORLD MALL AR FORCE MEDIC AL CENTER

PEDIATARICS

SUBJECT: Annual Progress Report, FY-81, Clinical Investigational Program,
Work Unit #9089, Etiology of Chronic Lymphadenopathy in Children
and Adolescents.

THRU: COL. Errol R. Alden, M.D., MC, USA ~ Professor and Chairman, r,
Department of Pediatrics, USUHS

COL. George Hansen, M.D., MC, USA - Chief, Pediatri@
Walter Reed Army Medical Center L

TO: Timothy Boehm, M.D. - Chief, Clinical Investigational Service
Walter Reed Army Medical Center

o~

REFERENCE: Preliminary report, 16 October 1981, subject as above.

The results of our studies in 153 patients during 1981 are enclosed. During
1982 we plan to continue our clinical and experimental studies at USUHS, WRAMC,
and NIH (see Dr. John Sever's ltr, Jan 1982).

{ No untoward nor unusual reactions have occurred in any patient tested to date.
i Two articles have been prepared and submitted for publication of the results
of PPD antigen studies. One has been accepted for publication.

| Your suggestions and comments would be welcomed.

7 -
i A W Yo kD D
% 6 Incls A. M. MARGILETH, M.D.

Professor and Vice Chairman
b Jetest Shesecane o8 Tom Deperement of Fesiacric
3. Publications/Presentations
4. Appendix A
5. Appendix B
6. John L. Sever, (l&r ), M.D., Ph.D

CcC:

1. Research Protocol

2. Assoc Investigators x 4

3. IND #s 1511 and 1267 office files

4. Gerald Fischer, M.D., Director, Pediatric Research

TELEPHONE: (202) 295-3136
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DATE: |5 yan 82 WorK UNIT No.: g4 StATUS: INTERIM FinaL_x

STARTING DATE: | ;. uary 1981 Date oF CoMPLETION: 31 December 1981

" .
KEY hORDS' Lymphadenopathy, skin test, PPD, Cat Scratch Antigen
TITE oF ProuecT:

Infectious Etiology of Chronic lymphadenopathy in Children & Adolescents

PRINCIPAL INVESTIGATOR(S): . . Margileth, M.D.

. (1) Gerald Fischer,M.D.-USUHS (2) Richard Summers, *.D.WRAMC
AssocIATE INVESTIGATOR(S):  (3) Kenmeth Hunter, ScD-USUHS (4) Monroe Vincent, USUHS

FaciLiTy: WRAMC Depr/Sve: Pediatrics
AccumuLaTive MEDCASE AccumuLaTiVE CONTRACT AccuMuLATIVE SupPLY
CosT: None CosT: None CosT: None

FY-81: PMEDCASE: ContracT CosT:  SuppLy Cost:  {Date oF CoMMITTEE APPROVAL OF |
AnnuaL Procress ReporTFEB 25 1983

S%FD%FQ§JE§I¥¥E% To determine the etiology of chronic (> 3 wks) adenopathy in children
and adolescents by skin tests with PPD-T and atypical (NTM) PPD antigens and cat

scratch (CS) antigens.

@@LL%AEEBQA% We will attempt to identify and purify the active component
o antigen, and determine its sensitivity and specificity as a diagnostic skin
test antigen. We will alsodetermine the sensitivity and specificity of PPD-T and

NTM antigens. Results are enclosed correlating these PPD skin test reactions with
specific mycobacterial isolates.

Mm: Diagnoses made in 153 patients were:

Cat Scratch disease 58

PPD-T reactors 42
Healthy 38 * See bottom of pg,cont.
lzmphadenitis
B E—itis
pulmonary disease

NUMBER OF SUBJECTS TO BE STUDIED BEFORE COMPLETION OF STWDY: 150-160 year
Ser1ous/UNexPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT:

None in past 20 years in over 900 children, adolescents and adults.

CONCLUSIONS!  approximately 150~160 patients will be skin tested by 31 Dec 1981.
See attached abstract paper to be submitted for publication of data from 1967-

1980. .
PUBLICATIONS OR ABSTRACTS, FY-81:  Please see attached.

* PPD~(NTM) reactors , 53, healthy 43, lymphadenitis 9, pulmonary
disease 1.

Negative Test: Cat scratch skin test 5, other diagnoses, PPD B&T :
tests 48, Appendix A.




Darz:g gct 82 | Yosk buir No.: 9090 Status: InTertm x  Frea
Sraqriis Dave: | Sept 82 Date oF ComieTion: 30 Sept 83

Key Yords: Immune Serum Globulin, Neonates
Tite ¢r Proyect:

Modified Immune Serum Globulin in Neonates

PrincioaL lsvesticator(s): Gerald W. Fischer

Associate Investicaroa(s): Leonard E. Weisman

FaciLiry: WAL Dzpr/Sve: Newborn Medicine Service

Accusp ative FEDCASE Cost: Aeceanative Coiimract Cost: Focwweative SuepLy Cost:
Q 0 -0

FY-83 FEDCASE:  Cowtract Cost:  Supery Cost: Date oF CormiTiec feerovaL OF
_ famua. Prosazss RepoRT :

Stuoy OsuzcTivE:
Evaluate kinetics and safety of MISG in neonates
Teeun:cAL AsprOACH:

Infusion of MISG into neonates

ProsRzss Durins FY-82: Two patients have been enrolled at WRAMC. The patients
tolerated the infusion well and no problems were noted. During the last

~year FAMC and MAMC have also contributed 12 patients to the project safely.
lwser oF Susszcrs Stupied:

FY-82; 22aESwRAME Tora. (To pate): 2 2af WRAME Berore ComeLeTioN 07 Stuoy 390

SeriousAnexpecTep Sipe EFrects in SusuzeTs PaTicIpaTIG 1ot ProszeT(iF novz $9 STATS):

No serious or unexpected side effects noted. .

Coxcrustons:

The study will continue until completion sometime during the next fiscal year.
Preliminary data is currently being tabulated and evaluated. Plans are being

made for a multicenter efficacy trial once the pharmacokinetics trial are
completed and results evaluated.

PusLicATIONS OR ABSTRACTS. FY-82:

None
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Date: 9/20/82 | Vork Unit 8o.: 9092 Status:  Iureasd X Fioo

Staaryis Mave: 12/24 /81 Date oF CoNLETION: 9720 /R7

Key Vords:  Heparin
Time 7 Prouzcr: Pharmacokinetic Modeling of Heparin Therapy

Princioa, InvesTIGATOR!SY: yoffray 1. Rerenherg, MD,_ LTC, MC
Asscciate ImvesTiGaTor(s): Barbara Alving, MD, MAJ, MC, Carl Peck, MD, COL, MC

FaciLtry: WRAC Depr/Svc: Medicine
Accunative EOCASE Cosr: Aocuraative Conmract Cost: AccuwLative SueeLy CosT:
—None None " None
FY-83 ELCASS:  Cowntmact Cost:  SuseLy Cost: Dave o7 Covmitree forrovaL OF
. - FanyaL PrO3RESS Repcar FEB-25-1083

STudY 03JZCTIVE: Development of acceptable and clinically useful mathematical
model of heparin pharmacokinetics/pharmacodynamics

TecunicAL APProACH:  Collection of coagulation tests in particular heparin levels.
Computer fitting of heparin levels to metabolite inhibition and phagocytosis
models on PROPHET computer. The study patients have venous thrombosis, pulmonary

~ Prosazss Du2inc FY-82: After an initial period of difficulty in accrual, seven patients
were entered into study since late June 1982. Coagulation tests are being performed
at this time. No computer analysis has been done to date.

lwder oF SusuzcTs Stupied:

FY-82: 7 Tova. (to pats): 7 Beeors CowwLeTiON 07 Stuav: 20-30
Szr1ous/UnsxezcTeD Stoz EFrects In SusJzcTs PARTICIPATING It ProJzcT(iF M3NE SO STATS):
None .

Lovcrusions: Too early to make a statement.

PusLicaTIONS 02 ABSTRAcTs. FY-82:

Technical Approach continued: embolus or arterial thrombosis. The latter category
was approved in an addendum (29 June 1982).




DATE: 9 Oct 1982 WORK UNIT NO.: 9100 STATUS: INTERIM. FINAL_ X _

STARTING DATE: 30 September 1980 DATE OF COMPLETION: January 1982

KEY WORDS: Drug Interactions, Physician Education, Pharmacology

TITLE OF PROJECT:

Evaluation of: Comnuteyr Accicted Drug-Drug Intarackion Monitorisa

PRINCIPAL INVESTIGATOR(S): Carl C. Peck, COL, MC

ASSOCIATE INVESTIGATOR(S):. 32;22 3§?z§:erﬁh:IE’DMc’ Lawrence Fleckenstein, Pharm.D.,

- reur. Clinical Pharmacology -
FACILITY: WRAMC/USUHS DEPT/SVC: Department of Clinical }nvestigation
" ACCUMULATIVE MEDCASE ACCUMULATIVE CONTRACT ACCUMULATIVE SUPPLY
COST: 0 COST: $2500 COST: 0

FY-82: MEDCASE: CONTRACT COST:  SUPPLY COST: DATE OF COMMITTEE APPROVAL OF
: 0 $2500 0 ANNUAL PROGRESS REPORTREBR 25 1983

STUDY OBJECTIVE: Select high risk patients (receiving 10 drugs simultaneously) at
WRAMC will be screened for potential drug interactions utilizing the MEDIPHOR
computerized drug monitoring program developed at Stanford University. Information
obtained will be provided primary physicians to assist them in their patient care and
to educate them in the potential problems of multiple drug regimans.

TECHNICAL APPROACH: To evaluate the impact of a computer-based drug-drug interaction
surveillance program on adverse drug interactions. We intend to evaluate the computer
program MEDIPHOR for its clinical utility in detecting drug interactions and reducing
the frequency of adverse drug reactions, and its impact on physicians prescribing of
multiple drug regimens.

PROGRESS DURING FY-82: The study was completed and the results analyzed.

NUMBER OF SUBJECTS STUDIED:
FY-82: 14 TOTAL (TO- DATE):_ 44 BEFORE COMPLETION OF STUDY: 44

SERIQUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (IF NONE SO STATE):
Mone

COMCLUSIONS: A total of 44 patients were.studied. The study population had a mean

age of 57.4 years, was 31.8% male, with 13 patients judged to have serious illness

and 31 with moderate illness. The mean number of drugs at entry was 12.8 (range 10-17).
A total of 77 potentia] drug-drug interactions (PDDI's) were detected b; MEDIPHOR with
a mean of 1.8 PODI's/patient (range 0-5), and 42% of PODI's were potentially life
threatening or permanently damaging. Using strict criteria (JAMA 234:1236, 1975), only
one probable and 4 possible adverse reactions were detected. We conclude that despite
the high number of PODI's detected in these potentially high risk patients, the
detectable incidence of adverse reactions was low.

PUBL ICATIONS OR ABSTRACTS, FY-82:
1. Schuster, et al., National lMeeting, AFCR, February 1982.
2. Fleckenstein, et al., National Meeting, AFCR, February 1982.
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DATE: 9 oct 82 Worg UnIT Mo, i 9101 Status: InmeriM_ x  FinaL

—r

STaXTING DATE: april 1981 Date oF CcreLETION: *
Key Horos: WR 149024, Shock |

e i i 1 4 e s

TITLE OF PROJECT: PILOT STUDY OF WR 149024 IN SHOCK PATIENTS (IND NO 13518).

PrivcIPAL INVESTIGATOR(S):  craig J. Canfield, COL MC

AssociaTe INVESTIGATCR(S):  Schuster, B.G.; Dimond, R.C.; and Tellis, C. :

FacILITY: - WRAMC /wralr DePT/SVC: Exp Therapeutics, Pharmacology, Medicine
Accuuiative MEDCASE AccuutATIVE CoNTRACT AccumuLATIVE SuPPLY

Cost:__-0- Cost:._-0- CosT:__-0-

FY-8 : MEDCASE:  Cowvmact Cost:  SuepLy CosT:  |Date oF CovMITTES APPROVAL OF
| -0- -0- -0- AxnuaL Procress ReporTFEB 25 1983
i 1) Determine whether WR 149024 produces improvement 1in CO measured

Y IVE! by thermodilution; 2) Determine whather WR 149024 improves perfusion l
of vital organs as evidenced by clinical signs; 3) Determine whether WR 149054 can in-
crease urine output in anuric oroliguvric patients; 4) Determine the dose range at which !
hemodynamic improvement occurs; 5)Datermine nature of any side effects; 6) Provisional

IELnlons a ?Eadwnetner, on the basis of clinical signs, Ctlie drug WR 149020 may ve effec-

: tive in shock and deserving of further study.

WR 149024 will be given in a rising dose regimen with continuous monitoring of
various henodynamic and clinical parameters of shock. Patients used in this study are
those iz whkom all other modalities of therapy have been ineffective.

SS_DURING FY:BZ: No patients have been entered on this study yet.

, MuMBeR OF SUBJECTS TO BE StubieD Berclz ComPLETION OF STUDY: 20
Serious/UnexeecTen SIDE EFFecTs IN SUBJECTS PARTICIPATING IN PROUECT:  wone
) NS: .,
PusLicaTIoNs OR AssTRACTS, FY-82: None - SRR 'j
; Fuuding requested, FY-83: $500.00 travel. g
‘i
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Work Unit Number: 9102

THE REACTOGENICITY OF C6/36 CELL CULTURE MEDIUM; A POTENTIAL VACCINE SUBSTRATE

PRINCIPAL INVESTIGATOR: ROBERT MCNAIR SCOTT M.D., COL, MC
DEPARTMENT OF VIRUS DISEASES
WRAIR

Type of Report: Final

Conclusion: Severe allergic reactions to the inoculation of C6/36 cell
products were not expected to occur as & rcview of the available literature oo
mosquito sensitization identified no reports of anaphylactic or other
reactions.  However, as shown in the above report, humans are clearly
sensitized to products contained in the supernatant of actively growing C6/36
cells and both immediate and delayed allergic reactions do occur. These
reactions exemplify at least type I (immediate) and possibly type III (Arthus)
and type IV (delayed or cell mediated) allergic responsges, The PK tests
showed that the immediate reactions were due to a heat labile transferable
reaginic or homocytotropic antibody. As all of the subjects who were exanmined
using the PK test had reaginic activity, this suggests that sensitization of
humans to these antigens must be wide spread if not universal, Possible
sources of sensitization are mosquito bites or the inhalation of antigeas
resulting from dead mosquitos. As the majority of the subjects have not lived
in areas where Aedes albopictus may be found, and therefore had no opportunity

to be exposed to Aedes albopictus antigenn. the sensitization must be related

to exposure to antigens perhaps resulting from other Aedes species or even

antigens common to a wider range of insects. These questions require further
investigaction,




response was from one of the subjects who showed an immediate rzaction.
Heating the sera at 56° for 4 hours destroyed the transferable homocytotropic
antibody in all cases; there were no reactions noted upon inoculation of the

heated sera.

Subcutaneous Challange: Subcutaneous inoculation of the C6/36 sham vaccine [
and the placebo was carried out in a double-blind fashion in one informed
volunteer who had experienced an immediate reaction to the intradermal
inoculation of the C6/36 vaccine., The volunteer was admitted to the medical
intensive care unit for close observation. The inocula were administered in
graduated doses at twenty minute intervals, The first dose of 0.05 ml
| resulted in slight itching at the site of the C6/36 sham vaccine injection.
: Injection of O.lml of the C6/36 sham vaccine led to the appearance of
urticaria on the ipsilateral elbow followed by the development of urticaria on

the cheeks, periorbital edema and itching of the hard palate. No other
systemic reactions, such as bronchospasm, alterations im vital signs or
hypotention, were noted. The reaction was terminated by the intravenous

inoculation of 25mg of diphenhydramine hydrochloride (Benadryl).

Conclusion: Severe allergic reactions to the inoculation of C6/36 cell
products were not expected to occur as a review of the available literature on
mosquito sensitization identified no reports of anaphylactic or other
reactions. However, as shown in the above report, humans are clearly
sensitized to products contained in the supernatant of actively growing C6/36
cells and both immediate and delayed allergic reactions do occur. These
reactions exemplify at least type 1 (immediate) and possibly type III (Arthus)
and type IV (delayed or cell mediated) allergic responses. The PK tests
showed that the immediate reactions were due to a heat labile transferable
reaginic or homocytotropic antibody. As all of the subjects who were examined
using the PK test had reagimic activity, this suggests that sensitization of
humans to these antigens wmust be wide spread if not universal. Possible
sources of sensitization are mosquito bites or the inhalation of aatigens
resulting from dead mosquitos. As the majority of the subjects have not lived
in areas where Aedes albopictus may be found, and therefore had no opportunity

to be exposed to Aedes albopictus antigens, the sensitization must be related

to exposure to antigens perhaps resulting from other Aedes species or even

antigens common to a wider range of insects. These questions require further
investigation.
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The delayed hypersensitivity, indicated by the development of induration
and erythema within the first twenty-four hours, 1s unexplained. It occurs a
little too early to be a classical type IV response. The timing of the
development of the reaction suggests an Arthus reaction, particularly as the
delayed reaction occured only in subjects who received the subcutanous
injection of the C6/36 sham vaccine. The biopsy of one of the delayed
reactions showed nonspecific round cell infiltration, compatible with either
of these mechanisms. This study did not illucidate the etiology of these

reactions and further investigation is indicated.

The heat labile transferable reaginic antibody is IgE. There was a
remote possibility that IgG type 4 might be responsible, but, IgG antibodies
are not heat labile. That there could be sufficient IgE antibody directed
against components of the C6/36 cells inm subjects to cause an anaphylactic
response was unequiviocally shown by the reaction occurring in the subject who

underwent a subcutaneous challenge with the C6/36 sham vaccine.

Therefore, the use of the C6/36 cell line as a vaccine substrate ig
contraindicated, at least in 1its present form, because of the potential for
widespread reactions in human subjects. Techniques for the identification and
removal of the proteins responsible for the allergic reactions are presently

being explored.

Acknowledgements : Drs. Artie L. Shelton and Richard J. Summers

participated in this investigation.




Table 1

Reactions to Intradermal Skin Tests with C6/36 Sham Vaccine*

Subject Immediate Delayed (12 hrs.)

“Wheal Flare Grade Wheal Flare
BLB L Neg + X 2] bRk
DDB*** 11 35 -+ Neg Neg
EARK *%k% 5 9 ++ 10 11
KDJ Neg Neg 0 11 13
MXG Neg Neg 0 Neg 10
MJB 8 8 ++ 8 8
MHS* k% 10 50 ++ Neg Neg
NLG Neg Neg 0 Neg Neg
RJS Neg Neg 0 Neg Neg
RMS Neg Neg 0 5 8
WEB 5 15 ++ Neg 13
WHB * &% 9 50 +

Neg Neg

. #% Millimeters

* 0.1 ml inoculated intradermally

** Millimeters

%*** Pogitive immediate reaction, did not receive sham vaccine subcutaneously.
**%% Delayed reaction biopsied.

Table 2

Reactions to the Prausnitz~Kingter* Test

Subject - _Unheated Heated
Wheal Flare Grade Wheal Flare

DDB 8+ Neg +~+ Neg Neg
EAH 11 Neg hand Neg Neg
XDJ 9 Neg ++ Neg Neg
MJB 7 Neg ++ Neg Neg
MHS 14 50 +H++ Neg Neg
WEB 8 Neg + Neg Neg
WHB 9 Neg ++ Neg  Neg

# The Prausnitz-Kinster test was performed using the back of RJS.
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Date: 6 Oct 82 Work Unr, .0.: 9200 STA1us: INTERIM X

STARTING DaTE: 5 Nec 80 Date oF COMPLETION: 1 Oct 84

Kevy Yorps: Head Injury, Epilepsy, Post Traumatic Sequelae

TiTLE oF ProJecT: . )
Vietnam Head Injury Study

PrincIPAL INVESTIGATOR(S): LT J. h. DILLON, MC

Associate InvesTiGATOR(S): COL A. SALAZAR, MC

FaciLity: WRAMC Dep1/Sve; Clinical Investigation

AccumuLaTive MEDCASE Cost: AccumuLative ContracT CosT:
0 0 c

- FY-83 MEDCASE:  ContrAcT Cost:  Suppry Cost: Date oF ComMiTTEE APPROVAL OF
0 0 ' 0 AnnuAL PROGRESS REPORT

Stupy OBJECTIVE:
To examine selected veterans who received head injuries in Vietnam

TECHNICAL APPROACH: Each subject receives a neurological exam, CT Scan, Speech Pathology
exam, Motor exam, Auditory exam, and Electrophysiology battery. In addition, an American
Red Cross case worker has interviewed each subject and family to complete a field study.

ProGress During FY-82:

428 protocols completed hy ARC Field Study
35 Reinterview cases completed

NumBer ofF SuBJects STuDIED:

FY-82. 245 ToraL (70 DATE): 218 Berore ComPLETION OF Stupy: °°9}

Ser1ous/UnexpecTeD SIDE EFFECTS 1N SuBJECTS PARTICIPATING IN PrRoJECT(IF NONE SO STATE):
NONE

CoMcLUSI0NS:
NONE

PuBL1CATIONS OR ABSTRACTS. FY-82:

-Anatomical and Functional Sequelae of Head Injuries Incurred in VYietnam.
-Hemispheric Representation of Simple Jistal Motor Processes

~-Text Processing in Brain Lesioned Patients

-AAY Scientific Program Abstract Form
~-The Brain Bases for Language Functioning: 'lew Insights From Penetrating Head Injuries

~-Persistent Speech Nysprosody Following Penetrating Head Injuries
-Staggered Spondaic ¥ord Test
-Dichotic Digit and €V Pesults for Individuals with Head Injuries

(conTimuen on Reverss) 631 A

o e




-

R et - e e

‘-t\Btes on Post
-An Analysis o

traumatic Epilepsy in Miss
f Brain Abscess Following

-Pragnositc Factors for the Qccurrence O

ile Wounds of the Brain
penetrating franiocerebral ' U
f post-Traunatic Fpiltepsy

ries

SERERROUPE S

[P

s e g A < a B



{

Date: 4 oct 82 | Work UniT No.: 9201 Status: InTeERIM  x FiInaL

StarRTING DATE: 25 Aug 1981 Date oF COMPLETION: 1 9ct 84

Key Worps: Head Injury, Heterotopic Nssification ;

TiTLE oF ProJECT: Incidence, Location and Functional Significance of Clinically
Significant Peterotcpic Ossification in Head Injury Adults

PrincipAL INVESTIGATOR(S): MAJ Michael A. Smutok, AMSC; MAJ Jane Sweeney, ANST

AssociATE INVESTIGATOR(S): COL M. Levine, MC; COL V. !etcalf, AMS”

FaciLity: WRAMC DepT/Svc:  “linical Investigation/VHIS .
AccumuLative MEDCASE CosT: AccumuLAaTive ContracT CosT: AccumuLaTive SuepLy CosT:

0 0 0 ‘

:

FY-83 MED%?SE: CONTRA%T CosT: SUPPHg CosT: Date oF CommiTTEE APPROVAL OF i

AnNuAL PROGRESS REPORTFEB_34F4KEF_

Stupy OBJUECTIVE: 7o ascertain the incidence Jocation and significance of non-traumatic !
heterotopic ossification in subjects who received nhead injury in Vietnam. :

TECHNICAL APPROACH: Shoulder, elbow, hip & knee joints of each suhject are surveyed for |
1058 of motion pain & presence of palpahble mass ahout the joint. Joints with loss of motion [
or pawn or palpahle mass with no past hlstory of trauma are X-rayed to rule out heterotopic
j1] _bhe radiographed. Incidence,

Procress DurinG FY- 82 location and significance will he determined upon completion o

h Sy

Z Jects surve
giii gaec s met ¢ 1n1cal criteria for x-ray in one or more joints

30 Subjects were rgdiograpnhed/ Heterotopic ossification identified im 3 subjects
NumBer oF SuBJECTS STUDIED: (1 shoulder, 4 elbows, 2 hips)
FY-82: 245 ToraL (10 DATE): 278 Berore ComPLETION OF StupY: 950 *
Approx
Sertous/UNexPeCTED SiDe EFFecTs IN SUBJECTS PARTICIPATING IN PROJECT(IF NONE SO STATE):
NONE

CONCLUSIONS: Study not completed

PuBL1cATIONS OR ABSTRACTS. FY-82:
NONE
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Dare: 2479782 | Vo Cuirllo.: 9202 Status: _Iuveins X Fros
Starvirg Nave: July, 1982 Dave oF Coseremici:  July, 1985

Kev Viomas: Interferon, Poly ICLC, Guillain-Barre, Oysimmune polyneuropathy
Time cr Progzcr:
Poly-ICLC in the treatement of Chronic Guillain-Barre Syndrome

Princioas lsvisticarcals):  Andres M. Salazar, MD

Asscciate Invasricaroals): Albert Cuetter, MD

Facriry: KA Deet/Svc:  NEUROLOGY

Accusararive BE0CAST Cost: Fecersnavive Conract Cost: Fecuwative SupeLy Cost:
"FY-83 FEDCASS: Cowmnact Cost:  SuseLy Cost: Dare or Comities fompovaL OF

beinyst. Prozrzss Repcar PEB-25-1983

- e - ——

Sruoy dsuzeTive:
To determine the therapeutic usefulness of Poly-ICLC in Chronic Guillain-Barre

TEcHuicA APPROSCH:
[.V. administration of Poly-ICLC weekly for two or more months.

Prosazss Durins FY-82:  One patient has been treated to date with a slow but
measurable improvement in leg strength.

Nuae2 oF Suiszcrs Siwupien: ‘
FY-82: 1 TotaL (vo pats): 1 Berors CovereTion oF Steov: 10

Sastl)?‘uEs/Unsxascren Stz Errects 1n Susuzcts Paavicpatiii 1 Prouzet(ie mavs s STATE):

Concrustons:  Poly-ICLC appears to be beneficial in the one patient currently
under treatment, but no final conclusions can be reached.

PusL1cATIONS 02 AssTRAcTs. FY-82:
NONE




Dare: 15 NOV | Hoex Unir 80.: 9251-82 Statys: Inremim X Fuooa

Startiie Mare: 1 OCT 1982 Dare oF ComeLzTion:

Key Vomos: Cholesterol, Apolipoprotein, HighPerformance liquid chromatography

TITE cF ProvzcT: Quantitation of apoliprotein and total cholesterol in human
plasma lipoprotein by HPLC.

Paincipar Investicaroals): CPT Patricia Young, PhD, MSC LTC Timothy M. Boehm, MC

Asscctate luveSTIGATOR(S):

FaciLity: WAEC Dept/Svc: Clinical Investigation

Accunative FEBCASE Cost: Fecunarive Conrract Cost: Acauu avvs SuppLy C ot
58,000 o 3,000 Ly LosT:

FY-83 iEDCASE:  Cowreact Cost:  Susery Cosr: Date oz Comitiez ferravaL 07
45,000 _NONE 5,000 FamuaL Prozazss Repcrt FER-55

§T‘JDY 03J5CTIVE: To quantitate component parts of human lipoproteins and to
correlate these with various disease states.

TECHNICAL APPROACH: Classical lipoprotein preparation by ultracentrifugation
gglégfsd by solvent extraction to prepare lipids and proteins for separation

Prosazss Du2ins FY-82: We have developed a protein separation system on HPLC and
have resolved apalipoprotefns:.frxom HDL. We have also developed a lipid
gquantitation protocol to determine cholesterol, cholesterylester and

Nwser oF SusJzcts Stupiep: triglyceride by HPLC.
ot
1 Berors ComeLeTion oF Stuay: R86wn

1 .
FY-82: ToraL (Ta pate):

Ser1cus/UnexpecTep Sipe EFrects In Susuzets ParricipaTinG 1t Prouzct(is foxz s STATE):
No serious/unexpected side effects

Concrusrons:

We conclude that it is possible to quantitate plasma lipids
and proteins by HPLC techniques and shall apply these techniques
to study lipid metabolism in various disease states.

PusLIcATIONS 02 ABSTRACTS. FY-82:

NONE




Darz: Woax tutt Mo.: #9301 Status:  IntEium X Fiea,

Startiss Dare: 26 July 1981 Date oF CowLeTion:

Key lioros: Use of Computer Assisted Instruction (CAI) for foodservice employee trainin

Tine cF ProvzcT: Effectiveness of a Computer-assisted Instruction Program for !
Teaching Sanitation to Selected Hospital Foodservice Employees.

Prircroal Invegricaroals): Wolf J. Rinke, Ph.D., R.D., MAJ
Asscctate InvesTicator(s): Kathleen P. Waddell, R.D., CPT

FaciLiry: Wame Depr/Svc: Food Service Directorate i

Accurr ATIvE PEDCASE Cost: ACCUMRBAT [VE CEmaacr CosT: A&EJJFG U SUPPI:;-“ T |

$2550.00 (FY 81) — 280.00 Cos: ‘

FY-83 iTDCASS:  Cowrract Cost:  SueeLy Cost: Darz oF Cormitree fowzovar O :
haly — $120.00 Frnuas Prosazss Pepoar 'FEBF 2.5 1093

Stuoy Osgsctive: To determine efficacy of CAI, when used -as training modality
for foodservice employees.

TecHnicAL AopROACH: Sanitation lessons were sequenced and programmed on the Aids
Teaching Machine. Program was tested by subject specialists for content

vali?ity. Volunteers were selected from the population togg¥a}gata Ehe ggggg?iveness
Prosezss Duawis FY-82: CAI program development was completed. Volunteers were

selected. Study was administered. Finalization of the study is anticipated in
-early part of FY 83.

Humser oF Susszcts STupied:

FY-82: 90 ToraL (vo pave): 90 Berore CoMPLETION 07 Stuny: 0
Sertous/UnsxacTen Sios Errects v Susuzets Paaricipatiig 1 Prouzer(iF nonz so STATE):
None

Concrustons:

PusLICAT(ONS OR ABSTRACTS, FY-82:
Paper presentation and publication anticipated in early FY 83.




Dare: 15 Oct 82f Mok Lurt No.: 9401 Status:  Interim X Fiom,

Staariis Dave: 24 June 81 Date or CoweteTion: In progress

Key lioros: Analgesic efficagy in third molar surgery
Time cF Progzcr: A double-blind, controlled study to evaluate thﬁ short-term
anaigesic efficacy of two different doses of C1-583 (Meclomen®™) in comparison
wiih C1l-757 (buffered aspirin) and placebo in patients with post-surgical den~
tal pain. e
KENNETH K. KEMPF, DDS
Princraan luvesticargals):  JOSEPH KONZELMAN, DDS

Asscctate InvesTicarar(s):

Oral Surgery Servige,
Faciiity: WRALC Depr/Svc: Hospital Dental Clinic
Fecumun.ative VEDCASE Cosr: Accuunarive Coimract CosT: Fecumuative SuppLy Cost:
FY-83 FEDCASE:  Contract Cost:  Sueety Cost: Date or Cawmutree ferroyy Oz
__ fawoaL. Prosazss Reporr FEB 2 5 1987

Stupy Jsuzcrive: Therapeutic, dose finding, placebo controlled, double-blind
comparison with buffered aspirin.

TecuwicaL Aeppoach; Subjects are randomly selected to participate in the study.
nts must require the removal of at least one third molar. 72 hrs follow-
up via written forms and phone interviews is obtained.

Prosazss Duatis FY-82: 93 subjects have participated in the study.

W3ER oF SusJtzcts Stubied: '
FY-82: Tora. (1o pate): Berore ComeLeTion oF Stupy: 100

Serious/Unexpecten Sips ErFects v Susszcts PARTICIPATING Itf PRouzcT(IF HONE S3 STATS):
None
CoucLusions:  None at present

PusLICATIONS OR ABSTRACTS. FY-82:  Nope




DATE:NRV 82 Yok Untt 8o.: o=qq Status:  Intenin x Fiine ¢

Srarring Dare: Date oF CoseLeTion:
N ased on §Eage§ lseas
. ,anglgamgiy cgﬁﬁﬁlgaggon :

Key bhiomos:
Tine cr Proccr:  RAECeRRPa2faERRARTaNA R R R RHBRI ST oo

Princtear InvegTicargr(s): Major James L. Maury ACSW

Asscciate luvesticarar(s):  None

Facrity: WAL Depr/Svc: Scoial Work Service
Accussrative FEDCASE Cost: Becurnavive Contract Cost: Fecwueative Supeey Cost:
N/A N/A N/a.
FY-83 i’f%\s.f: Contract Cest:  Susery CosT: Dave o7 Contres femrovaL 0
M ﬁ}l\ EnnyaL Prosasss Pepoar PER-3-5-1003

Stupy O3JzcTive: To identify the coping behaviors of the chj |dwpatient ,the

parents and the siblings and to study the association among stages of disease

TECHN:CAL APPROACH:
Through interviews with each parent and child.

ProsRzss Duains FY-82: 13 child-patients; 7 siblings; 22 parents

fuser oF Susuzcts Stupien:
FY-82: 42 YoraL (70 pate): 66 Berore ComeLeTion o7 Stuswi/A

Sertous/UnexeecTep Sioe Errects n SusuzeTs Paaticiparing 1o Prouzct(iF otz $9 STATE):
N/A

ConcLUSIGM5:  gee attached Abstract and summary chapter V.

Ay

PuBLICATIONS OR ABSTRACTS. FY-82:

Dissertation #117, The Catholic University of America
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TABLE OF PUBLICATIONS AND PRESENTATIONS, FY-82

DEPARTMENT OF MEDICINE

Nephrology Service

Eil C, Fein HG, Smith TJ, et al: Nuclear binding of I25T

triiodothy~ ronine in dispersed cultured skin fibroblasts from
patients with resistance to thyroid hormone. J Clin Endoecrinol
Metab 55: 502-510, 1982.

Fitz JD, Sperling EM, Fein HG: Long-term treatment of obese
diabetics with semi-starvation diet. Slide presentation at the
3rd Annual Meeting of the Society of Military Endocrinologists,
San Francisco, CA, June 1982.

Moore J, Johnson JP, Bohan L, Austin H, Balow J, Antonovych T,
and Wilson C: Therapy of anti-glomerular basement membrane
antibody (A- GEM-Ab) Disease: A prospective study. Pres:nted at
the 14th Annual Meeting of the American Society of Nephrology,
Chicago, Il1, December 1982. (Abstract)

Moore J, et al: Radiocontrast dye induced nephrotoxicity:
Relationship with uric acid excretion. (Clin Rsch 30(2): 4494,
1982.

Weismann WP, and Webster HK: Abnormal deoxy adenosine metabolism
in uremic erythrocytes. To be presented at 14th Annual Meeting
of the American Society of Nephrology, Washington, DC, Nov 21-24,
19810

Tang L, and Wiesmann WP: Calcium stimulated cGMP formation in
human RBC treated with cholinergic agonists. To be presented at
the Annual Meeting of the American Society of Hematology, San
Antonio, Texas, Dec 5-8, 1981.

Henry AR, Moore J, Hasbargen JA, and Huggins M: Erythrocytosis
in renal transplant recipients Clin Rsch 30(2), 450, 1682.
(Abstract)

Cardiology Service

Zoltick JM, Patton J, Vogel J, Davia J, and Bedynek J: Cardio-
vascular screening evaluation to test for coronary artery disease

in asymptomatic males over the age of forty. Amer Journ of Card,
March 1982. (Abstract)
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Publications and Presentations, FY-82 (continued)

Department of Medicine (continued):

Endocrinology-Metabolism Service

Abstracts:

Wray HL, Mehlman I, Butler V, Dawson E, and Bruton J. Effect of dietary
phosphorous restriction on serum 1,25(0H)2D in pseudohypoparathyroidism.
Fifth Workshop on Vitamin D, February 1982, .

Vigersky RA, Mozingo D, Eil C, Purohit V, and Brutgn J. The anti-
androgenic effects of testolactone (teslac) in vivo in rats and in vitro
in human culture fibroblasts, rat mammary carcinoma cells, and rat
prostate cytosol. Endocrinology 110:214, 1982.

Burman KD, Smallridge RC, Wannamacher RC, and Wartofsky L. Ipodate
restores the fasting induced decrement in TSH secretion. Clin Res 1982.

Glass AR, Smallridge RC, Vigersky RA, and Burman KD. High serum T3 in
nephrotic syndrome: A flection of increased T4 availability? Clin
Res 1982,

Smallridge RC, Whorten NE, Burman KD, and Ferguson EW. Effect of

physical conditioning and acute exercise on serum T4, rT3, TSH and PRL
responses to TRH in man. Endocrine Society, June 1982,

Burman KD, Wartofsky L, and Smallridge RC. Ipodate restores the fasting
induced decrement in TSH secretion. 12th Annual Meeting European
Thyroid Association, Brussels, Belgium, September 1982,

Wartofsky L, DeRuyter H, Smallridge RC, and Burman KD. Thyrotropin
secretion in starved rats is enhanced by somatostatin antiserum. 12th
Annual Meeting of the European Thyroid Association, Brussels, Belgium,
September 1982,

Smallridge RC, Whorton NE, Ferguson EW, and Burman KD. Effect of
physical conditioning and acute exercise on serum thyroxine (T4),
thyrotropin (TSH), and prolactin (PRL) in man. Presentation to the
Society of Air Force Physicians, Sacramento,” CA, March 1982,

Fears WB, Yu J, Vigersky RA, Glass AR, and Ferguson EW. Mechanism of

exercise~induced secondary amenorrhea. Presented at Air Force Regional
ACP Meeting, 1982,

Glass AR, Smallridge RA, Vigersky RA, and Burman KD. High serum T3 in
nephrotic syndrome: A reflection of increased T4 availability? Clin
Research 30:490A, 1982.

Glass AR, Beach J, Anderson J, and Vigersky RA. Nephrotic syndrome: a

model fro hypothalamic-pituitary hypersensitivity to negative feedback
egggcts of testosterone. Endocrinology 110 (Supp):407 9Abst 1311),
1982,
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Department .c . icine (continued)

Endocrinology-Metabolism Service (continued)

Fears WB, Yu J, Ferguson E, Glass AR, and Vigersky RA. Mechanism of
exercise-induced secondary amenorrhea.  Endocrinology 110 (Supp):86
(Abst 26), 1982.

Glass AR, Anderson J, and Vigersky RA. Pubertal changes in underfed
male rats: lack of correlation with body weight. Submitted to, Society
of Military Endocrinologists, 1982.

Glass AR, Anderson J, and Vigersky RA., Pubertal changes in underfed
male rats: lack of correlation with body weight. Submitted to Triennal
AIN/ASCN Meeting, 1982. - .

Vigersky RA, Rice M, Cole D, Shohet R, and Poplack D. Estrogen
receptors in human peripheral lymphocytes. Clin Res, April 1982.

Smallridge RC, Glass AR, Wartofsky L, Ward KE, and Burman KD,
Investigations into the etiology of elevated serum tri-iodothyronine
(T3) levels in protein malnourished rats. 62nd Annual Meeting of the
Endocrine Society, June 1980. Metabolism 31:538-542, 1982,

Glass AR and Vigersky RA. Testicular reserve of testosterone precursors
in primary testicular failure. Fertil Steril 38:92-96, 1982.

Vigersky RA, Chapman RM, Berenberg J, and Glass AR. Testicular
dysfunction in untreated hodgkin's disease. 4m J Med (in press).

Borst GC, Burman KD, Osburme RC, Georges LP, O'Brian JT. Effect of
fasting in TRH responsiveness in hypothyrodism. Military Society of
Endocrinology. San Francisco, June 1982 and American Thyroid
Association Meeting, Quebec, Canada, Sep 87.

Wartofsky L, DeRuyter H, Smallridge RC, and Burman KD. Thyrotropin
secretion in starved rats is enhanced by somatostatin antiserum.
European Thyroid Association, Brussels, Belgium, Sep 82.

Burman KD, Djuh YY, Ferguson RW, Wartofsky L, and Latham KR. Beta
receptors in peripheral mononuclear cells increase acutely during
exercise. American Thyroid Asssociation, Sep 82.

Zaloga GP, Chernow B, Burman KD, Rainey TG, and lobe CR. Hemodynamic
and catecholamine response to TRH in patients undergoing cardiac
surgery. Clin Res 82.

0'Brian JT, Michenfelder J, and Burman KD, The effect of fasting and T3
upon urinary excretion of catecholamines. Submitted to Annual Air Force
Physicians Meeting. f

0'Brian JT, Michenfelder J, aml Burman KD, The effect of cold climate
upon T4, T4 and TSH response to TRH. Submitted to Annual Air Force
Physicians Meeting.
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Endocrinology~.._cabolism Service (continuea,

Abstracts (continued):'

Baker J, Lukes YD, Smallridge RC, Burger M, and Burman KD. The
development of a sensitive, rapid ELISA assay for TSH receptor binding
antibodies. Submitted to American Federation of Clinical Research
annual meeting.

Chernow B, Zaloga GP, Burman KD, Quinn T, Rainey TG, and Zajtchuk B.
Cardiopulmonary bypass surgery rapidly alters thyroid function. Society
of Critical Care Medicine Annual Meeting, Dec 82.

Chemow B, Zaloga GP, Burman KD, Chin R, Zajtchak P, Rainey TG, and Lar®
CR. Diagnostic dosages of TRH raise blood pressure by a non-
catecholamine mechanism. Society of Critical Care Medicine Annual
Meeting, Dec 82.

Srinvasan U, Blatt J, Vigersky R, Wesley R, O'Neill D, Cole D, and
Poplack D. Effect of sex-steroids on the survival of AkR mice. Am
Assoc of Cancer Res, Apr 82,

Vigersky R, Barnes S, Beach J, Diehl L, and Berenberg J. Pituitary
suppression fails to g.uvent testicular failure due to combination
chemotherapy. Am Soc Andrology, Mar 83.

Newman FP, Levine MA, and Wray HL. Pseudohypoparathyroidism with
apparent recessive inheritance in two sisters with normal erythrocyte G
unit activity. Abstracts of Fourth Annual Scientific Meeting of Am Soc

Bone Min Res, p. $43, 1982.




Publications and Presentations, FY-82 (continued):

Department of Medicine (continued)

Endocrinology-Metabolism Service (continued):
ARTICLES

Glass AR and Vigersky RA. Testicular reserve of testosterone precursors.
in primary testicular failue. Fertil Steril 38:92-96,- 1982,

Smallridge RC, Glass AR, Wartofsky 1, Latham KR, and Burman KD,
Investigations in to the etiology of elevated serum T3 levels in
protein-malnourished rats. Metabolism 31:538-542, 1981.

Glass AR, Steinberger A, Swerdloff R, and Vigersky RA, Pituitary-
testicular function in protein-deficient rats. 11. FSH hyperresponse

to castration and supersensitivity of gonadotropin secretion to androgen
negative feedback. Endoct..ology 110:1542-1546, 1982.

deShazo R, Boetm ™, Kumar D, Galloway JA, and Dvorak HT. Dermal
hypersensitivity reactions to insulin correlations of three patterns to
their histopathology. J Allergy and Clin Imwmmno 229-240, 1982.

Thompson PT, Burman KD, and Wartofsky L. CSF iodothyronine levels. J
Clin Endocrinol Metab 54:653-655, 1082.

Swartz M, Burman KD, and Salen G. Cerebrotendinous xanthomatosis: a

potentially treatable lethal disease presenting with cataracts. Amer J
Medical Sciences 283:147-152, 1982.

Burman KD, Smallridge RC, Wannamacher RC, and Wartofsky L. Ipodate
restores the fasting induced decrement in TSH secretion (submitted for
publication).

Smallridge RC, Burmarm KD, and Wartofsky L. Etiology of elevated serum
T3 levels in protein-malnourished rats. Metabolism 31:538-542, 1982.

Wartofsky L and Burman KD. Alterations in thyroid function in patients
with systemic illness: The "euthyroid sick syndrome. Endocrine Reveiws
3:164-217, 1982.

Vigersky RA. Endocrine status in anorexia and obesity in eating and

weight disorders. Goodstein RK, ed., Churchill Livingstone Inc., New
York (in press).

Glass AR and Vigersky RA. Testicular reserve of testosterone precursors
in primary testicular failure. Fertil Ster 38:92-96, 1982.

Vigersky RA.  Weight-related hypothalamic dysfunction in anorexia
nervosa and simple weight loss, in Proceedings of the IIIrd World
Congress on Biological Psychi.al:ry, Jansson B, Perris C, and Struwe G,
eds., Elsevier/North-Holland Biomedical Press, Amsterdam (in press).
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Publications and Presentations FY-82 (continued):

Endocrinolq&y-ﬂe:abolism Service (continued)

Kark JA, Haut MJ, Schechter GP, McQuilken CT, Vipersky RA, and Duffy
TP. The biochemical response to vitanin B5 in refractory sideroblastic

anemia (RSD). 1. Pyridoxal 5'-phosphate concentrations in p].asma and
erythrocytes. Biochem Med 27:109, 1982,

Kark JA, Haut MI, Schechter GP, Vigersky RA, and Hicks CU. The
biochemical response to vitamin B6 in refractory sideroblastic anemia.
(RSA). II.  Pyridoxal 5'-phosphate metabolism by. erythrocytes (in
press, 1982).

Vigersky RA, Rick MK, Cole D, Shohet R, Light J, and Poplack DG.
Androgen receptors in human peripheral iymphocytes. J Clin Endo Metab
(in press).

Vigersky RA, Chapman R, Berenberg J, and Glass AR. Testicular

dysfinction in hodgkin's disease: evidence for hypogonadotropic
hypogonadism. Am J Med 73:482-486, 1982.

Glass AR. Identical twins discordant for the rudimentary testes"

syndrome. .J Urol 127:140-141, 1982,

Dahms WL and Glass AR. High correlation of percent body fat ian rats
with body density determined from submerged weight. J Mutrition
112:398-400, 1982.

Vigersky RA, Chapman RM, Berenberg J, and Glass AR. Testicular
dysfuinction in untreated hodgkin's disease., 4&m J Med (in press).

Kidd GS, Dimond R, Kark J, Whorton N, and Vigersky RA. The effect of
pyridoxine on pituitary hormone secretion in amenorrhea-galactorrhea
syndromes. J Clin Endo Metab 54:872, 1982.

Vigersky RA. The pituitary-testicualr axis, in Infertility in the Male,
Howards, SS and Lipshultz LI eds. Churchlll Livingstone Inc., New York
(in press 1982).

Vigersky RA.  Anorexia nervosa, in Clzrrer;t Endocrinologic Therapy.
Krieger DT and Bardin OW eds., BC Decker Inc., Trenton, NJ (in press,
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Amer J. Med 73:2393-289, 1982.
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Submitted for publication,
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Burman KD, Lukes YG, Bwel C, Wartofsky L. Suppresser cell members
decreased in Graves' disease. Submitted for publication.

Borst GC, Sil C, and Burman KD. Euthyroid hyperthyroxinemia. ‘Annals
Int Med (in press, 1982). AR ( TV
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Burman KD, Boehm T, Bonglovanni R. Compendium of the joint FDA/USP.
workshop on drug and reference standards, for insuling, somatropins and
thyroid axis drugs, NIM publications, 1982.

Borst GC, Osburne RC, O'Brian JT, Georges LP, and Burman KD. Fasting
decreases TSH responsiveness: A potential course of misinterpretation
of thyroid function tests in the critically ill. (Submitted for
publication).
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pathogenesis of the amer . chea associated with anorexia nervosa. J
Adolescent Health Care, (in press).
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receptors in peripheral mononuclear cells increase acutely during
exercise (submitted for publication).

Burman KD, Smallridge RC, and Wartofsky L. The effect of a dopamine
antagonist, metoclopromide, during fasting (in preparation).
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report. J Neurosurgery, 56:567, 1982.
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rats. Cancer Res 42:1617-1619, 1982.
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Kark JA, Haut MJ, Schechter GP, Vigersky RA, and Hicks CU. The
biochemical response to vitamin B6 in refractory sideroblastic anemia
(RSA). II.  Pyridocal 5'-phosphate metaholism by erythrocytes (in
press, 1982).

Vigersky KA, Rice MK, Cole D, Shonet R, Light J, and Foplack IG.
Androgen receptors in human peripheral lymphocytes. J Clin Endo Metab”
(in press). -

Vigersky RA, Chapman R, Berenberg J and Glass AR. Testicular
dysfunction in untreated hodgkin's disease. Am J Med (in press).
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function in protein-deficient rats: FSH hyperresponse to castration and
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Male, Howards, SS and Lipshults, 1., eds, Churchill livingstone inc.,
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Weight Disorders, Goodstein,RK ed, Churchilllivingstone Inc., New York
(in press, 1982).

Glass AR, Smallridge RC, Vigersky RA, and Burman KD. High serum T3 in
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(In press, 1982). .

Smallridge RC, Whorton NE, Ferguson BEW, and Burman KD. Effect of
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Society of Air Force Physicians, Sacramento, CA, March 1982,

Wray HL, Mehlman I, Sheldon GM, Bulter WM, Dawson E, Bruton J. Effect
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Kidd GS, Smith CE, and Wray HL. The effect of thyroid status on
therenal responses to vasopressin (submitted forp ublication, 1982).

Thompson PT, Burman KD, and Wartofsky L. lodothyronine levels in
cerebrospinal {lutd. J Clin Eadocrincl Metab 54:653-655, 1932,
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Taylor HG, and Weiss RB: Bone marrow phagocytosis in
sarcoidosis. Arch Intern Med 142:479, 1982.
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Voorheis, et al: Eftects of difference forms of CNS proplylaxis
on pituitary function of children with ALL. Am Soc of Clin Onco,
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Freeman, et al: Comparison of intermediate dose MTX with crainal
radiation in children with ALL. Am Soc Clin Onco, 1981.
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Rajagopal KR, Abbrecht PH, McCumber TR, Hunt KK: Medroxy proges-
terone acetate inobstructive sleep apnea. Am Rev Respir Dis 125,
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Abbrecht PH, Rajagopal KR: Determiantion of inspiratory flow
resistive load dependent respiratory drive in normal and sleep
apneic subjects. Fed Proceed 41, 1103, 1982.

Rajagopal KR, Abbrecht PH, Tellis, CJ: Control of breathing in
obstructive sleep apnea. (Submitted)

Abbrecht PH, Rajagopal KR, Bryant HJ: Respiratory drive compo-
nents in flow resistive loading for normal and sleep apneic men.
(Submitted)

Infectious Disease Service:

Pamplin CL, Desjardins R, Chulay JD, Tramont EC, Hendricks LD,
Canfield CJ: Pharmacokinetics of antimony during sodium stibo-
gluconate therapy for cutaneous leishmaniasia. Presented at the
Am Soc of Clin Pharm and Therapeutics, New Orleans, 1981.

Berman JD, Chulay JD, Hendricks LD, Oster CN: Susceptibility of
clinically sensitive and resistant Leishmania to pentavent anti-

mony in vitro. Am J Trop Med Hyg 31:465-495, 1982.
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Annual Meeting of the Am Soc for Microbiology, Atlanta, Georgia, \
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Cross AS, and Wooldridge WH: Ability of monoclonal antibody '
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Peripheral Vascular Surgery Service

Clagett GP, Rich NM, McDonald PT, Salander JM, Youkey JY, Olson S
DW, and Hutton JE, Jr: Etiologic factors for recurrent carotid
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Cupples HP, and Whitmore PV: Vitrectomy -surgical techniques in
the management of intraocular foreign bodies. Presented at the
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the Journ of the Academy of Rehabilitative Audiology.
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Light JA, Kumar J, Biggers JA, Metz S, and Oddenino K: Fresh
versus stored blood in donor specific transfusion. Presented 1st
International Transfusion/Transplant Conference, Los Angeles, Feb
1982. Published Transp Proc XIV, No. 2 (June), 296-301, 1982.

Light JA, Biggers MR, Alijani, Smith M, and Oddenino K: Antibody

formation in fresh versus stored donor specific transfusion. Pre-

sented Feb 1982 to the Am Assoc of Clin Histocompatibility
Testing, San Francisco, CA. (poster presentation).

Light JA, Kumar J, Biggers JA, Metz S, and Oddenino XK. Cellular
characteristics of stored blood used for transfusion. Presented
Feb 1982 to the Am Assoc of Clin Histocompatibility Testing, San
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Ghaselli G, Schaefer E, Light JA, and Brewer B: Apolipoprotein
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Cl Immuno 69, No 1, Part 2, Jan 1982.

Fleisher TA, Attallah AM, Misiti J, Tosato G, and Greene WC:
Interferon mediated regulation of human immunoglobulin synthesis.
Clin Res 2:3484, 1982.
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Fleisher TA, Attallah AM, Tosato G, Blaese RM, and Greene WC:
Interferon-mediated inhibition of human polyclonal immunoglobulin
systhesis. J Immunol 129:1099, 1982.

West ST, Tesar JT, and Schwartz B: Increased prevalence of HLA=X
antigen in acute anterior uveitis.uveitis. Arthritis and
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Engler RJM, et al: Abstract presented at Am Acad of Allergy
meeting, Montreal, Canada, March 1982,

Engler RJM, et al: Abstract accepted at XI Internl Congress of
Allergy and Clinical Immunology, London,-England, 1982.

Cross A, Berger M, Lowell G, and Sadoff J: Neutrophil activating
factor from a continuous lymphoid cell line mediates increased
number of neutrophil C3b receptors and increased functional
activity. Submitted to 15th Int Leukocyte Culture Conf.
(Abstract).

Brown EJ, Joiner KA, Cole RM, and Berger M: Localization of C3
on streptococcus pneumoniae: Anticapsular antibody causes C3

deposition on the pneumococcal capsule., Infection and Immunity,
in press.

Brown EJ, Berger M, Joiner KA, Frank MM. Submitted for publica-
tion in Science.

Department of Pathology:

Fuller LM, and Hutchison GB: Collaborative c¢linical trial for
Stage I and II Hodgkin's disease: Significance of mediastinal and
nonmediastinal disease in laparotomy - and non-laparotomy-staged
patients. Cancer Treatment Reports 66: 775-787, 1982.

Department of Pediatrics:

Civin CI, Land VJ, Nitschke R, Kamen BA, and Vats TS: m-AMSA
Methenesulton-m-Anisidine, 4-(9-Acridinylamino) 24992 activity in
pediatric solid tumors. Proc Am Soc Clin Oncol 1: 178, 1982.
(Abstract)
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Budowle B, Dearth J, Bowman P, Go R, Crist W, and Acton R: Black
children with certain factor B and C4 phenotypes are genetically
predisposed to ALL. The Univ of Alabame in Birmingham, St. Jude
Children's Research Hospital and the Pediatric Oncology Group,
Birmingham AL, Memphis TN, and St. Louis MO.

Cook BA, Olson TA, Burgess DP, Bailey WR, Thomas PJ, Ruymann FB:
In-vitro irreversible aggregation of Amphotericin-B pretreated
polymorphonuclear leukocytes: a possible mechanism for pulmonary
toxicity. Presented as an Ogden Bruton Award finalist paper at
the Uniformed Services Pediatric Seminar, March 1982.

Department of Hematology, WRAIR:

Kark JA, Tarassoff PG, and Bongiovanni R: Pyridoxal phosphate as
an antisickling agent in vitro. 1In press. Jour of Clin Invest.

Kark JA, Hicks CU: Enhanced anion permeability of membrane anion
channels in sickle erythrocytes. Blood 58:60a, Nov 1981,

Wright DG, Meierovies AI, Schoomaker EB, Tang L, and Lucas D:
Muscarinic cholinergic receptors on human neutrophils during
their development and function. Clin Res 30:382A, 1982.

Alving BM, Strickler MA, Knight RD, Barr CF, Berenberg JF, and
Gegoux T: Warfarin resistance: investigation of a rare phenome-
non. Clin Res 30. 309A, 1982.

Levine PH, Pearson GR, and Heffner D: The reiiability of IgA
antibody to Epstein-Barr virus (EBV) capsid antigen as a test for
the diagnosis of nasopharyngeal carcinoma (NPC). Cancer Detect
Prev 4:307-312, 1981.

Armed Forces Institute of Pathology:

Nik NA, Hidayat A, Zimmerman LE, and Fine BS: Diffuse iris nevus
manifested by unilateral open angle glaucoma. Arch Opthalmol

99:125-127, 1981.

Fine BS, Yanoff M, Stone RA: A clinicopathologic study of primary
open-angle glaucoma compared to normal eyes. Am J Ophthalmol
91:88-105, 1981.

Broughton WL, Fine BS, Zimmerman LE: Congenital glaucoma associa-
ted with a chromosomal defect. A histologic study. Arch

Ophthalmol 99:u481-486, 1981.
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Fine BS: Lipoidal degeneration of the retinal pigment
epithelium. Am J Ophthalmol 91:469-473, 1981.

Uniformed Services University of Health Sciences:

Margileth AM: Atypical mycobacterial infections in children.
Pediatrics, Rudolph A (Ed), 17 Ed, New York, Appleton-Century-
Crofts, p 581, 1982.

Margileth AM: Cat scratch disease. Pediatrics, Rudolph A (Ed),
17th Ed, New York, Appleton-Century-Crofts, p 636, 1982.

Margileth AM: Cat scratch disease. Cecil Textbook of Medicine,
16th ed, Wyngaarden JB and Smith LH Jr, Phil, Pa, WR Saunders Co,
1982.

Margileth AM: Infections with nontuberculous (Atypical)
Mycobacteria. Chap 47 in Respiratory Tract Disorders in
Children. WB Saunders Co, Phila PA, March 1983.

Margileth AM, Nontuberculous (Atypical) mycobacterial infections:
I specificity of PPD Skin Tests in Children Compared to Mycobac-
terial Species. Accepted for publication. #14 Abstract.

Cohen GJ, Margileth AM: Fungus cultures in the physicians offjice:
Comparison of DTM with Sabouraud’'s and Mycosel Medial. Clin Proc
CHNMC, 1982.

Margileth AM: Nontuberculous (Atypical) Mycobacterial Infections.
In Gellis SS, and Kagan BM (Eds). Current Pediatric Therapy,
TTth ed, Phila, Pa, WB Saunders Co, 1983.

Margileth AM: Atypical mycobacterial infections: Correlation of
atypical and typical PPD Skin Tests with Mycobacertial Cultures.
Pediatric Res 1979:13, 392, 1982.
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