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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 APPROVALOF ANNUAL PROGRESS REPORT

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 stabtlity of preferences for either fitting over
time.

TECHNICAL 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:

FY-82: 0 TOTAL (TO DATE): 90 BEFORE COMPLETIOW OF STUDY: 120
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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 F WORK UNIT NO.: 2535 STATUS: INTERIM 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 Patients (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

STUDY OBJECTIVE: This project is aimed at developing an interactive proce-
dure (implemented 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 programed 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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Annual Progress Report (cont.) - Work Unit #2535

PROGRESS DURING FY-82: The materials-generating algorithm (MGA) has been
revised to reflect clinical experience gained during the year. The current
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 STUDIE.D:
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 ': Data collection is still in progress, so no final conclusions
can be drawn. To date the output of the revised MCA seem 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 j WORK UNIT NO.: 2536 1 STATUS: INTERIM X FINAL

STARTING DATE: March 1981 DATE OF COMPLETION: January 1983

KEY WORDS: lipreading, 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 A fL 2 P5ROGRESS REPORT

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 lip 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 lips 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 displayed
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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 lip rounding, more vari-
ability on the tongue height dimension was apparent, depending on whether N1
or N2 received more visible emphasis. Second, vowel duration data were
obtained and tracings were umade of the talker's lips on a single videotape
f ield representing the vowel maximum f or 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 BEFORE COMPLETION OF STUDY: 30

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT (IF
NONE SO STArE: 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 f or a
significant portion of the lipreading behavior, it is 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 lip 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 ABSTRLACTS, 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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DATE: 7Sept 821 WOW, LNIT No.: 2537 SrATuS: rnrtE-u F Fi:A.

STARTI:.G DATE: May, 1981 DATE OF C1PLETION:

KEY VbR)s: CO2 Laser excision, laryngeal anatomy
TITLE CF PPOXECT:

The Anatomy of CO2 Laser Cordectomy

PRItC.,!?A, I.. STIGATOR(S): Roy K. Davis, MAJ, MC

ASSOCIATE IWESTIGATOR(S): Hyams, CPT, USN

FAcILITY: VF~- DEPT/SVC: - --- -- 91 --- ---- ----
kwCx;ILATivE M~CASE COST: kcACC~rAnvE C&irRACT COST: kCUULAT(VS- SUPPLY COST'

None I None I-None

FY-83 iNECAS: CONT'RA~CT COST: &APPLY COST: IDATE OF CoimIrrE APPRoV/AL OF-
None None None i.N. P,,;R=SS REPORT JAN 26,.1982

STUY 03JECTIVE: To determine how effectively CO2 laser transoral excision will
encompass T2 and selected T3 supraglottic + endolaryngeal lesions.

ECHOC APPROACH:

See protocol - no changes

PR=Es DJ:iIr:G FY82. No patients enrolled secondary to: (1) Lack of new

Coherent Laser 450 until May, 1982; (2) lack of appropriate patients
ft_- .f=.-, 1202

ff iOF J-CTS STUDIWE:

FY-82: TOTAL (TO DATE): 0 BEFORE CO.PLETION'i OF STUDY: 5

SERIOuSAJ,.-,PECTED SPDE EFFECTS IN SU3J_=CTS PARTICIPATWrG IN PpoJ-CT(IF .aNE SO STATE):

None

C .US forLs:

N.A. Study yet to be done

PuaLucAtio ns OR ABsTRAcTs, FY-82:

Non e
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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 2 5 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 possible 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 F2 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.

PROGRESS DURING FY-82: The Bruel & Kjaer spectrum 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
unilaterally hearing-impaired patients have been obtained. Analysis of
these 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 affect of adding the plosive burst was relatively small. Specifically,
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.

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

(including pilot studi-es

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

CONCLUSIONS: Not applicable.

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").
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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 Brainstem 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

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
continuation of this study.

NUMBER OF SUBJECTS STUDIED.
FY-82: 0 TOTAL (TO DATE): 0 BEFORE COMPLETION OF STUDY: 0

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

CONCLUSIONS: None -- Investigator has resigned his position at WRAMC.

PUBLICATIONS: NONE

NOTE: The Principal Investigator on this protocol has resigned
his position effective I October 1982.
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DATE: 30 Sep 82 1 WORK UNIT NO.: 2541 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 ACCUMULATIVE CONTRACT ACCUMULATIVE SUPPLY
COST: COST: I COST:

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

FEB 2 5

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 tone 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 reliability.

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.
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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 betweei speech band and pure tone 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.)
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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): Ernest L. Hepler, Marilyn E. Demorest, Roy K.
Sedge, Robert L. Henderson

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&PROGRESS REPORT.... 1607 5 1963

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 - soft 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
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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.
c. 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 fever
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 relia-
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
(1) 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.
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DATE: 30 Sep 82 1 WORK UNIT NO.: 2544 1 STATUS: INTERIM FINAL X

STARTING DATE: I 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: oRAMC DEPTSVC: Dept. of SurgerysOtolaryngology Service

ACCUMULATIVE MEDCASE ACCUMULATIVE CONTRACT ACCUMULATIVE SUPPLY
COST: COST: COST: $600.00

FY-83 MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVALOF AN PA9ROESS REPORT
H!Bz 983

STUDY OBJECTIVE: To determine whether changes in the segment and pause
durations of thie 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 nonstut-
terers matched only for age and sex. Twenty-nine of the stutterers had
successfully completed one of six stuttering 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 82% 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 SS to 7.10 SS (mean reading
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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 35% of the time or less, and
these samples are referred to as the Poorly Identified Treated Stutterers. I
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 noristutterers varied from 2.96 SS to 5.25 SS (mean reading
rate, 4.16 SS). For these Poorly Identified 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 k~z, sampled at 10
kHz using a 12-bit AID 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' samples. 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 sheet 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 second test tape, however, only the vowels
produced by the treated stuttirers were edited so that their durations
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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 (91%) 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 Identified
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 assessed 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 Stutterer&, 82.5% of the responses 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 44% 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 is 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 is 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 M~cNemar's Test were 0.203 and 0.143 for the Easily Identifiled and
Poorly Identified groups, respectively.

Finally, the listener responses obtained for the test condition in
which 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, 83% of the responses were correct,
while 86% of the responses were correct for the edited versions of these
samples. For the unedited versions produced by the Poorly Identified
Treated Stutterers, 332 of the responses were correct, and this dropped to
29% 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 Identified 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 influ -
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. Sincs 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 is 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 Identification 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

CORRECT 21 52 73
EDITED
SAMPLES

INCORRECT 11 36 47

TOTAL 32 88 120
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Table 3. Nuzmber 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 UEIE APE

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

EDTD CORRECT 20 33 53

SAMPLES
INCORRECT 22 45 67_

TOTAL 42 7812.
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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.

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
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Table 5. Number of correct and incorrect responses obtained for the

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

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

EDITED CORRECT 152 20 172

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 2 5 1983

STUDY OBJECTIVL. To describe the patient acceptability ratings and fre-
quency of use patterns of new hearing aid users who received a brief 1k hour
hearing aid 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

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

Scharr, 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 AcaeM of Rehabilitative Audiology.
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DATE: 30 Sep 82 iWORK UNIT NO.: 2547 SAU:INTERIM_ X FINAL

STARTING DATE: I 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:I COST: COST: $574.00

FY-83 MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COM1MITTEE APPROVAL
$17,000 OF ANNUAL PROGRESS REPORT

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

342



Annual Progress Report (cont.) - Work Unit #2547

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): 0 BEFORE CO)MPLETION 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 8 ano:2610 Sr1 rus: !kTCR 11-1 XX F i~z
START 1%' DATE: - ___ ____DAECF COW'tETICN;: 1983

KEY 14,ps: ALG -Tranjpj ant__Rejection ________ _____

TiTLE CF PPOJ--CT:
Use of Antilyrnphocyte Preparation in Renal Transplantation1

PPZ';CF?AL N.': ST [ AT-WOs: J.A. Light, COL, MC

Asscc[ATE II"V~sr[C.AtC.R(s): J.A. Biggers. K. Oddenino, B. Reirwiuth, S. Metz
FACILMT: V-JRA -C - ~ Dt./SVC: De t of Surgery, Organ Transplant Svc----------------------------------------------------------------
kCU.L'.AT1VE_ rCASE COST:__ Accu';i!!,_rrvE CC:;--RAcr Cosr: A:-CIJLATIVE SUJPPLY COST:

FY-83 iZC/iSE: CON TMCT COST; SUPPL.Y COST: D'IrE ctC: '~r~#PPPovmE
-- ________ $38.40ki. P:'s RSPaRr FE 2 5 1983

------- ---------------------------------------------
STuoy 031;: Tivz: 1 . To improve allograft and patien survival in recipients of
renal transplants. 2. To determine whether ALG used as primary treatment for

rejctio i:suprier to ALG used a: prophylaxis in the early~ past-traimplant
1C H %V CP 71 rO'MH / period to prevent rejection.

Cadaver transplant recipients were randomized to receive ALG either as prophylaxis
orthrpy-fo 13aft rejection tympbayt. enmeration1 and-cla-ssification (over)

1.L Fy-S92: Twenty-two additional patients have been treated in accordance
with this protocol in the past year (14-prophylaxis, 8-rejection reversal). To

dae-9 pationtg havp hAen trpated with ALG (31-prophvlaxis, 21-rejection reversal
FILPM 07 SJUJECTS STMuED: (over)
FY-82: TOTAL (To DATE): BEFORE CC 'iPLErroN 01= STUD:Y 7

3- oj/n=x.c~ SinE EFFECTS IN S 3jE-CTS PART1CiP,-rI;!G In Pi7-OJ=CT(IF i:--N SO STATS):
The risk of ALG reaction is 8%course of ALG,.although 20% of patients with re-

gaLft COMIQsel's 1,1,1y expience a signa~ifian eac~ti.
~O.':c s: ALG 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 ALS 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
adeauate followup should be availablp after one more year of study. The dose (over)
PUBLICATIONS oa ABSTRACTS. FY-82:
Sequential Antilyinphocyte 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.

PROPMESS IJRI!G 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 (l.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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DAE1WC tIT RO. 2615 STATUS:' INTRi. c~r

STAqTI:.q DATE: NO________ ~ E OF COMLETlo:I:

KEY Papas:--

TITLE CF PROXacT: 'Serum Beta 2 Microglobulin (BAM: An Adjunctive Monitoring
Test in Renal Transplantation

PRINI~CPAL. I-NE3Tc.ATORWs: . A_ i-ight, i, mc

AssccIATE IWEsTrGATOR(s): J -R qr ays e mt

------------------------- -

FY-83 iEMCSE: CONTRACT COST: SUPPLY COST: IDATE OF Co-711TTEE tePROAL
ULMDf $51L935jl fwNAL Ppoaq=ss REpo.Rr FEB_________

------- - --- ------------------------ -------------

STUDY 03JECTLVE: Assess the value of B2M in monitoring renal Funcin allograft
rejection activity, impact of iriiiunosuppression, and infection on the trans-

Aq"V' M.N.:Serum is collected and anajyzed daily and compared with other
standard clinical parameters.

Pp.osi~ss DU~tnr3 FY-82: Approximately 1500 analyses were performed on 43 additional
patients in FY82 (all together 5200 analyses on 146 patients). B2M tests havehean im aogy dAy that a ';rtm Creatinine determination was-made. (over)

t:LR.IR OF SU3JECTS STUDIED:

FYV -3- TOTAL (TO DATE): J4f BEFORE CO PLETbQ. 0.2 STUDY:

SERIousAki=EPEcTEa SFOE EF=ECTS iff SLI3JECTS PARTICWATIG IN RO-EC(IF NION SO STATE):

Co~;cLus rons: B 14 is a sensitive, reliable, reproducible test that is a better
indicator of allograft rejection activity than other available parameters.
It aids significantly the differential diagnosis of infection, obstruction,
ATN and rejection. The reasons for BMV elevation in vireniia is intriguing
and will be further investigated. 82M elevations after therapy appear to
signal ongoing allograft rejection and suggest that further antire-lectioQn (over)
PUBLICATIONS oa ABSTRACTS. FY-82:
Serum Beta-2-Mlcroglobulln: 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 B2M 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 B2t4/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 B, 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 nirmal levels, only 29 had subsequent rejection occur-
ring after 1 month.

Conclusions: (Cont) treatment should be employed. B2M 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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DATE: 22 Oct 82 I , NrT N'o.: 2617 FSrATUS" IkTERiI! XX FII:AL

STMRT ;. DATE: DATE CF CW.LETION:

KEY 1;ous:
TITLE CF PROJECT: Lymphocyte depletion: Immunosuppression for Renal Transplantation

PRIP:C!?AL ;1!;.$STIGATOR.S): J.A. Light. COL. MC - J.A. Biggers, MAJ. MC

ASSOCIATE IrlVESTIGATOR(S): D.M. Strona. S. Metz. K. Oddenino

FACILIT--Y: lWRNC DEPT/S,'C: Dept of Surg, Organ Transplant Svc

ACCX.,.AT[VE iDCASE COST: kcCuivAATivc CONTRACT COST: ACcLh-ULAT1V[E SUPPLY COST:

FY-83 E~ .&ME: CONTRACT COST: SptMyo: DATE OF CC_"tIrEE koPROVAL OF
_ 1 441.85 _._NU___ _P_ _ PR=SS REPORT FEB 2 j 19-

- ---- ---------- - - ---------- - - --------------------
STUDY OJECTIVE: Alter immune system's response to sensitized transplant antigens

by lymphocyte depletion.

i-C HN.cA AoPROACH: 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.

PRoas rJr ['IG 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)

rRMU'ERs OF SU3JECTS STUDIED:

FY-82: 3 TOTAL (TO DATE): 11 BEFORE CO"PLETION OFF STUOY:

SERICUSAJEX-ECTED SiDn EFFECTS IN SU3J-CTS PARTICIPATING INi Pno0JECT(IF fIaE SO STATE):

None

Co;CLusIoIs: 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.

usLicATI oNS OR 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)
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DAT: 22 Oct 82 NiO, WTr NtO.: 2617 S-rtam' SItiiRiJ XX F imst

STVR i:..'G DATE: CATE CF~ COMYtET IiN:

KEY tbus:

TITLE CF PPOJECT: Lymphocyte depletion: Immunosuppression for Renal Transplantation

PRIM~CPAL. !ISTIC.ATOR(S): J.A. Light, COL. MC - J.A. Biggers. MAJ. MC
ASSOcIATE hfIVESTIGATO(s): D.M. Strong, S. Metz. K. Oddenino
FACILITY: WAP-C DIPT/SVC: Dept of SurgOr an Transplant Svc

FY-83 FMCAE: CON4TRACT COST: Y Co :4 DATE OF Cai.'ITTEE k;)PO'AL OF

STUDoY 63JECTivE: Alter immnune system's response to sensitized transplant antigens
by lymphocyte depletion.

i~T'njv.. Ao.Acke: 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.

PRcaRss DJRi:IG 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)
rli~B'.ER OF S-J3JT-CTS STUDIED:

Y-2: 3TOTAL (TO DATE): 11 BEFORE COWPtErrON OF: SmUOY:

SERiOusAkIExPECTED SiD)E EFFECTS IN SU3JtECTS PARTICIPATIMG IN PaoJECT(IF IOi3E SO STATE):
None

CON'CLUSIOKS: 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%.
TOO is the only accepted method of preparation for highly sensitized patients,
but the mechanism remains elusive despite substantial investigation. New tech-
nology is expected 1n FY83 to further investigate the basic immnunological events.
P IC~ ONS oa ABSTRACTS, FY-82:
ucesu 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)
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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 lymph for WU #2621 and WU#1327-81.
The cells are also used to supply IL-Z for long term cell culture studies
at NCI, f4RI and USUHS.
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DATE: 25 Oct J2WoE UY'IT No.: 2618 Sus: , I I[rERV, XX Fi::.

STARTIM; DA E: August 1980 DATE OF Ca'-I.ET1O3:_-

KEY ',RS:

TITLE CF PROJECT: Intentional Donor Specific Pretransplant Transfusion

PPC;CIPAL IILVESTICATOR(S): J.A. Light., J. Kumar

ASSCCIATE 1ItViSTIGATOR(S): J.A. Biggers, S. Metz, K. Oddenino
FACILITY: VR$ IC LDEPT/S'/C:Detf Suraerv. Oran Transplant Svc

ACwCUMT~I-VE FEDCASE COST: ACctPuLriva CONTRACT COST: ACCUM:ULATIVE SUPPLY COST:

FY-83 P'S_ " CO NTRACT" COST: SUPLY COST, DATE OF CC;.',,t1r;-Ez: [PPRn-/.%_(1_
$] ,830.66 A;.MUAL PPO:R_SS REPORT- -FES 2 5 WJ3

II

SmY 0.JECT IVE:. Decrease incidence of rejection & improve long term results of
transplantation. 2. Determine which type of blood is most efficient. 3. Determine

tiLG JUdUnt;UIm Lu T & B lymphocytes & red ro1l a,,Lipz=, With the types of
itc iF PRoACH;/transfusion. 4. Measure MLC & CML responses before & after trans-
TECHNICAL MODIFICATION: (over) fusion./

P~soi_ss Di tur FY-82: Fifteen additional donor-recipient pairs have been trans-
fused according to the stored DST protocol. Thirteen have been transplanted,
11 successfully. One kidney was lost to hyperacute rejection and 1 to acute (over)
1i,3EH OF SU3JECTS STUDIED:

FY-82: I q TOTAL (TO DATE): 27 BEFORE CO.WLETI(; OF STU.3Y..

SEPIOUS/UNEXPECTED SI-DE EFFECTS IN SU3J-CTS PARTICIPATI(OG IN PROJ-CT(1 ':o-_ SO STATE):

None
CONCLusI Ns: Sensitization is a severe risk when fresh DST are used. Four of 7
patients on the protocol were sensitized. Stored DST on the other hand, offers
a minimal risk of sensitization. Although the incidence of acute graft rejec-
tion has been comparable to previous haploidentical living related transplants
(13/16 as opposed tol8/24), the severity of the rejection episodes have been
mild and the long term survival results excellent (88% vs 68% at l year). Studies
PUBLtCATIO,4S OR ABSTRACTS. FY-82: /are underway to identify underlying mechanisms.
1. Fresh Vs Stored Blood in Donor Specific Transfusion, Presented Ist 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, Chi:aga, IL, June 1982. Transplantation, in press,
Dec 1982.

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)
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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 e:xists. 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-
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 donor and recipient but lacks the antigens that the donor does
not share with the recipient. All 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. H
Blood samples will be collected between transfusions and pretransplantation
and tested for the presence of suppressor cell subpopulatlons. Functional
suppressor cell assay will be done in conjunction with the mixed lymphocyte
culture. Suppressor cell surface markers will be assessed using the FACS.

At the time of each transfusion, an aliquot of the transfused blood will
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
identicals 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 DST 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. Ant 4body 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 Blood Used for Transfusion. Presented
Feb 1982 to the American Association Clinical Histocompatibility Testing,
San Francisco, CA.
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DA rE: 27 Oct 82 '11. I, Wi .: 2620 " u irrni' X I:-

STARTr. DATE: __,__ E C(LETC:J:

KE) t;0;DS:___ _____________

TITLE CF PPoJ-CT: Use of Steroids for Transplantation Rejection

P'P A ..... ... ': J.A. Light, COL, MC

ASSCc[AE IhvESTICATOR(S): J.A, Biggers. K. Oddenino

FAC!L!TY: .tC CzPT/Sc:Dep_ of Surgery. Organ Transplant Svc-------------------------------..------.------------------------.---------------------------

ACCU .,,ATIVE EAEC S CoST: Akcu.:'._AT!vZ CC:;TRACT CG3T: C--;,,' COST:

FY-83 L".C/,SE: CC:..MACT COST: SUPLY COST: i\EC; CC C.'. T-' .:
Nang__ None ,1grt i'-AUAL PC :- SS PP.'

STUDY 03J-CTIV-: I. To determine the most effective means of administering high
dose steroids for the treatment of acute allograft rejection. 2. To quantitate
chang: in ly.pho.ytc subsets follo.ng :terid administration-
T:ct.'FUL ?Pb :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
Imohpijyte subset lysis by monnoclona1 antibod dterminatnSusinqaftheFACS.
Ppczoss D-:i':. FH-82: No patients were entered into this protocol. The ability to
measure lymphocyte subsets failed to materialize again in 1982. We still feel
the question is worth addressing and recommend continuing the protocol in inactive
t. "13., OF S:J3J:CTS STU:-: statis/

FY-82: TOTAL. (TO DATT): -FOR- C.'c ,%-_ET i .: C.- ST _Y_:

S -PICU S/&:E-/,ECTED S ,--- EF.-ECTS M: q. : C s P ,. I I ., I:3 li - T I ." S T T 3

N/A

Presumably the project will be activated, probably in modified format

sometime this year. A protocol addendum will be submitted.

PUBLICATIONS CR A3STRACTS. FY-S.:
None
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(Ae-nTm to

DATE: ?7 n Ut i . NIT I. -OS I TUS: -TR H__X X _

STAqT!:.'; DATE: February 1981 ,,TZ- c." C.1-LETioi: February 1984

KE $;y.as: Lipoproteins - Thoracic Duct Drainage

TITLE CF PPOJ-zCT: The Metabolism of Lymph Lipoproteins in patients undergoing
Thoracic Duct Drainage, Addendum to WU #2617

P!-:C-'?AL t:"STb TC'.S': Jimmy A. Light. MD

ASSCCIATE IM!VESTICATOq(S): .J Shaefer. MQ- R- graw-c. MD. & Jeffrey Hoeg, MD

FAc!L!TY: LA;C W t4& >?/SC p otof- Sirg anrt Svc
CUI'.%',ATIV-"= ' - COST: IAccu.,',.,AT!v z C,-_;TRAT.T COST' r ".L",A I."S . OF. S-03 :

None None None
FY-83 FE=CiSE •  CO'J-!cT CrsT: SU'PLY COST: £.\rE c- C- U'..,.z (:

__ nOe None None ' Pr-.-ss - Jan. 26, 1982

S%3v -23j~crfvE: To study the metabolism of lymph lipoproteins in viv aNc vtr
lymph lipoproteins and their precursors are isolated following various dietary

.. odinatd and fusad in selected situat.on. . T. .isolated

T ,TV'L A . lipoproteins are extensively studied in vitro with a variety of
sophisticated biochemical techniques at the NIH.

P --s :;. FY-32: Lymph lipoproteins from 5 additional patients u nc lg-

thoracic duct drainage have been studied.!Tremendous progress has been made.
A new isoform of A-i apoprotein has been isolated from lymph following fat (over)

U-.i, OF S:J3:-CTS STU :7.n):

FY-V.: TOrAL (TO -A7E): L B:F.. £. TE: C ST.;- # of pts under-
- -n 4- rt _ra-" tnahS . u/U.'. '5CTZ S.':% E;.=T ~r S'. .-T ,.i't-; ::5 i~ ;Z'".(;;]. S '',

None

C :::;!o:: : 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.

FUSiICATIONS C- AaSTRACTS. FY-S2:
Publication: Apolipoprotein A-l 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 1
lymph will be studied in vitro with a liver membrane system to further examine
the metabolism of these"lTpoproteins.

3:54
* 35,4
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DATE. 2_ _c_ t _ _ _ _ N,3_ _2,,22 _________"____.: ____ _ ___ :%St.

STARTV.G DATE: P,.A,,TE OF CC'i"ETION:

KEY $ ns:
TITLE CF PROJ;CT: Immunological Monitoring: Whole Blood Blastogenesis Levels
and Relationship to Graft Rejection Episodes in Renal Allograft Recipients

PNo':c[?. , I:srwiATpcR(s): J.A. Light. COL. MC

ASSCc[ATE I"vESTGATO(S):

FACILITY: PA'-C I DEPT/Svc: Dept of Surg, Organ Transplant Svc

Acctx...rIvE i"ZDCAK COST: k,LaACCi vE CC:,RACr COST: IACUkULAT [yE SUPPLY COST:

FY-83 "MSE: CONTACT COST: SUPPLY COST: VArE O Cc-'-!T'TEE APPRO'liF 2
.U$270.00 Pl.L' PRoJRESS REPORT fltg;2 5 198

STUDY 03JECTIVE: To ascertain spontaneous blastogenesis levels in the whole blood
of renal allograft recipients and determine whether or not the variation of
the;s lew:3l Pan pro-dict or ig.ifiy onset er ,nding of cjoction
1 cH, V,.. PROACH: This 2 hour test using unseparated blood sample measures the
"turned on" state of absolute numbers of lymphocytes - as found in peripheral

--cu at o .. . .. . . .Au i .... P0r ... ...... r 040 01. rl c O P J .. . . . . ma---

O ss bUPiltrG FY-82: /by tritiated thymidine uptake.
No experimental work has been performed on this protocol in FY82 for the
follownn re(o"s insifficeant terhnical staff comhined with low probability
tU1ER OF') J3J-CTS STUDIED: /of yielding significant new information. Recommend

FY-82: TOTAL (t on. BEFORE CC.LT[O, O- STUIY:

SEPICUS/UNiEXPECTED SI-DE EFFECTS IN SU-CTS PARTICIPATIIG iN PPOJz-CT(IF 03:NC SO STATE):

CON'CLUV 'O.S:

PUBLICATIONS O1 As$TRACTS. FY-82:
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DATE: 4 Feb 83 (.I N 2623 -S, : xx

STAMT|:.2 DATE: U__ _ _ TE C" CfLTI'L:

TITLE CF PPOJ.CT: Immunological Monitoring: Determination of C-Reactive Protein (CRP)
Levels in Serum of Post Transplant Patients & Correlation of those levels with
Allograft Rejection

P, r,:c.?: . !'.'.ST[AT 'S'S: J.A. Light, COL, MC

ASSCcIATE It'VESTIGATOR(S): W. Hayes
FAC!L,-Y: V,;.'r I PT/Sot of Surgery : Orgj n Transplant Service

ACCU'._ATIV_= f'CC.AS CosT: A:cu;.1,A!v. CC:;TRA:T COST: . '.'' S'."FasT:

FY-83 Vi2 'bSE: CC:1 ,Cr CCsT; SJ'PLY COST: DirE C7 CC ' -'F I .. Q:

----------------- ------------------- ------------------ ----------STr0Y NzJ.cri'.'E: To establish a productive test to aid in early recognition of re-
jection of allograft and permit more appropriate and effective treatment of post
tranSPl2-At patient.

T C'-L ;'Z V: 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
_and thpn diamptprq mf the.peitinq pre'tn ing are measurd.Da-ilserum samples
P := ... 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-

OFF SJ3JT-CTS STU::: toring Symposium. See below.

FY-82: 21 TOTA-1 (T - -A7-):4 4 ___ B r:FO r-:C% C:

None
C:.".'JSIo:': 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.

PUBLICATIO S C;! ABSTRACTS. FY-82:
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. et.al. A manuscript is being created.
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DATE:22 Oct 82 I WOR !NIT to. : 2624 S I iTUS. I TZRI' XX F :,

ST.RTI:,G DATE: _DATE OF COPPLETI::

KEY_ , S:
TITLE CF PP.OJCT: Immunological Monitoring: A mini Micro Technique for In Vitro
Culture Assays

PRWNCLPAL hfESTIc ATORS): J.A. Light, CQ1I- MC

ASSCCIATE !MVESTIGATOR(S): DM.- Strnng- F- May
FACILITY: i',C DEPT/S,'c: Dept of Surg. Organ Transplant SvcS---------------
kACwJATIvE j'DtASE COST: ACCLuXIL.ATIVE Co!,TRACT COST: ACCw-wLATIVE SUPPLY CosT"

FY-83 E SE: CoNT, .CT COST: SUPPLY COST: DATE OF CU.111TrrEE APPROVAL OF
$3,065.80 1NUAL PREOSSS REPORT fn 2

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

___C___-___ ApROAC : at i on.
Terasaki microplates are used in place of the more commonly

used Lindbro microtiter plates for performance of such lymphocyte culture
s P.i V, LC, CI-L a,ndPT, AbuuL une Lenth the ,u,,,ber or 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 conventional

FY-82: TOTAL (TO DATE): BEFORE CO.NLETIO. 0." STUoY: 20

SERLOUS/bIEXPECTED SIDE EFFECTS IN Sj3jECTS PARTICIPATIING IN PROJECT(IF NOE SO STATE):

None
Co,.,Lu i .ms: This technique is being very successfully used for all the blasto-
genic assays. Additional tests are necessary for statistical calculation.

PUBLICAT[OS Oi 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.
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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 t4LC 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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DATE: 22 Oct 821 VW0Fp^ tN[T 110.' 2625 Sr VLuS: LZ tER F~

START 1.4 DATE: DA\TE OF COMLErIoN: ____________

KEY 1;ovs:
TiT.E CF PPOJECT: Immnunological Monitoring: Determina-tion of Histocompatibility
between Renal Transplant Donors and Recipients Using Primed Lymphocyte
Typing (PLT)

PRIP:CI?AL I1rIESTIC-ATOR(S): J.A. -Light, COL, MCjI

AssOC[ATE IIVSTYGATOR(S): DM tog ,Mt-F a

------ ------- ------- --- - - ----------

Sruv 0.j~T~v: o dterineth roe o HL-Drelated antigen specificities
in renal allograft survival using primed lymphocyte testing as a means of

'T~C'P~inr..~clpentpairs are B cell typed using the nylon
column separation technique and microcytotoxicity test. Cells on these pairs
are frozen for rptrospactivp t~ting. Lymphocytar, primpd to the various HLA-D(over)
PREaSS C'JRH: FY-82: Freezing of lymphocytes on donor-recipient pairs has con-

tiud 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)

t:UMBER OF SIJ3JECTS STWIED:

FY-2:TOTAL (TO DATE)I 50l BEFORE CO.WLETION OF STUD:

SERIO1JS/UniExEcrED SrnE EFFEcTs INl SU3JECTS PAqRTCiPArirG IN PiUECTO( I 1N2 SO STATE):
None

CONCLUS IONS: None at this time

PUBLicATINS oa ABSTRACTS. FY-V2:
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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; tritlated 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.
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DATE: 22 Oct 82 V.., 1;'111T 40.: 2626 Sr~rs lkrziRm XX F

STARqTI:4 DATE: Not yet begun DATE C' COVLETIOIII: ___________

KEY tbPs:Leuka pheresis -Transplantation
TITLE CF PPOJECT:

Intensive Pretranspiant Leukapheresis

PRIN;CE?&L Ir.v2-TICATGR'~S) J.A. Light, J. Kumiar, 0. Wright
Asscc[ATE IlMVESTIGATORq(s): -- Saar.KQdnioS.Mt

FACILITY: RMC -1DEPT/S':C:Dept of Surg, Transplant Svc; Dept of Pathology

------------------------------- ----------------
STY8 O3JCTE: PrepRArTOnT UPL COfT senitze r cipet for'11-E tr 'anslti Oy

selective lymphocyte depletion using pheresis.

TtcH--4i!c&AL PROAcIPatients are connected to the cell separator TIW for 6-8 weeks
until T cells are depleted as indicated by FACS analysis.

PPO~S!,:S CUR.ING FY-82: None. Project cannot begin until personnel-H-ring action
can occur

NW3ER OF SIj3ECTS STUDIED:

Y-2_ _TOTAL (TO DATE): 0 BEFORE CO n'tErroN OF STUDY:

S.Io'Js/IjcExPECTEO SifDc EFFECTS IN SUMECTS PA.RTICIPArIn Ift PROJECTC IF f~?~SO STATE):
None

CON'CLUSIOMS: Very exciting project already being done at Other transplan
centers. Potentially could replace TDD as method of preparation for
sensitized transplant recipients.

PusLicATio.45 oa AsSTRACTS, FY-82: None
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Nos4 'J3 hZ..IPUS: I~~ ~~~
D)ATE: 3 NV 82 WO U14. T 113. __Z207 S, O ~L'_XF:

STAR:TI:.; DA E: Not yet begun DATE (.l; '.LETlo!I:

KE %bOs: AIngraf rJretnn - P a$ma__lakahresi

TITLE CF PPOJ-:CT: Plasma Leukapheresis for Acute Allograft Rejection

P':C!..AL !.'ST-T'~'S.: J.A. Light. Kumar.. D. Wright

AssccIATE IvSTCATO3(S): K. Oddenino, S. Metz, J.A. Biggers
FAcIM ,-Y: WRW.,. V D-PT/S',:Z: npeplt nf rijrn_ Trann --- c ---- ept -of -Pth

---------- ----------- ------- ----- -

ACCU ,'..ATIV= P C COST: ACCU:!JA T!V CC:;TRA:T COST: /._CuJ>;,' '- .= F r sT:

FY-83 P*&E&.JAK-: Cc.iM3T Cr.'- SJ'PLY COST. SEfE CF Cc .uF p~
None P:.,u i P c:-ss R c 6 2EB 5 1993

STUDY O3J--cTv-: To investigate the effects of PLP on the rejection process as
compared with ALG. To rescue rejection episodes resistent to other parameters.

, A~;:' Patients experiencing 2nd rejection episodes will receive either
10 PLP or 10 ALG treatments. Crossover and rescue is allowed for graft salvage,
but will bL Judged a Ineffeciv- herapy
Pr-.G_:T s FY-92: None. Project cannot be activated until hjing freeze is
lifted. 11 patients have received PLP as rescue therapy for 12 intractable re-
jection episodes with 50% response.
t',J.3E oF Sij3.CTS STLQ:E; No protocol patients; 11 random patients
FY-V..: T[OTAL (TO DAT_:" E-FOR.: mE TI' ,-:-3:

Two patients have experienced allograft rupture during PLP for severe rejection.
The rcloenship main under scrutiny.
Cc c'.j Sr':s PLP subtracts lymphokines, 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.

FUS;.CATIONS OR ABSTRACTS, FY-V: None
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DATE: 15 Nov 821 UM Tt ur tilo.: 2809 J STATUS: InrnR iN FH:..

STA.TI. D.TE: 1979 DATE OF CQ PETIOi: 1984

KEY $;CP.Ss: PROSTATE CANCER AND NON-ESTERFIED CHOLESTEROL
TITLE CF PROJECT: RELATIONSHIP BETWEEN PROSTATIC CANCER AND EXCRETION OF

URINARY CHOLESTEROL

PRIt.CIAL l;N,'TI1GATOR(S): HARRY. Y.C. WONG, Ph.D

ASSCCIATE IN!VESTIGATOR(s): DAVID G. McLEOD, MD - EUSTUS NELSON, MD
FACILITY: NMP1C I DEPT/Svc: UROLOGY

-------------- -------------------------
AcJ~uv~v ~CA~ OS: CCIILA[V C:~RAT os: ACUM''ULATIVE SUPPLY COST:

O ---- 0 J- 0
FY-83 'JEDCAZ: CONTmPT COST: SUPPL6 CosT: DATE OF C3"NTTEE IAPROVAL OF

0 0 U kJNUAL PROGRESS REPORT EB 2 5 98

SrOY O_-3J=CTvE: TODETERMINE"URINARY-LE-ES-O-NOrn-ISTTTfl 'CHOET - IN
AITIENI WrIH CARCINOMA OF THE PROSTATE; ATTEMPT TO ESTABLISH A CORRELATION

BET1JN FE VATfD URINARY 1FVF 1 OF N.F.C. IN VARIOUS STAGES OF PROSTATIC CANCER AND
1CHN;v._ k-PROACH: HOPEFULLY UTILIZE THIS METHOD AS A MEANS TO EARLY DIAGNOSIS OF THE

DISEASE, AND AS A PROGNOSTIC INDICATION
24 HOUR URINE SPECIMENS ARE OBTAINED ON PATIENTS WITH CARCINOMA OF THE PROSTATE
PRQo-q-'s DuRi::r FY-82: None - The Chromagography Equipment has not been in
operation the entire year. We are awaiting new equipment.

PUISER OF SU3J-CI$ STUDILD:

FY-82: o TOTAL (TO DATE): BFORE CO.PLET[V1 OF STUOY:

S-RIOUSA&-XPECTED SIDE EFFECTS N SU3J'CTS PARTICIPATIG II PiROJECT(IF PONE SO STATE):

None

CO. CLU 1Otis:

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

PUBLICATIONS OR ABSTRACTS. FY-82:

None
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D.%T-r: 15 No 8Vo;,C UNI T NO.: 2810 STATUS:* liTrai~ F Fi,:A-

STARTI- DATE: ____________DATE OF CWLErIO;I:

KEY Iboias: CANCER OF NLADDER, IRRADIATION
TITLE CF~ PPOJ'-CT: _CVX" TD FHG OEVESSLWDS RuPRTV
RADIATION TO RADICAL CYSTECTOMY FOR CONTROL OF TRANSITIONAL CELL CARCINOMA

OF THE BLADDER

P~I.PA IMICST[C.ATORS): DAVID G. McLEOD, MD

AsscciATE IMVESTIGATOR(S): RONALD DORN, MD

STcuQY O3ATIVE: TODA Co PAR SHORTrv CURES VERSUS ON CURSTIESUOFPPRECOPERTIV

FY-83 FEPP1OA: O,'f DEVITIO FROM ROSTOCL THER ARIOICESDSD FET

RDIAN EA INENCTET FIVSIECNE OF XPCTE UNTWADADDEFETS

fRosctass DU-ttrn FY-82:-

See Below
NWI~SER Or S'J3JZCTS STWIEn:

FY-82: 6 TOTAL (To DATE) _22 BEFORE CcOptETrON' OF STUO: 30

SEP.ious/UnxEEcTED Si-D EFFECTS IN S'J3JCTS PARTICIPATINIG Ifn PiOJTw(IF [!NE So STATE):

None
CoxcLuSroMIS.

we are now trying to collect data with anticipation

Of closing out this study in the next 18 months.

PusI.icaTiors OR ABsTRAcTS, FY-82:

None
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ATE: 15 Nov 82To 2812 SrATus: [tiTrRLN _ F__-

SSTXRTI.,G DATE: 25 March 1980 DATE OF C011PLETION:

KEY t;op.s: TESTIS TUMOR (SEMINOMA)

TITLE CF PROcjzcT: HUMAN CHORIONIC GONADOTROPIN (HGT) PRODUCING ELLS N SEMINOMA-
TOUS GERM CELL TUMORS OF THE TESTIS: A PROSPECTIVE AND RETROSPECTIVE CORRELA-
TION WITH TUMOR HISTOLOGY AND RESPONSE TO THERAPY

PINzVAL In,".iSTICATORS) DAVID G. McLEOD, MD, COL, MC

ASSCCIATE ]f;VESTIGATOM(S): CHARLES DAVIS, COL, MC SUSAN KERN, CPT, MC

FACILIY: WR"C DpT/Svc: UROLOGY/PATHOLOGY/AFIP GENITO-URINARY BRANCH
- --- --- ------------------ ---- ---------

kcuI2*!AT[vE"OCI&S COST: km~1LTv-m caiTRACr COST: IAC~JAdE&PL at

FY-83 V&Vv.: CONrtRt COST: SuppLY 6ST: DATE OF C'.MIITTEE b =PRO4 OF
_'_NujL PRO3=-Ss REPORT B F2 5

Stu3v O3ECTIVE: TOSE IF THERE IS ANY CORREAfrONBTWE1-R~PRUUtT~NuTUMORS
ANDDEUEFF MALIGNANCY IN SEMINOMAS.

CHM CAL /APPROAcH: WE ARE TRYING TO COLLECT, FOR EXAMINATION, TISSUE BLOCKS

AS OUTLINED IN THE PROTOCOL. NO FUNDS ASKED AND NO FUNDS NEEDED.

PROGREss Di'J.I G FY-82:

No Progress

lUlER OF SU3JECTS STUDIED:

FY-82: TOTAL (TO DATE): BEFORE CCPt.ET O.% OF STUDY:

SERIOUs/UtIEXPECTED SIDE EFFEcTS IN SU3JECTS PARTICIPATIIG If PRoj-ocr(IF'OiE SO STATE):

Com:cLu3 Ioms:

None

PUBLICATIONS OR ABSTRACTS, FY-82:
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DATE:l15 Nov 821 WO L'NIT nwo. - 28148 TUS IrJN F:A

START 1,.G DATE: 1 June 1980 DATE OF CC~LETC1: 30 April 1982
KEY UOS PROSTATE CANCER___________
TiTLE CF PROJECT: A COMPARISON OF COMBINATION CHEMOTHERAPY -HORMONAL THERAPY WITH
HORMONAL THERAPY ALONE IN PATIENTS WITH CLINICAL STAGE D PROSTATE CARCINOMA*--

PR[?.C'?AL IR!4ESTMcATOR(S): DAVID G. MCLEOD, MD
Asscc[ATE lN'ESTIGATOP(S): H. GRANT TAYLOR, MD, STEVEN J. SKOOG, MD

ACILIVTVE b"49ASC Ior ACUEP.T/VC: UROLOGY C HEM:AOULOY -OCO~LYCOT

-- ---- ----- - ----------------- ---------------------

kcu,.-_Atv_ FE.CEOTHER A V CORONALTRA PY INST PROSuL-TiAT CANLCRT

6EHN CAL Nv.'PRO=As EOR CH:5 1

MULTI-INSTITUTIONAL STUDY OF PROSTATE CANCER PATIENTS

PROWE~SS Cwtirr. FY-82: The National Prostatic Cancer Project closed out this
Protocol as the number of patients from all institutions met criteria
fnr t-nmpletln
NIXIS OF SUJECTS STUDIED:

FY- 82 2.L.AtLched TOTAL (TO DATE): BEFORE CO-'t.PETIO.%' 0; STUDY:

SERiousAkiEXPECTED SIDE EFFECTS IN SU3J=ECTS PARTICIPATING V1 PROJECT( IF NOX3NE S-3 STATE):

See Protocol
CO :cL's Ions:

Statistical data being collected for public ation in the next year or so.

PusLiw~ion's o.R AsTRACTS. FY-82:
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NPCP CHEMOTHERAPY PROTOCOL - 600
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

SAN DIEGO 1 12 -- 13

TULANE MED. SCHOOL 6 7 2 15

WAYNE STATE 1 6 2 9

RPMI 5 4 -- 9

BAYLOR 4 -- 4

WALTER REED 1 1 -- 2

UCLA 1 7 1 9

TOTAL 44 121 23 188
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DATE:15 Nov 82 UiNi ( T NJ . 2814 C TUS: IN TER1L' F:.: . -

STARTI:.a DATE: 1 June 1980 DATE OF CWLETIO:W OPEN

KEY 1; P. s: PROSTATE CANCER
TITLE CF PPOJ:CT. A COMPARISON OF LONG-TERM ADJUVANT CHEMOTHERAPY WITH CYCEOPHOS-
PHAMIDE (NSC 26271), ESTRACYT (NSC 89199), OR NO-ADDITIONAL TREATMENT IN PATIENTS
WITH DEFINITIVE SURGICAL TREATMENT FOR ADENOCARCINOMA OF THE PROSTATE

PRINcIPA. :1,STIC-ra ,s): DAVID G. McLEOD, MD

AsscCIAT 1-, ESTIGATOR(s): H. GRANT TAYLOR, MD, STEVEN J. SKOOG, MD

FACILITY: VPWC I DEPT/SVC:-

kC~AAIV ~DA~ OT: AC~~t.TIECOSRACT COST- ACC1J~uLaTLV6 SUPPLY COST.

FY-83 l'£JTC E: CO V COST: S&.pLYo&OST. DATE OF C WN.MIfEE %,PPR F^

A.NU.L PRO R_SS REPORT 5 198

STUOY 03JECTIVE: CHEMOTHERAPY AND HORMONAL THERAPY IN PROSTATE CANCER

MULTI-INSTITUTIONAL STUDY OF PROSTATE CANCE PATIENTS

PROmEss JIXP.G FY-82:

li"SR WF SJ-3JCTS STuIED:

FY-82: See Attached TOTAL (TO DATE): BEFORE COaPLETIO.4 OF STUDY:
Sheet

SRIOUSAlIEXPECTED SIDE EFFECTS IM SUMJECTS PART[C!PAriTnG Irt Pioj:CT( IF f"l--" SO STATS):

Co;:cLus IOnS:

On-going study

PUBLICATIONS oa AsSTRACTS, FY-82:

368



mV

NPCP ADJUVANT CHEMOTHERAPY PROTOCOL 900
TABLE 3

DISTRIBUTION OF PATHOLOGICAL STAGES BY TREATMENT
FOR ELIGIBLE PATIENTS

ADJUVANT TREATMENT

PATHOLOGICAL NONE CYTOXAN ESTRACYT TOTAL

STAGE NO. % NO. % NO. Z NO. Z

B2  7 32 10 34 12 39 29 35

C 7 32 9 31 9 29 25 30

D, 3 36 10 34 10 32 28 34

TOTAL 22 29 31 82
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DATE: 15 Nov 84 Vb , WT No.. 2814D S,,,s: IiRErRL1 XX F, t

STARTI:.G DATE: 1 June 1980 DATE OF CUI'LETIO: Open

KEY Wop.s: Prostate Cancer

TITLE CF PRpioJcT: A COMPARISON OF LONG-TERM ADJUVANT CHEMOTHERAPY WITR CYCLOPHOS-

PHAMIDE (NSC26271), ESTRACYT (NSC 89199) OR NO-ADDITIONAL-TREATMENT IN PATIENTS
WHO HAVE HAD DEFINITIVE RADIOTHERAPY FOR ADENOCARCINOMA OF THE PROSTATE _

PRPICIPAL IM;EST(ATO(S): DAVID G. McLEOD, MD

ASSOCIATE lmvESTrGATciq(S): H. GRANT TAYLOR, MD, STEVEN J. SKOOG, MD

FACILITY: I=-r- DEPT/Svc: RLOGY/HEMATOLOGY -ONCOLOGY

AcClaJ'LATIVE ?TC]U& COST: ACCtiliATklVE CONTRACT COST: ACCULATIVE SUPPLY COST:
0 1 0 r0

FY-83 PUAS: CONTRAcT COST: SipLY COST: I DATE OF CU'.cII-,EE f,.PROVAL OF
0 0 ANNUAL PROGRESs REPORT

CHEMOTHERAPY AND HORMONAL THERAPY IN PROSTATE CANCER

TCm4. CAL 4APPROACH:
MULTI-INSTITUTIONAL STUDY OF PROSTATE CANCER PATIENTS

PrxiEss DiR.irG FY-82:

fklaER OF SIJ3JECTS STIJIr.ii:

FY-82LSee Atached TOTAL. (TO DATE): BEFORE Crt.Mo'.' OF STU.Y:

SERIIJAsEDAJ-IO Sn E EFFECTS IN SU3.CTS PARTICfPATW,.G INI PIOJ-CT(IF 1:,:!- SO STATE):

CO.~ctus [Otis:

On-going study

PUB CATIONS m. ASsTRACTS. FY-82:
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'IPCP ADJUVANT CHEMOTHERAPY PROTOCOL - 1000

TABLE 3
DISTRIBUTION OF PATHOLOGICAL STAGES BY TREATMENT

FOR ELIGIBLE PATIENTS

ADJUVANT TREATMENT

PATHOLOGICAL NONE CYTOXAN ESTRACYT TOTAL
STAGE NO. Z NO. Z NO. Z 4 %

B2  6 15 4 11 1 3 11 10
C 4 10 5 14 6 17 15 13
D, 30 75 28 75 28 80 86 76

TOTAL 40 37 35 113
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DATE: 15 Nov No.o ISLUT flb,: 2814E Srus I X Fi;:A,!,

START]:,G DATE: Lne 1980 DATE OF CO, LETIOI: 31 December 1981
KEY );Lzs: Prostate Cancer
TITLE CF PPOJECT: A COMPARISON OF METHOTREXATE (NSC-740), CIS-DIgAMMNtuICuLORO-
PLATINUM (II NSC-119875), AD-4STRACYT (NSC-89199) IN PATIENTS WITH ADVANCED
CARCINOMA OF THE PROSTATE (J,

PRINCIPAL I;VESTcATOR(S): DAVID G. McLEOD, MD

AssOciATE hIVESTIGATOR(S): H. GRANT TAYLOR, MD, STEVEN J. SKOOG, MD

-- - - - - - - -- ------------- ---

oY8 FEDSE .......... CCT U4CS: DT FCl1I-KAo i

STIJDY 03JECI[E:

CHEMOTHERAPY AND HORMONAL THERAPY IN PROSTATE CANCER
TECHNI ,"CAL_ APROACH: MULTI-INSTITUTIONAL STUDY OF PROSTATE CANCER PATIENTS

PRORESS DuJaIIG FY-82: The National Prostatic Cancer Project closed out this
Protocol as the number of patients from all institutions met criteria needed
for comopetion

,.. _.R OF 'SJ3JECTS STUDIED:

FY-82±._ Lched TOTAL (To DATE): BEFORE Ca'.PtETIO, O- STUDY:
Shuot

SERIo JSAnEXPECTED SIDE EFFECTS IN SU3JECS PARTICIPATI'G Itl PROJECT(IF NONE SO STATE):
SEE PROTOCOL

COmCLU3 IOS:
Statistical data being collected for publication in the next
year or so.

PUBLICAT[ONS OR ABSTRACTS. FY-82:
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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

MASS. GENERAL - 1 1

JOHNS HOPKINS 4 21 3 28

UNIV. OF TENNESSEE 8 24 3 35
SAN DIEGO 5 5 1 11

TULANE MED. SCHOOL 7 5 6 18

WAYNE STATE 2 6 1 9

ROSWELL PARK 2 13 2 17

BAYLOR MED. SCHOOL -- 2 2 4

WALTER REED 3 6 1 10

RUSH-PRESBYTERIAN 3 - 3

UCLA 2 4 1 7

TOTAL 46 118 25 189
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15~OV8.~Jji~jj.~rnT ~ 2814F IIIITILME X Ii
STRTrING DATE: 1 June 1980 D.\TE OF CW.LET ION: 3T January 1982

KEY Uo-Ds: PROSTATE CANCER
TiTLE CF PPO, CT. A COMPARISON OF ESTRACYT (NSC 89199( VERSUS CTTTIMNEICHLORO-
PLATINUM (DDP) (II NSC 119875) VERSUS ESTRACYT PLUS DDP IN PATIENTS WITH ADVANCED
CARCINOMA OF THE PROSTATE WHO HAVE HAD EXTENSIVE IRRADIATION TO THE PELVIS OR
LUMBLI5KXAL Aft 7V
PPnMCIAI. IRIESTIC.ATORCS): DAVID G. McLEOD, MD
AssocIATE ItIVESTMGATOR(S): H GRANT TAYLOR, MD, STEVEN J. SKOOG, MD [
FACiLITY: M~- DEpT/Svc: UROLOGY/HEMATOLOGY-ONCOLOGY

ASD QJATIV E: CHMTHEAP kcA v HO RA OTRAPYINPROSATEUP CANCER

Srw 03ECTNS:CHMLTI-IPYNTITUTIONAL STUDRY OF PROSTATE CANCER PTET

Pkcrq~s DIki,:G FY-82:. The National Prostatic Cancer Project closed out this

Protocol as number of patients from all institutions met criteria needed

FY-82: See Attached TOTAL (TO DATE): BEFORES COWPLETO.e 0,- STUOY:

Sc-IousAJIExPEcTEo Sioi EFFECTS iNi Su~j=-crs PARTICIPATING Iti PROJECT( IF NONE SO STATE):

SEE PROTOCOL

Co"'CLJ3 IONS:
Statistical data being collected for publication-in the~next year or so.

rhjsicArtoa4s wt ABsTRAcTs. FY-82:
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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 8

MASON CLINIC 10 32 4 46

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 6 1 9
BAYLOR 1 5 2 8
WALTER REED 1 8 -- 9

RUSH-PRESBYTERIAN 2 .... 2

UCLA 1 6 3 10

TOTAL 29 98 22 149
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DISPOSITION PORM
Pot umf tis forem. te AN 340-15; th proponet aqwty Is TAGO.

REFERENCE On OFFICE SYMBOL SUSJECT

HSWP-QCR Termination of Protocol, Work Unit #2815.

TO Ray E. Stutzman, COL MC PRM C, Dept of Clin Inv DATE 28 Dec 81 CMT1
C, Urology Svc DrBoehm/ee/61390

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.

LTC, MC
Chief, Department of Clinical
Inves tigation

HSWP-SGU

TO: 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 epidemioloqical investigation.

COL MC USA
Chief, Urology Service
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DATE: 15 Nov4 fty UNIT NO. 2816 :A ST,,,Tm s-i[NTERimI F~A

ST.TI.G DATE: 1 Sept 82 DATE OF CvKLETIOIN: OPFN
PROSTATE CANCER-KEY SLc~s:

TITLE cF PROJE.CT: 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 c-"1
Pnzr:cIPAL Iw.,ST[ATOR(S): DAVID G. McLEOD. MD

ASSOCIATE [tVESTIGATOR(S): H. GRANT TAYLOR, MD, STEVEN J. SKOOG, MD

FACILITY: W.R.P' I DEpr/Svc: UROLOGY/HEMATOLOGY-ONCOLOGY

__tuaL PeosR-ss REPORT FEB 2 5 1983

Sr'moy 3;EC; ivE:

CHEMOTHERAPY AND HORMONAL THERAPY IN PROSTATE CANCER
"I H(4i ,At. PPOACHi:

MULTI-INSTITUTIONAL STUDY OF PROSTATE CANCER PATIENTS

PRovass DVuRaw PY-82:

tli-4i. OF SJ3JCTS STUIED:

FY-82LS_..AL ached TOTA.L (TO DATE): BEFORE COaPLETiOI Or- STo :

SEROUS/t-xPECTED Sims EFFECTS IN SU3J-CTS PARTICIPATIN6 IN PPO-CT(IF RaNE SO STATE):
SEE PROTOCOL

On-going study

PumCAtos o ABSTRACTS. FY-82:
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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 8 1 -- 9

UCLA 5 6 2 13
TOTAL 169 35 11 215
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DATE: 15 Nov 8Nd ~I o.: 2817 M:ITR-

STTI. Dv E ay18 DATE CF COMLET1071: _ ________

KEYV;CPnS- CEFSULODIN SODIUM; AMINOGLYCDSIDE, PSEUDOMONAS AEROGINOSA
TITLE CF PpoJECr: A COMPARISON STUDY OF CEFSULODIN SODIUM (ABBOTT 46811,MB81-009)
WITH AN AMINOGLYCOSIDE IN PATIENTS WITH URINARY TRACT INFECTIONS DUE TO PSEUDO-
MANA AFRQ9TNQSA

PRIN:CIPAL hIVe-STICIATOR(S). DAVID G. MCLEOD, MD

AssocIATE 1NVESTIGATORCS): RRA T[ES. Mr)

FACiI:LICr DEPT/Svc: RLy

kcuc~t..ATtvb ~fMS COST: [AcCvtxTffE CM:TRACT COST' [A-C-CU-4LAT1VE SUPPLY COST;

FY-83 VJcy&:CONR6C COST: SWPO OT DATE 0. Cat.,maTTEE kzPRo& 0 5

-- -- ---- ---------------------------------------------- 
-

SmD O3~CIVE: STAGE 3 STUDY OF A NEW CEPHALOSPORIN

1ECHNiC.. k-POADI: SEE PROTOCOL

PROsqE3S DURimG FY-82:

3 Patients were placed on protocol. This study has been

TUDex:"tudy eeme~mg-dffers nt desages of Ceft-11din

FY-82: 3 TOTAL (To OAT,:): 3 BEFORE CcOeLETrOX~ OF ST'UDY:

SEPIOUS/UNEXECTED SIMoE EFFECTS IN SU3jECTIS PARTICIPATI Ift Pr0J=_cT(F i~~So STATE):
None

COXCL'JS lOmg:

Data to- be collaborated by Abbott Laboratory

PuBLicATiomS Om ABSTRACTS, FY-82:

379



DATE: 15 Nov..81 IW~ UNJIT go.: 2818 Fsiixius: INERI Ft

ST&RTI,.G DATE:- 1 JUNE 1981 DATE OF CO*LETIOi: I July _1982
KEYlbos: RENAL CELL CARCINOMA, POLYNOSTIA; ACCESSORY NIPPLES

TITLE CF PpojEcT ASSOCIATION OF ACCESSORY NIPPLES WITH RENAL CELL CARCINOMA

PR!ICIPA IbirESTMCATOR(S): STEPHEN A. SIHELNIK, MO, CPT, MC, USA

ASSOCIAT hwVESTIGATOM(S):

FACLIY:M",CDEPT/Svc: UROLOGY

Akcu.MJLATiivzE VDCASEE COST: kcCUInLTIva CONITRACT COST: Ccu-'.ATivE Sut.y Cms:
00 0

FY-83 FIODUSE: CONJTRACT COST: SUPPLY COST: DATE OF Ccf-ITrE fi-PROVA OF
0- n ,N~u PpoR-ss RSPORT 2 JM

STUDY O3JL-czV-E: INVESTIlGAT-E A-SSOCIlATIO-N -OF RENAL -CARC-I-NOMA RI TE T F ~LE
SKIN LESIONS

n1CV c-t PPP?.ACH:

SEE PROTOCOL

PROG.qEss DuRvir FY(-82:

NONE

fideER W~ SIJ3.ECTS STUoItL:

FY-82: 0 TOTAL (To DATE): & BFORE CC'L.ETION OF STUD-Y:-

SERIOUSAI!XECTED SI-DE EFFECTS IN SUJ3j--CTS P)IRTiCIPATIG Mn PC~JzCT(IF RaE SO STATE):

NONE
CON-CL'J3 ONS:

All data has been turned Into the NIH Collaborators

PumLCAToNS OR ABSTRACTS. FY-82:
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DATE:30.12.82 I Vo! U I.T (o.: 2901 Sr,,rus: {RN x FWA,

START!;.G DTg" 1 Aug. 1980 PTF rOW-. TIPJ: 15.1,1984

Ky bus: Microvascular free flaps. Reconstructive Microvascular Surgery.

TITLE CF PROJECT:

Neovascularization study of Microvascular free flaps in dogs.

PRI:cE ?AL I' ST(ATOR(S): LTC.Ji :,ny A. Chow, MC

ASSCCiATE IMVESTIGATCM(S)' cOLIJ.D. Peterson, MC, SP5 J.M. Callahan, SP5 R Wolf.

FACILITY: Mg4K DEPT/S''C: Pla -t- Surgery Service

kCL ._ATIVE '0CA, Cosr: ACCUt#PA,TV, CC:,TRACT COT: ACCU"MULAT(VE SUJPPLY COST:

FY-83 i"EDCKSE: CONTRACT COST: SuPPLY COST: DA'E OF Crs'..IT-EE APPROVI-L OF
_ _k#uA. PROaR_SS REPORT FEB '2 5 1983

STUDY 03JECTIVE: To study the specific tine interval in the post-operative period

necessary for adequate neovascularization of successfully performed ( refer to
Conttnuatlon sheet)

1ECHi'V-_L PPROACH: Microvascular free-flaps based on the inferior epigastric vessels
are used for the canine model of this study. Investigation also performed on
control non--icrovacular island flaps bA~pd on infprinr "pignrtri vessels.

PRooqss Vur.:o; FY-82: Research data obtained with 26 dogs. Projection fror present
data suggests that nicrovascular free hypogastric flaps in dogs may survive
following ligation of the nutrient vessels at about 2 weeks Rost-o ye.

t:WSE'R OF SUJ3JCTS STUDIED:

FY-82: 12 TOTAL (M0 DATE): 26 BEFORE CC.%LETiO;, 
0J: STUDY: 60

SEPIOJS/UXPIECTED SimE EFFECTS IN SU3J-ECTS PARTICIPTMG IN POJ--CT(IF Fk3, E SO STATE):
NONE

CON:CLUSO'S: 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.

PUBLICATIONS O 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
1. 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
q. 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.

ALAN S. SEYFER, A
LTC, MC
Asst Chief, Plastic Surgery Svc
Asst Chief, Hand Surgery Section
Orthopedic Surgery Svc
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DATE:8 Oct 82 vb IO~ NIT va.:- 3144 Srvrus:* INrTim X Fv:!..

STARTI.. DATE: 8 March 1977 DATE OF CO-fLETIM:: October 1981

KEY VbPDS:_______________

TITLE CF PPOJECT: Neurophysiologic, Inmunologic and Biochemical Aspects of
Bronchial Asthma

Ni!NCIPAL I!LVESTMCATOR'S): Laurie J. Smith,-M.D.

AsscciATE bNVESTIGATOR(S): Richard Evans III, COL MC; Richard J. Sunmmers, COL MC

FAcILITY: 6RP DPT/SVC: Allergy-Cl ini cal Immnunol ogy Service

_________I ______ MU,'L. PPRz-Ss REPORT Ef&aiW
--T---D-- -3ETIE -----To----- ----------- ---- characterize a group of atopic asthmatics by their alpha

ndeRp pimRlR as cholinergic responses, looking in particular

'TMCHN - L& APROACH:'

See attached sheet

PRosGqEss DuRvir, FY-82: No work wasd-o-ne on this protocol this year.

PlU'LR~ OF Su3J-cTS STUDIED: .N/A
FY-82: TOTAL (TO DATE): BEFORE CaWLPErTaM 07 STUDY:

SEP LOU S/UNEXECTED Si-DE EFFECTs IN Su3JECTS PARTICIPATUWG IN PROJECTOF IONE SO STATE):
N/A

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

PUBLICATION4S aR AssTRAcTs. FY-82:

4
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DAT: 8 Oct 82 1 vaN UNIT '0.: 3146 xATUS* iuR-XF 1 ..X

STA_';rI.'; DATE: 26 April 1977 DATE 0: CUIFILET:O:I:

KEY U:S Immunotherapy; Potency; Persistence; RAST Inhibition

TITLE CF PPOWZCT: Immunotherapy Kit Potency Persistence

PRINIPAL . ;;,-TIGATOR'S): Richard J. Summers, COL MC

ASSOCIATE I;V!ESTIGATOX(S): Richard Evans III, COL MC Michael S. Edwards, CPT MSC

FAcILyrY: MR1C IDEPr/Svc: Allergy-Clinical Immunology Service

AcCz .. Ativi iMGCASE Cost: I kCut."LATVE CaIrRACT COST: AWC'J.:'JLATW-VE SUPPLY COST:__________________________________________________ $2, 000 .00_/ ! $2,000.00
FY-83 FECASE: CONTRACT COSt: SUPLY CoST: DATE o. C.rrEE R ,P, oS3,700 S2.000 / . ...MA R,-R=S 40 :519

STuov 03JECTVE: Determine persistence of biologic-apotency-f TiFj3....
extracts during shipment and use.

IcH.M.-C.pao.Ui:RAST (Radioallergosorbent Test) will be performed to
determine potency persistence.

PROm.;.ss DJAIr:. FY-82: *Six patients studied and abstract (see below) presented.

IJBR OF SU3JECTS STUDIED:

FY-82: 6 TOTAL (TO DATO): 6 BEFORE CC PLETIO 0.: STU)Y; 10

SERI uS/UJ'-z CTEo SIDE EFFECTS It SU JECTS PARTICIPATI'G l PRIJECT(IF fi'-:. SO STATE):
None

Co:-*cr..usOs: Imunotherapy kit potency is effected by multiple environmental
variables.

PUBLICATIONS O. ASsT.ACTS, FY-S2: Standardization of Allergen Extracts: A Comparison
of RAST Inhibition, Isoelectric Focusing, and Skin Test Titration.
M. Edwards, PharmO, R. Evans III, MD, H. Baer, PhD, M. Anderson, MS, and
P. Turkeltaub, MD. The J. of Allergy and Cl. Immun. Vol. 69, No. 1, Part 2,
Jan 1982.
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IF,:: 1 OCT 82 L T t: 316o-R

STA-4 7!:.j , Ez- Fall 1979 t.r ~Fall 198 4

= "^>js.. Sjogren's Syndrome, Rheumatic diseases, SS-A, SS-B, rheumatoid factor,

1IFLE UF Pi'OJCT: Study of Rheumatoid Arthritis and Sjogren's Syndrome precipitins
in Rheumatic Diseases

S_ , Joseph T. Tesar, MD, Bernard H. Berne, MD, Ph.D.

Assc:!AT- !':;'STIAr(l): Richard C. Welton, MD; James H. Armstrong, BS

....~rv ,.CPr/1',:_:Medicine/Rheumatology Service

---------- ----- ------ - - - - - - - - - -

STI.DY 07,ijcTv,;:: The study was designed to evaluate ie diagnostic value and
biological properties of several autoantibodies in major rheumatic diseases. These
antbieat rA&--Sq. ' S--1 . m. U.P . nr.n a

T- t

SEE REVERSE. SIDE.

Pc -a Pr ..;'-: FY-S?:

SEE REVERSE SIDE.

I' -_ER OF SJ3J:CTS SlUJXED:

FY-S2: Torv._ (TO DATE): BEFORE CO.:LErrO': , Y: -  Addlonal 25-30 pt

ScR10US/,;:-).= CTEo S!DE [FFECTS I" SU3J=CrS PA :rCPA.T. Irl n Pi iFzj ..Cr(- -,rA _),

None

~c:oj :0: 20 MCTD, 38 Sjogren's Syndrome, 25 Scleroderma, 62 SLE and -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 summariing these data is being
prepared for publication.

f .. t_:S T. S Y-
Berne B, Lawless OJ! :Imune Complexes in Sjogron's Syndrome. Protids in

Biol Fluids, 1979.
Floyd M, Tesar JT: The Role of IgM Rheumatoid Factor in Experimental Vasculitis.

Olin. Exp. Imn. 36:165, 1979.
Tesar JT, Schmid FR: Complement Fixation by IgM-Rheumatoid Factor. Eur. Congr.

Rheum. 1979, Wiesbaden, W. Germany (Abstract)
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TECHVICAL APROACH: 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 sequential amonium sulfate precipitation. The precipitin reactions were
performed using the Ouchterlony Technique. Immune complexes were assayed by
the Clq binding assay.

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)
RF 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 SS-A, SS-B antibody assays in detection of clinically latent
Sjogren Syndrome, association SS-B, SS-A antigen with seronegative systemic
lupus erythematosus, also 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.
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DATE: 1 OCT 82 WORK UNIT NO.: 3162-R STATUS: Final

STUDY OBJECTIVE:

TECHNICAL APPROACH:

PROGRESS DURING FY-82: As part of this project, we evaluated the FIAX
fluorometric immunoassay 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 FlAX 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
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 disease 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. Its cost in consumable materials is
twice as high as that of the Farr assay, but its savings in technician Lime and
assay time more than compensate for this.

We evaluated the FlAX fluorometric immunoassay for measuring antibodies to DNA
in SLe and other diseases. WE found that it gave similar results to the Farr
radioimmunoassay, which had been used previously in the study. Neither assay
showed good reproducibility. It is thus necessary to conduct extensive quality
control studies when performing these assays.
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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 FLAX assay is
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 its 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 regional 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. Northeastern 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.

1. National Arthritis and Rheumatism Association Meeting, June 1982
(abstract).
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2 1C- l-rN): 3163-R I,, S
FYS8 f.:r n.= -.-. : - 1983

!=. % s _ Acute anterior uveitis, B-7 CREG, Cw2, HLA B27

tirL. CF Pr OJZCT: Histocompatibility Antigens in Acute AnteriorUveitis AAU)

c:?.L !,':r, 'o.: Joseph T. Tesar, MD, Paul Killian MD, Michael Strong, Ph.D.

AsA, ;.: II:v _ST~ 'S): Susan Metz, B.S.

F.,,ct,-Y: ];' C rP-/Sc: Medicine/Rheumatology Service

,ccu::.ATiv_ f DCA$S Cc0T: ACCu;1utjv,V CCiTCAr C'ST: ACCU'-JLATIVE SJPTILY COST:

Ff-8S iJ tSi: CONMT.%CT COST: SJPLY COST: i; -CC,'"T ,
__ _ _ ;: UL PPO R_SS RP E B _____

----------------------------------- ----------------------
STyfO7 0J-CTJ'.'E:

ON REVERSE SIDE.

TC. Z.A L P.- ,0 i:

ON REVERSE SIDE.

P .,,FY-S2: An additional 14 patients with acute anterior uveitis were
typed for HLA B-7 CREG, HLA A,B,C antigens

, ).:7 S:J3j4:CT - S1,,DI :

T,--2: 14 TOrpL (TO *IATc): 66 B FOR-E CC,.Y-LET. 0.. 0.: Sr'": 10

. . 3/ ,,= .CrE " S3 -C3 r,:, INx : CJ CT(iF i;;_ so STArF):

None.

.. ,_9i: New HLA antigen associations discovered in patients with acute
anterior uveitis in the course of this study were:
HLA-BT-CREG (HLA B7, B27, Bw22, BUO, B-h2) - 68%
HLA Cw2 = 58%
Frequency of above antigens in normal controls were 42% (B7-CREG) and 10% (Cv2)
Frequency of B-27 antigen was found to be 40% in AAU (NLa9%).

NONE.
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STUDY OBJECTIVE: Purpose of the study -s TLwo f'old: (I)To improve the dia±gnostic
value of histocompatibility antigen deter~inations in acute anterior uveitis;
(II.) To define new HLA-antigen associations of acute anterior uveitis and
characterize the genetic background and ffactors of susceptibility-to the
disease.

TECHNICAL APPROACH: A total number of 40Q-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 (HUA A,B,C and B-T CREG)..



DAT: 2 3 Nov 8 W UNIT tjo.: 3164 SrTUS*. INTERIM F i %L XX

STARTINS PaTF- 18 January 1980 nATF flF COI%4ETION: July 1982

KEY IbRDS: Prnphglartic ,Therapy in Agatha- iXntifpn

TITLE CF PROJECT: The Comparison of Zaditen K and Theophylline in the
Prophylaxis of Bronchial Asthma.

PR!vAL I.EST[GATOR(S): Anthony J. Deutsch, MAJ MC COL, MC
MtUhard -Vauw III,

ASSoC At-E I ESTMGATOR(S): Richard J. Summers, COL MC, Michael S. Edwards,

FACILITY: 64r DEPT/SVC:Allergy-Clinical Immunolg vMc
----------------------- ----------

kcx uAT[V : E COST: ACLMULATIVE COITRACT COST: ACCUVULATIVE SUPPLY COST:

FY-83 iPEfASWE: CCXITRACT CoST: S'UPPLY COST: DATn o. CCUIMTEE bPPRO1)&

M .NNUAL PNoG.qss REPORT l 1983

-----------------------------------------STUDY O3 JECTJ'E:

"ECHNCJ. APROACH:

Peo qFss DiRim. FY-82:

Completed 12-month study on 17 patients.

ru-a oF Swjacrs STuciE:

FY-82: 17 TOTAL (TO DATE): 17 BEFORE CCWt.ETON, OF STU.y:Complete

SEPRIOUSAIEXPECTED SfWE EFFECTS IN SUj--CTS PATiCIPATIG Il PiOJ-CT(IF N.ON SO STATE):

No complications.

CONCUO.UN S:

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

PUBLICAT O S OR ABSTRACTS, FY-82:

Abstract submitted to American Academy of Allergy for the
March 1983 meeting.
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DATE:8 Oct 82 II0W, UUdT No.: 3165 [ITTJS: ItiTERphI X F r ;.!-

STAhqT VX DATE: June 1980 DATE CF C~ifLETO?4: July 1982

KEY VL.DnS* Ppnicillin; A11ergy; Skin Teqting
TiTLE CF PPOJECT: Clinical Trial of Skin Testing with Major and Minor

Penicillin Determinants in Hospitalized Patients J

PRINCIPAL. 11W/STIC-ATORfS): Richard J. Summers, COL MC

ASSOCIATE ItivEsTrGAToqCs): James R. Baker, Jr., CPT MC

FACILTYr: LV';C- --- DEP/Svc:Allergy-Clinical Immnunology Service

kwi.A-tivE rlDRi COST: Acc~uIILATivE CONTRACT COST: AkL.TIVEz SUPPLY COST:

FY-83 VEDCASE: CONTRA~CT COST: SUPPLY COST: DATE OF Ca-IMIEC PRE
__________ k4NuL Ppos.qss REPORr Ve b i 5 18

-------------------------------------------------

STuDY )3jEcTIvE: To determine adequacy of current penicillin skin test deter-minants for predicting the patient's response to penicillin and related
caMpnundq-
'rtcHM4!cA4L A.*PROACH: Skin test history positive patients who willI be given
penicillin and record reactions.

PRGq~3ss Dii- FY-82. To date 26 patients have been skin tested: 23 historypositive and J nistory negative. Of the patients tested 6 had + skin
wfkun weenot given penicillin. The remainder were given penicillin
r:L'IEVI O F Sii3~T STUD IED:

FY-82: TOTAL (To DATE):__26 BEFORE CrJPErcoN O,=SI-Y.-

&RtoL/UtjG7kErE S;DEc EFEcrs let Su3j:-CTs PAR-,(fCP, rtUG Ut PiOJSCr( IF RUIXE So STATE):
None

COKcr..usros: None can be drawn at this time

PUBLICATIONS OR ABSTRACTS. FY-82: None
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DATE: 22 Aug 8t Wc U 36 IST:t
STXRTI',G D,'TE: 2 March 1980 DE 0? CotETO : Fall 1983

KEY Ibs: Local anesthetic; skin tests; challenge; adverse reaction
&Z. CF PoJecT An Evaluation of Local Anesthetic Skin Testing and Progressive
hTL.enge in Patients with a History of an Adverse Reaction to Local

Anesthetics.
Richard . summers, MU, LUL MU; Michael Schatz, MU

PR[:ciAL I.'.ST[GATOR(S):N. S. Nelson, COL MC
cn M; Richard Weber, LIU, ML

AsSrcIATE MVISTIGATOR(S): Bonnlie Baswel

FACILITY: W.iC DEPT/SVc: Allergy-Clinical Immunology Service

AcZX*LtATivE PZ-CASE COST: AccwtULATIvjE CON:TRACT Co3r: ACCUIMATIVE SUPPLY COST'
N/A N/A N/A

FY-83 I'N : CONTR.ACT COST: SLPt.Y COST: DATE OF Co ".1IrrEE tv-PROVAL OF
N/A____ __.NUL PRO'SRESS REPORT

ST ( 3J-:T II -VE Eauation of local anestheticski-n testii-n-g -anFdprogressive
Cl'dl"icinjc"patients with previous adverse reaction to local anesthetic.

5Kin testing to local anesthetic to wnicn The patient has reacted

V...-W. j performed at low concentrations. The concentration is gradually
, tive skin test occurs or full strength local

PRO ESs DURIG FY-82:
To date 15 patients have been completely skin tested and

found to be negative at full strength.

fMlsR oF Su3J.-:CTS SToii:

FY-82: TOTAL (To DATE): BEFORE CC,PLETIOX OF STUDY:

SERIOU'UMEXPECTED SI- EFFECTS IN SUMJECTS PARTICIPTING Ift PROJECT(IF N:ONE SO STAT):

CONCLU3 !O S:

PUBLICATIONS OR ABSTRAcTS. FY-82:
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DATE: 8 Oct 82 I WoR "M'T ac.: 3167 STArjs: htre u Fi::.L X

START I:.G DATE: D,ATE OF COrL ETIMO:

TITLE CF PROJECT: The Effect of Hypnosis and strategic P sychoogical Inter-
vention on the Bronchial Response to Mecholyl

PRINCI[AL IM STI' ATOR(S): Laurie J. Smith, M.D.

ASSCCIATE Il"VESTIGATOR(S): Richard Evans III, COL MC: Harold J. Wain, PhD

FACILITY: ? P ,-C DEPT/Svc: Aller-v-Clinical Immunology Service

kcuwUA-tivE PEDCASE COST: Accui-tuiArvE CC::TiRACT COST: ACCU- JLAT[VE SUPPLY COST:

FY-83 F' S E: CONTRiCT COST: SUPPLY COST: DATE OF CP.i-IrK APPRC OE
I _ uA.. PRosR'ss REPORtIt 2 5

------ ------- ------------------------------- 
-STUDY 03jEcTIvE: To determine effect of hypnosis on bronchial reactivity

1CW;4,._ PPROACH: Using methacholine challenge test pre and post hypnosis to
detect if hypnosis alters bronchial reactivity.

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

MIER E OF SJ3JECTS STUDIED:

FY-82: TOTAL (TO DATE): BEFORE CC'.LETIO, OF ZTU:Y:

&EPU3/UJEXPECTED SI.DE EFFECTS IN SU3J-CTS PARTICIPATING IN PROJECT(IF 03-Nf SO STATE):

Co,:LUs o.-Is: Hypnosis had a significant effect on bronchial
response to methacholine.

PU.LICATIoN'S Oi ABSTRACTS, FY-82:
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1 0 C 8 213 168-R

TITLE C .,iC:CmainorMdaJities for Treatmento SLE Nephritis.

Phase I and Phase II.

P?~:cA..!!/~rrrc'.):Richard C. Welton, MD, WRAI4C
Mark Nelson, MD: WMC7; Daniel Nash, MD, WtiAmu

Asscc!AFTz 1;!SrrAT02(S): Sterling West, M4D; FAMC .

F,-,c!L!TY: 1,W I grSc e~dicine/Rhematology Service
---------------- I----------------------------- - ---- ------------------
ACCU*-C7.AT1- i'ECS '-;T kcCui~tivE CC:.TPAcr COST: kcc- 'JULAT WE SUJPPLY COST'

- YCAZ CcJUr'ACT CCSr: SU?PLY COST: PATE O= C'-"-i!rrEU 'P OF:LQ

- - SEE REVERSE SIDE

SEE REVERSE SIDE

SE REVERSE SIDE

None.
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STUDY 03JECT'.E: (1) To evaluate the efficacy and side effects of single
daily dose c-rticosteroids vs split dose steroid 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 majority of patients with diffuse proliferative SLE
Nephritis appear to respond to high (1-2 mg/kg day) prcInisone 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 st .--ida 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 A4C 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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STA--I. TE: 1981 ______:,,3: _(+V-'i :': 1983

B-T CREG, "X" - HLA Antigen, Acute Anterior Uveitis

TTLE CF PPOa£CT: Study of Cross-Reactive "X" HLA Antigen in Uveitis

F-':?,":.L 1:'c r: '): Joseph T. Tesar, MD; Sterling West, MD: John Hobbs, MD:

Michael Strong Ph.D.; B-enjamin SchwartzASCztATE i:'.'.rrc,(s: ____

.. L! 7-y: . P-pr/Sv: Medicine, Rheumatology Service
---- ----- ------ r------

ACCU:'.A7?f[V-Z { 'UCAS CosT: ACUCfAT1V C;,cr

F Y-S3 ig~flcASE: CcOirP.CT COST: S'.-.'/LY COST: 7 PiE OF C"!,'.: ;":cCFY__.,E2_ _ - _ P'- -ss Os.Tr 
"FES 2 5 1983

------ ------------------------------------------------
S ;u.yf 0G .cr ::

SEE ATTACHED PAGE.

SEE ATTACHED PAGE.

SEE ATTACHED PAGE.
SEE ATTACHED PAGE.

c ..:,O ,JSJ.T.S S;U I-D:

1r-: 25 T ._ (TO CATr): 66 E T i.0'..- ETc': o2 %T:.;f: 80

S.2R[C:3/. ...' X ED S~c- EFEciS n~ S.; :-cfS '',',:, :CiT,: ' ':. . ..c I /. 's $ &TAiE).

None

The HLA Typing Data confirms usefulness of HLA-"X" typing in

acute anterior uveitis showing a prevalence of 68% in this population.

-L;_M_;:$ATo:IS c.t Assrnp.cn;.

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-7 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-40, and B-42.

TECHNICAL APPROACH: The plan of this study is examination of minimally h5
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 CHLA-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 8 PTN.: 3170-B R I~s N__ _ F
START IMG DATE: _____DATE OF COMLETO0I:

KEY VlcROs:
TiTLE CF PPOJECT:

Reiter's Syndrome in the United States Army

Pa:IMPAL IhIVFSTIC-TCRfS): Richard C. Welton (Oliver Lawless & Sterling West)

AssCCATE INVESTIGATOR(S): Robert Claypool, Peter T. Singleton

FACILITY: WPIC DEPr/Syc: Dept Medicine/Rheumatology SvL

---------------------------------- -------------------

Srnoy 133JECTIVE: (a) To establish the clinical, .laboratory, and radiologic
characteristics of Reiter's Syndrome in the U.S. Armyi b ITo define any
prOmnostic factors as veil as the prognosis' of Reit er s Syndrome in this population.
TECH,4II kA pPROAcH:

PpR-ss Gu.aIin FY-62:

HU-19V OF SU3JCTS, STUDIED):

FY-82: TOTAL (TO DATE): BEFORE CO.%PLET IO.N Wr STUD y:

SERIOUSA.L'IXPECTED SimcDEEFECTS 1I4 SU3JECTS PAITICIPATIfIG. INI Pi,0j=_CT( IF NiONE SO STATE):

Coa:CtLusOINS: As discussed and noted on last year's annual pro gress reportthi s
protocol has been terminated as of June 1981. The abstract submitted and pre-
sented at the annual meeting or 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.

PUBLICTIOS OR ABSTRACTS, FY-82:
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Dr:8Oct 82 v*. r 317.1 F;rI:j~!.

TITL CFPA~CT:Imuoreuiiionof Human IgE Biosythe s1 s '

PP:1P.i..IuVf~A!.~):Thomas A. Fleisher, LTC MC

A:;scC[ATS In':,=sT[GAT-.(s): Richard Evans III, COL MC
Fx I L -Y: LPAJ" DPr/S'c: Allergy-Clinical Immnunology Service

Acum.uv-rivE PEcEGCASE COST: AcCULATIVZ CC &RA~cr COST: AC2;LT(S JOPLY COST:

FY-83 FEDCASE: CONTPACT COST: SUPPLY COST: DATE O. CC:*.1,'T-::z 0ic' O

cellular reqiremiients.
1Hi~C~L ~PRO~H Cu tu e uma p ri he al blood mononuclear cel Is under -

varying culture conditions., additives and times, then evaluate supernatant
for IgE content using highly specific low level IgE RIA.
Pposzs fN'ircs FY-82:

See attached sheet

rer-se.1 OF SUBj~CTS Sruafgw:
FY-82:__14 Tn&(oOA):22 so CIE04. Su:

&P ti 3AUPEcTED Size EFFECTS III &IJ3j-CTS PiRT CrP,;I 10G IM Pi ~TU( IF r:a SO STA CE)
None

Conc'.urons: To date we are unable to generate an in vitro culture sys-tem for
human rgE synthesis that results in de nova IgE TWoductlon by lymphocytes
such-that .inxmunoregulatory questions can be satisfactorily answered. Because
?favariet f w-Aor technical difficulties at this juncture in -vito IgE
nman awatsfurth~er clarification.- -

PusLicArto:Is o~i Assrp.icrs. FY-S2:
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 bave continued to find that hydrocortisone in the dose range of 10" 6M to
10-M induces in vitro IgE by atopi patients in relatively small quantities
(i.e., nanograamous from 2 x 10 ymphocytes). 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.
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DATE: 8 Oct 82 1 1~a UIT Nfo.: 3172 'Sy,%-rUS: IRTERAM' -x F
STA.Rfi; DxrTe: February 1981 DATE CF CWLETIOI:

KEYIPs: ________________________
TiTLE cF PiojscT: Microplate Enzyme-Linked Imunosorbent Assay (ELISA) for the

Inuunodiagnosis of Cat Antigen Specific IgE

PRINCIPAL IM/F.STIGATOR',S): Thomas. A. Fleisher, LTC MC
AssociATE kI~vEsTIAToR(S): Richard Evans 111, COL MC

FAc IL 1T1Y: W PIC IDEPT/SVC: Allergy-Clinical Ininunolo Service

------- ------------

SiTUDY IKJECTME: To develop an ELISA system for antigen specific IgE

1CNICAL kPROACH: Work out antigen specific ELISA for IgE including defining
absolutely specific antisera to IgE and evaluate antigen specific IgG

PRoq ss D~unr. FY-82:'
See attached sheet

HtWBsER OF SIU3JzCTS STUDIED:

FY-82: TOTAL. (TO ]DATE): BEFORE COWPLETION OF StuOY:

S-cRiousAJ:ExPFCTED StIDE EFFECTS IN SU3JE-CTS PARTICIPATIIIG ItN PPOJECT( IF N~ONE SO STATE):
None

CONCLUSIONIS: Methodology is well worked out and project is in the process
ofbing expanded.

PUBLICATIS oa 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
using 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 imune
complexes.
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START i..G DATE: DATE OF CWfLET ION:

KEY bo~fs:
TITLE CF PPWECT: Evaluation of Histocompatibility Antigens in SLE Patients

PRIMnCEPA IUVe-ST[Ga-TORCS): Richard C. Welton. MD

ASSOCIATE JpWEsT[GATDR(s)! Frank Scott, MD; Waiter Moore, mD

----- ---------------------- -----------

B cell and non-B cell alloantigens with circulating serum autoantibodies and
q1 i nal mAni fentations in L.

nM'CW-- CA AQPROACH:
SEE REVERSE SIDE.

PR". Ess OUR iti FY-82:
SEE REVERSE SIDE.

MLMhBR OF StJ3JFCTS STUDIED~:

fY-82: TOTAL (To DATE): BEFORE CP-%pt.ETIO.l 0F STU:DY:

SERIOUSJINEXPECTED Sio= EFFECTS [N SU3.J-CTS PXRTICrPArTIG Ift PiROJECT(IF NONE SO STATE):
None

SEE REVERSE SIDE

PuUBLCATIONS OR ABSTRACTS~. FY-82:
None
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TECHNICAL APPROACH: Histocgmpatibility typing .rill 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 patients 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 Dw2
(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 as 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 Nubgroups.
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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DAri:18 Nov 82 1bP, D~fT 110-ta: 3174 S 11tIir~z:.j- X Fi: -

STA1'I.~ 1.rE 2Jly 1981 DATE 0-- COKErI: 1984

.,-y Icvs: Astfrz specific antibody resp es
TgL4~? P:Quantitative Inuwoglobulin Leavels and Other Parameters of

InINK immie uncioninSteroid-Dependent and Non-Steroid Dependent

PRWC!?L w~t~tGirs): 'Renat4 J. M.- Engler, LCDR, NC, USNR

* SOCA E srrcAro (s): C heryl 4.' C;'sn lt CDR, ,C UN; Ridtkd J; '112

F~IIT:UNCadNH DEPr/Syc: Allem-Clinical I nmolog Setvice

FY-83 MUJCfSE:. Comgrrt~c- COST: Suppt.Y Cos-i: DAEo av-77-c Appio*

* SruW OsJECrIVE: an fbodv e sq -Paet da tha smsgj ar tat
ant- re~aPja~j~tion with gptoi, tetanus and Pneumovacw

1~C~iCI~ PROCH rove statistical. alyses.

*- Procedure and workup as outlirft. 'in the original protocol.

* P~~ssV~.wFY-V7 : Abstract 'w acc e atX ne onal Longress-oI
* LLruO NF fti i -mutology, London, England, -October 1982.

Data is being..ccailed arid statistically analyzed for paper.
t. OF SO'jcirs SuWIoEiD

Apox. .30
FY8:1 r1 TOAL (ToY vAT): 38 Rsioi Cc.MiPtETroN or- Sru.My:_80

SEP.1oj3UsA,~n=PcTEa Sms. &-Fscrs mI SU3Jrs PA~trjcjPArr It, PAME~cC(IF f:.-3rE SO STATS):

No significant adverse- effe~ts have resulted throughourt the study.
commiJ3 l~s: we would like to continue the presgnt study with expanded nuber
of enrolled patients in order to clarify the question of whether or not.
steroids have a primary effect on specific antibody response in certasin'
asthmtic patients-or if this is tunique to certain paties because oft an
I ~elying iumme deficiency.

* PUBLrcAuwm3 oR AssTirACT. FY-V-:
Abstract presented at Anerican Acadmy of Allergy meeting, Mobntreal, Canea,
March 1982.
Abstract accepted at XIL International Congress of Allergology and Clinical
Immunology, London, England,. October 1982.
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DATE: 1 OCT 8251l-10 I.-UnT N. 315R SATUs r 7iI Fj;:

STA.RTI..J DATE: DATE C:: CU1,;LETIc::_____

TITLE CF PPOJZCT: Identification of dsDNA Binding Cells in SLE Patients

PRhI.C(AL 1-0jETGATCO'S): Richard C. Welton, MAJ, MC

ASSqCwKAT IMVESTrGAToCS):

FArL TY: MIC IDET/S'C: Megicine/Rheumatology Service
--------- ------------------------- ----------

Acu.ft.ATjiva PZCASE CCOST: ACLW10-TIVa CCNTRrACT COST: 1ACQJ.UL-hr(VE SUPPLY COST:

FY-83 fSES: CONTRACT COST: SUPPLY COST: DATE OF --' Cci. ir- V-hFFR
________ _______ Pponss REPORTr M55 93

- - ---- -------------- -------------------- ---- ----- ----

SrUOY 03JECTIVE:

r-CWi4-!j CAL POAMH

P~cR~sS Djui-;o FY-82:

t1XISER OF &J3J12CTS STUDiE:

FY-82: TOTAL (To DAT.-): BSFoPE C-O%-LETiON OF STmU-Y:

Se-P4OUS/1k:EWECTaD SIDE EFFECTS III S'3jz-CTS PARTIPATIG It[ PP.-,J=CT( IF 00N SO STATS):

CQN:CLUVON3S: Lack Of personnel support to perform the laboratory procedures of this
protocol as veil 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.

PuUCATiOn 0?t AsSTACTS. FY-V2:
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DATE: 1 OCT 82 C.;T N.: 3176-B LS I -TL L ",

STARTI:,J D-TE: DATE C CW;'-LET I O:l:

KEY t;,-DS:

TITLE CF POJECT: Measurement of Immune Complexes in Systemic Lupus
Erythematosus.

PRINCcPAL I.sE'STIGATOR'S): Charles S. Via, MAJ, MC

ASSCC[ATE h1VESTIGATOR(S): Richard C. WElton, MAJ(P), MC
FACILI TY: 124-2C DEPT/S'C: Medic ine/Rheumatology Service
- -- -------- - -- ------- ------------------------------ ---

AcXUMLATIVE MOUJCSE COST: ACCLUA1[TV2 CONTRACT COST: jCCJLTE SUPPLY C0-:

FY-83 EDCASE: CONTPCT COST: SUPMLY COST: DATE OF CcP"I-EE [PPO' L F2'6"NUAL PR.O-. -ss REP=a FEB 2 5 198.

- ---------- ------------------------ 7--------------------

STUDY 03JECTIVE:

7!-Cva-v-L kvp~oizf:

PPccR:ss Nimn FY-82:

NU.SE, OF SU3J:-TS STUDIED:

FY-82: TOTAL (TO DATE): BEFORE CO ,"t.ETi: OF STUDY:

SEPIOUSAIEX"ECTEO SILE EFFECTS III SU3JECTS PARTICIPAI.G IIl PJJ:crT(IF ,.. SD STAT.):

Co::ctu31ONs: Work was completed on this protocol in June 1982. The abstract

generated by the data was submitted to the Aimnual 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.

PUSLCATONS o2 AssrpAcTs, FY-82:
See attached.
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HSHL-AI 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: Binding 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 sfjgied by rosette formation assays as well as by direct binding
studies of LI-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-blotin linkage 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 underwiay 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
physiologic concentrations but is effectively inhibited by monomeric C3b at
5-6 pg/ml.

3. A lymphocyte culture supernatant factor has been shown to specifically In-
crease neutrophil C3b receptors while having little 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 (CRI) Receptor
M. Berger, T. Fleisher, manuscript in preparation.

Funding Requi rements: Unchanged
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DATE: 1 OCT 82 WOf% UNIT (,o.: 3l78-R STATU. S" Fm:t

STAqT ! : DATE: 1982 DATE OF COWLETI.,i: 1984

KEY IR,3S: Seronegative Arthritis, B-7 CREG, X-antigents

TITLE c" P0jOCT: Study of Cross Reactive B-7 CREG and B-lymphocyte antibodies

in Seronegative Rheumatoid Arthritis Patients.

PRIE:CC'L V.STIGATCR(S): Joseph T. Tesar, MD; Frank Wellborne, MD

ASSOCIATE IfnVESTrGATOR(S): Arthur Kunath, MD: Richard C. Welton, MD

FACILITY: W.EP DEPT/Svc: Medicine/Rheumatology Service

ACCLI.,TIVE TEDCA. COST; ACCumI._ATVE Co-rCr COST: CCLkATIV SUPPLy C'OST:

FY-83 i C&: CONTRACT COST: SUPPLY COST: DATE OF CCt*1II1rEE APPROVAL 0-_Y-8_ _ _CONTRACTCOST: C.& S Ppos --ss REPORT FEB 1 5 1".3

STuoy Q3jECTI%,E: To determine the frequency of HLA-X, A,B,C antigens in
seronegative Rheumatoid Arthritis patients.

E F.civ. A-PRoACH: HLA-X, A,B,C typing using the NIH microlymocytotoxic lty
technique. Patients examined according to standardized protocol.

PROsSS DJP.IRm FY-82: A total of 23 seronegative rheumatoid arthritis patients
were examined1 ana HLA typed.

,ti OF S 3 ,CTS STUWED:

FY-82: 23 TOTAL (TO DATE): 23 BEFORE Ca.NPLET[IO OF STUY: h8-50

SERIOUS/kIEXPECTED SI-D EFFECTS IN SU3J-CTS PARTICIPATIN:G IN PROJECT(IF HOM E SO STATS):
None, preliminary

ConLusioNs: 72% of 23 patients with seronegative rheumatoid arthritis had a
B-? CREG antigen, as determined by HLA A,B,C typing. Control individuals
had a 47% incidence of this antigen complex.

PUBLICATIONS OR ABSTRaS. FY-82:
Abstract in preparations for 1982 (study in progress for 5-6 months only).
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DATE: I W.o I , T V'O.: 3179-R ST',TUSII F- g:'

STATI:. ATE: DATE OF CWTKLETIM:_

KEY lbOtas:
TITLE CF P. oJ.CT: Fluorescent Antinuclear Antibody Detection in Polymyositis,

Dermatomyositis, Scleroderma and CREST Syndrome, Using a KB cultured

PR(:CPAL .IrESTIOATCRS): Robert Ehrhart. CPT. MC

ASScIATE rv"EsvTCat(S):

FACILIY: IP'/, DT/',Sc: Medicine/Rheumatology & Clinical Immun.

kcw m a'm, vE ECASE COST: [kCIvt-.ATW. Coz T COST: ACCUVL.ATIVS Crty COST:

FY-83 FEWCAS: CONT'ACT COST: SUPPLY COST: DATE C.- CNNITTE APPROVAL OF

I _,,W_ PPo 'R ss REPORT Ff B 2 5 1983

11CHMMAJ. APPROACH:

Poass jp.i' FY-82:

I.' sEa OF Su3JCTS STUIED-:

FY-_: TOTAL (To DATO): BEFOPE C o.rTtiO, OF ST :_

S.[OusAWI=U!CTEO Stos EFFECTS iti ,13J!-CTS PARTICIPATII.IG Itl PR OJCT(F .,o,, so STATE):

CanaLUi~mlS: 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.

PU scAnwis oR ABsTRA Ts. FY-82:
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DATE: 6 Oct 8U NITto.: 3180 SATUJS'.' 1tERUi XX Fii

STARTI:.4 DATe: Dec 1981 DATE OF COWLETION: June 1983

KEY I oS: Immediate Skin Tests Uremia Transplant

TITLE CF PROJ&CT: EVALUATION OF IMMEDIATE HYPERSENSITIVITY IN PATIENTS
WITH RENAL INSUFFICIENCY.

PRIN;CIPAL INVESTIGATOR(S): James R. Baker, Jr. , MD CPT MC

ASSOCIATE InvESTIGATOR(S): Harrison Hassell, Jack Moore

FACILITY: I"NE DEPT/Svc: Allergy/Renal

PCIX9.LAT ivi rEMC"& COST: kcuI vL !O:XTRACT COST: kCUO.ULAT 1v p y COS:

.00 .00 .00
FY-83 iEASE: CONTRACT COST: sUPPLY COST: DATE OF COMMtITTEE APPROVAL Op

_I Awe&. PROsR-SS REeoar 5 g593

STUDv0sJCTIVE: Study to see if skin tests are reliable in renal

failure.

. O Skin testing, serum rast determinations, serum

IgE determinations.

PRoiqssS RtGFY-82: Fifteen patients were tested, 12 of which had

positive skin tests. No statistical difference in allergen skin (below)

OiWiR OF SULECTS STUDIEo:

FY-82: 15 TOTAL (TO DATE): 15 BEFORE COWLETIoN OF S ruoY: 30

S-RZOUS A *tECTED SirE EFFECTS IN SUSJZCTS PARTICIPArI G jr PrWECT(IF NONE SO STATE):

NONE

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

PuBLcAtOs OR AaCTS, FY-82:
NONE

Progress continued from above: tests were noted. A decrease
in the threshold of non-specific histamine release was noted
(p 4.05). None of the in vitro tests done -- blood has been
collected.
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DArE:1 2 Oct 82 I.L.- cVr tjo.: 3181 IST,TUSi TTE~R' X'F
STmqri:4 UATE: February 1982 DTE 0? CQ LETIerI: 1984

KEY 1y.os:
TITLE CF Pp.OJECT: Lymphoid Responsiveness to Human Interferon in Systemic

Lupus Erythematosi s

PRIKCPAL IESr;TIGA T tcs): Thomas A. Fleisher, LTC MC

AsscCtATE Ir!vasTrGATOi!(s): Richard Welton, MAJ MC

FACILITY: RAMC DiPT/S;vc: Allergy-Clinical Imunology Service
---------- ----

kaXRJLA--tva =ASE COST: -c2Tivc CourmAcr: ACOAULATVE SPPLY COST:

FY-83 "EDCASE: CONirsACT COST: SjPPt.Y COST: ATE OF CcI.'*1rEE I PPROVAL Oj

__ _ _ _ _ _u_0_yi33__ -~o s ---. ~ - -- - -- -- - - - ----- -- - -- -

STUOY O3JiCrTE: Evaluate the responsiveness of '{--ito e1 g1 6"pFi Ton
bypatpentrwith systemic lupus erythematoslsto man lymphoblastoid
interferon.

TjrLj4-cp. .o*PRO.: Set up in vitro cultures for polyclonal immunoglobulin
usng normal and patien-lymphoid cells and compare the effect of varying
concentrations of human lymphoblastoid IFN on Ig production.

PR0aszsS DRuiaw FY-8Z: There appears to be a small subgroup of SLE patients that
3o not aemonstrate IFN mediated suppression of polyclonal Ig production in

contrast to normals and the other SLE patients.

PIPER~ OF SJ3J!:CTS STUDIEDn:

FY-82: 24 TOTA (TO DATE): 24 BEFORE Cc'.'.Ero."I OF STUDY: 50

SERious/UaI'jEcTEO SiDE EFFECTS II SUJECTS PAR.Ic 1,ATIRG IrN PROJECT(IF I.'NE SO STATE):
None

Co::utM.Mso: 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.

PusLiCATo.s oa AsTRAcTs. 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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8.T: 8 Oct 82r BL s i. ,_: ;.:., - ,: ,.,

ST',r1:VJ DATE: -,:,_ _ _- C 23 Sep 82

K=_Yo. a.s: Silicone; Patch Testing
TITLE CF PPOJ.CT:

Silicone Patch Testing

c l,.r's': Artie L. Shelton, LTC MC

AsscCrATE Ir-Esrrqa.(s): Renata Engler, LCDR, MC Richard J. Summers, COL MC

FACILITY: b4 E'-c Allergy-Clinical Immunology Service

- (c. 3CAISA C : [c c.Ariva CCcrzAcr Co3r: Cc ;'AT iv. S.JPLY COS :
0 - 0 1 0.

FY-83 Co.4TStf COST:_ ______OT: DAEOF___7E: :0: P,~:-ss R EB 2 5 1983

--- --- ----- ----- ---- -- ---------Smoy OJcr~vE: To determine propensity of silicone causing delayed
hypersensitivity or type IV reaction.

i cwi:.. APao.Pc,: Patch testing and anergy skin

Pp, o..s Umat.w: FY-92: Continuing research data. Presented at Fitzsimons Army Med Ctr.

Assembling findings for presentation and publfcatlon of paper for the American
Academy of Allergy Journal of Allergy and Clinical Immunology.
Mi&R OF SJ3J1ZCTS S-M JED:

FY-82: 20 TOTA (To DAT): 20 BEFo C-4PLETbO.\ o S-,t':..

SERIOJSMU!XPECTEO SiD EF-FECTS Itl SUI.ECTS PARTICIPATIgG InI P?-0JECT(IF SO'. SC STAC):

None

C OL.'Ju. lOPs:

One patient with positive reaction to silicone

PUBLICATMo:IS .o ASSM.,crs. FY-S): 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 Ob'ective: Development of methods to isolate and characterize the con-
stituent o wich 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
model 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 anti body
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 moieties.
Although it has not yet been possible to isolate the bacterial constituent to
which C3b becomes attached per se, use of 1I-labelled antibody allowed re-
covery of both IgG and IgM on avidin-Sepharose columns indicating that covalent
linkages 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. Jrypsin cleaved biotinyl C3 formed covalent linkages with both 3H-raffinose
and 3H-lysine. These radiolabelled small molecules were then retained on avidin-
epharose, as predicted. Following treatment with hydroxylamine, all of the
H-raffinose was relealed, as expected since this complex sugar can form only

ester linkages. With 3H-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 fir sheep erythrocytes have, as yet,
been unsuccessful regardless of whether I was bound to IgG or IgM antibody
or to the surface of the cell. This may be due to problems with the
specificity of uptake of "1I 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 limits 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 pneumococci and isolation of C3b-antibody complexes from organisms.

Publications and Abstracts

Abstracts:

Use of biotinylated reagents to localize antibody and complement 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, -1prtl Vi)82.

Publications:

1. Localization of C3 on streptococcus pneumontae: Anticapsular antibody causes
C3 deposition on the pneumococcal capsule. E. J. Brown, K. A. Joiner, R. M. Cole
and M. Berger. Infection and Iminunity, 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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eI

IA: OCT8 I':- 3184-R _ _

LC P,:cT: Nifedipine in the Treatment of Raynaud's Disease and
Scleroderma-associated Raynaud' s Syndrome

.. .. -, r ~John L. Luetkemeyer, MD ; Joseph T. Tesar, MD

4;.,A;2 ;STiC T-I(S)' Richard C. Welton, MD

F,,:.Iy: ,," 1h.p/Sv;C: Medicine/Rheumatology Service
------------------------------------------- i----------------------------
!ZCU:,c -. %if fOCASE COST: Accug.P,_Ariv. CC:;TP.,CT CUSl: Ac';"JAT SUPPL-V COST:

R-.83 ECCA'.: COWrTrCT COST: SuiFpty COST: PATE OF C('.2'-! ' PCVL OF
____________ ~hN)AL NR=-~S3 REPOPT Ff@.g

---------------------------------- - - - - - -

$1UOY 03JECTIVE

c s :i::o FY-82:

h,.J.! . -)F S3J-CTS SJUDI-D

FY-V,: loTAL (TO DATE): BEFOR E CC.'LETIO- 0.: SntUY:

S PIUs,/,:: -ECrEO S;-= EFFECTS IN S'U~j:sCTS RAqrTp.A,rwc:s x, iri (IFC( :, SO STATE):

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.

P1I6LICA (O':S C. AViSTACTS, FY-2:
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DATE: 8 Oct 82 I iVa DUNCT to.: 3185 -[Sr,,TUS'. IT-r+.iX Fi::. ____

STA.Qri! DATE: September 1981 DATE OF CWiLETIOM: January 1983

KEy os: Urine; Histamine; Assay

TITLE CF PROJECT: Urine Histamine Assay Study

PIM IAL. ].F.TI.GATORr, s): Artie L. Shelton, LTC, MC

ASSOCIATE IIVESTrGATOa(S): Michael A. Kaliner. MD, Head, Allergic Disease Section, NIAIDFA I I Y R ' . . .. .. . . . ... -. .. ._ ___ __ _ _ _ _ _ _ _

FAcILI-rY: 1MR.C DEPT/SVc: Allerov-Clinical Immunology Service

kAcct.rAiva rMCA'Z COST: Arct2IxPUATEV.E CorxRACT COST: AcCIZULATIVE SUPPLY COST:

FY-4 IRCMS: CONiRACT COST: SJPLY COST: DATE OF Cc":r- E2 kPPOV !. OF
_.; iux Pioo._ss REPORT FEB. 2981

------ -- ---------- ------- ----------- -- - -- --
SrjoY 03JcITvE: To analyze differences in urinary histamine ievl--6en-
paMients hi-ng systemic reactions and those without a reaction related to
intravenous pyelogram (IVP) studies,
7Scw; a.*c. .PF'ROAca: The specimens obtained will be the post void urine whicn
is a routine part of the intravenous pyelogram study. These samples will
be analyzed for histamine release.
Pie,_-.ss DJ ,n-' FY-82: All data collected. It is being corroiae-fur-
puolication now.

Ikr23.s' OF SUL3JECTS STROmiD:
FY-82: 100 ToTA_ (TO DATE): 100 BEFOPE C- PLETi.3 OF STUDY: 100

SEP.IOUs&IIIExECTED SIDE EFFEcTS III SUIjECTS P ITCl P;,TIM-,G III PP ECT( IF o: SO STATE):

None

Co."cLus I3(S:

Histamine seems to be released into urine during anaphylaxis.

PUBLICATiotis oa ABSTRACTS, FY-82:
None
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DATE: Vb UNI,~, IcIrT NO - 3186 SAus:' INTERIM XX F :A
STARTr.. DATE: Aug 1982 DATE OF, C~rfLETIOM: June 1984 __

KEY Ilius:
TiTLE CF PR.LCT: In Viva and In Vitro Analysis of the Large Local
Reaction to Hymenoptera Venom.

PRIXjCPXL 11C/ST(CATOR(S): J.R.. Baker, Jr., MD

MSCsmrt !tIVESTIGAMO(S): Drs. Fleischer and Summers

kappRLAT[va. kIC~ECs: aCu-LtaTvE Cm:NTRACT COST: ACCUMUJLATIVE SUPPLY COST:

FY-83 PEMCASE CONTACT COST: SUPPLY COST: DAFOTE 'OF CQU'1ITTEE APPRCV/AL OF
_________ kdIUL PPRORR-SS REPORT

SrMoYO3jEcT1%VE: Determine what causes the r eactin tovenom.

flO,4;i& AP-PRoACH:
Lymphocyte stimulation and skin biopsies.

PR~qiSS DuP~rjuFY-82: We had dif ficulty obtaining patients who f it'
the protocol. Two patients vere found, but the results were
not conclusive.

MOLSER OF SU3JECTS STUDIED:

FY-82: 2 TOTAL. (TO DATE): 2 BEFORE CO. PLFTrON' OF STUOY: 20

&ERicusAkECTEo SmE EF:FECTS IN SU~jz-cis PA.iTIirPATING IN PinOJ=CtCIF r: SO STATE):

None

CONWLUS IOtlS:
None at present. The cause of this reaction is still

unknown.

PuinjcATiotls OR ABSTRAS. FY-82:

None

421

-.- "~



DATE: 6)ct82 "HOWUN ITGO.: 3187 STATUS" INtrRLJ-. Fi me
STARTs'q DATE: 2 August 1982 DATE OF %LETION: I June 1983

KEY NoRaS: Heart Antlbnrlip . 11 4...
TITLE CF PRMECT: DEVELOPMENT OF AN ELISA ASSAY FOR ANTIHEART ANTI-
BODIES.

PRI:CIPAL INVFS.TIGATOW(s): J.R. Baker. Jr.. MD. CPT. MC

ASSCCtAT ItIVESTIGATOR(S): Drs. Burger, Summers and Fleischer

FACILITY: ME P DEPT/Svc: Allerity Immunology

AccuAmtn ir.O3ASE COsT: IAccuttv CO,'RACT COST: ACCUMULATIVE SUPPLY CosT:
.00 .00 $1,610.55

FY-3 FECCAKE: CO4NTRACT COST: SUPPLY COST: DATE OF Cc.-PAITTEE fPPROVAL OF
-.iu. Ppo--_ss REPOrT

STUOY03j.CTIE: Develop an assay for antiheart antibodies which
was practical.

'MCHN .C& A-PO.XH:
Use an Elisa system.

PRo0q.Qss tIt1FY-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)
UIMBIR OF S&IECTS STuoIE:

FY-82: 75 TOTA. (To DAxE): 75 BEFORE CaLETIO OF SJTUDY: 150

EPOUS/UliEXPECTED S-oE E"FECTS im SCuIJ3CTS PA.RTICiPArIG in P.-'jJcr(IF =QNj S.: STATS):

None

COaM_UtO:s: The assay does measure antiheart antibodies, and
probably will be very practical to perform on a large scale.

PUBLICATIONS O. ABsTRvyrs. FY-82: None. Will be done in FY-83.
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S W T Ix 9JTE: 1 Aprl 1982 1~.Cru.-'t T 30 March 1984

J, N Anti-DNA Antibodies; systemic lupus erythematosus ____

TITLE CF PPOJECT: Comparison of the FIAX and Crithidia luciliae methods for

measuring anti-DNA antibodies in systemic lupus. erythematosus.

r,'C?AL 1!0.,; (s: Bernard H. Berne, M.D., Ph.D.; Richard C. Welton, MAJ, MC

A3,sccIATx_ IMESTGATOR(S):_____ ________

J, .t: i L IY-VPr/S,.'c: Medicine/Rheumat0olog & Cin. Im. Svc

ACC~t'.T NE CSE OT C~~AI CC:;T,?ACr COWr: ACCJ .'JUJ IV= SUPPLY COV:
0 0 L $2,640.00

Ri-83 iKE.C6A: CCNwnCT COST: S'.:.',-- CUjST: E.k. C fr j~-ap 1,
-- _________ $7,000.00 .. I':s 2

Sru.-)y -C'3j _crIE:
SEE ATTACHED SHEET.

ix Oi: Si:1j:CTS SUDIED:

FY-V2: TOTAL& (TO DIi) ~o c.Lro4c S-m)"-:

S-'tl~~cEDS:: EF.-E~t n~.crs P ii.r1~i ~:i so S rA70s:

F-LICArN:IS o'i Asr'ri. FY 2:
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DATE: I OCT 82 WORK UNIT NO.: 3188-R Status: Interim

STUDY OBJECTIVE: Compare the reproducibilities, specificities, sensitivities
and other parameters of the FLAX 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 find 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 Cr4hidia
assay to be significantly more expensive and time consuming than FlAX be,.euse
it appears to require duplicate tests at four different dilutions to establish
an accurate titer, while a similar accuracy appears obtainable by FlAX with
only two tests.

.II

PUBLICATIONS OR ABSTRACTS , FY-82: None.
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y~il_1982 __

__L~ApL C: r , 30 March 1985

IILEF UF PP.o-CT: Development of~ FIAX assays ffor circulating immune complexes (dCI)
in rheumattic diseases - __

Pi;?.~ I!'r(.~-S: Bernard H. Berne. MD. Ph.D.; Richard C. Welton, MAJ, MC

AssccfArE- L!VSTI~rOR(S2:___________________

F,,,i -,Y: 1,9C DEPT/S':c: Medic ine/Rheumatology & dlin. Immun. Svc
-- -~~~~~--------V--------------------------------------------------------

A=CU.:L'tATIv~VC!- COST: ACCUI:PLTV.2 CC:;:rnACr COMr /;CCL-:'!AT[V2- SUPPLY COST:
0 0 1$1,264.1-1

FY-83 FRUCSE: C0c11rPVT COST: SJ??LY COST: V oi- Cc'it:~ APPz"t Oi
0 0 $5,00.00 i-:Nuu F'v'ss REPORT Z~.se

------------------------------------------------
S-rUoY U3JzTIVE:

SEE ATTACHED SH EETr.............

OF &!13J"CT, j!LJ!EO,:

& z~:b~E~~croSIz- rFZEC.TS !ri 'JCSFAcPxI: :

..~LicNrxis ow Assr,,.crs. FY-S2:

425



DATE: I OCT 82 WORK UNIT NO.: 3189-K Status: Interim

STUDY OBJECTIVE: Develop assays for CIC using the FlAX 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 FlAX method. These include the solid-phase Clq binding method,
the anti-C3 method, the conglutinin binding method, and the monoclonal
rheumatoid 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 anti-C3 method by absorbing anti-C 3 antibody to an
imuunoadsorbent FAX stick, incubating with serum containing CIC, and reacting
with a fluoresceinated antibody to human imnunoglobulin. Initial results
showed no specific binding of CIC. We are investigating the cause of ths lack
of activity.

N UMBE OF SUBJECTS STUDIED:

FY 82: 5 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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DATE1OCT_82 11_TNb:_3190-R ___

ST&9RI:.- DATE: Mid September 1982 DATE OF CUI LETIM:: _________

TITLE CF PROJECT: A Six Week Dquble-Blind Study of the Efficacy, Safety, and
Tolerance of Pirazolac B.I.D. Compared with Placebo in Patients with Ankylosing
Spondylitis.

Rp?.gc(?AL T,esucwArORs): Richard C. Welton, MAJ, MC; Michele Wineland, RN, M.S.N.

ASSCIATE ImjvEsTiATOm(s):__________________

kwuMATo-a PEM CosT; kUII1A.ATMV Crc'.TRX COST: JAC4UAT IVE SUPY C~

FY-83 PEfCASE: Co.rPAc COST: SUPPLY COST: DAYE OF CCM4IITTEE APR'.L± Oi:
_____I_ ANNUAL Pposqct-ss REPCRT FB 5i1M I

- - --- ---- ----- ------- - - ------------- ----- -STUDY 03Ja-CTIvE:

ItO0641--L ADPROAMI

Pmm~~~ss Dnj.qI' FY-82:

rutisa OF SumJECs Stoimo:

FY-82: Tax. (To DATDE: BEFoP.e CaO6LET[OM a.' STUDY:

Scm.ous/UlJG'ECTED Srtom EFFECTS Ill S?3J--CTS PAITICIPATUG IrI PPOJECT(IF AINY SO TT)

Co :'..USrONS: This protocol was just recently approved (midSetm r192

by the Surgeon General's Office. 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.

PUBLICATION4S oa ABSTRaS, FY-82:
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DATE: 30 Nov 821 iMW UT Nao.: 4113 ISrATUS: IN ERI XX F %AL
STARTI:.G DATE: NA DATE OF CONLETId: NA

KEY loqs:
TITLE CF PROJZCT:

Cooperative Gynecologic Oncology Group

PRIP:C:PAL I.A.STIGATORCS): COL Robert C. Park, MC, USA

ASSCIATE I VESTIGATOn(S): LTC Paul Heller, MC, USA - MAJ Ronald V. Dorn, MC,
MAJ HIM 7vnl,FACILITY: A- DEPT/Svc: QB-GYN Oncology Service

--------- ------------- --- -------- -kcOm' .TIVE JOE COST: k A TC CONTT COST:I A...VY Com

FY-83 iPDA'Z: CONTRA COST: SUPPLY COST: DATE OF CC'-'tIMrrEE APPR ojLOVNA NA NA NuM. PROC ss REPORT I 42 5 M3
--------- --- ---------

SToY 03JECTIE: The Walter Reed section of Gynecologic Oncology is involved with
the nationally organized Gynecolo;ic Oncology Group which consist of 35 major
medAr-l f -et.c . h. ,,nnvry h h A.r intorpatid in the are of gynecologic tumors
ITCHt4VJ. APROACH: and treatment. The GOG is recognized and funded through the national

cancer institute.
See below;

PNo--ss DURair. 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

'nr -
-fl'S'SER OF SU3Jc-;$ STUDIn: Unknown

FY-82: TOTAL (To DATE): BEFOt CeIKETIOq OF SMaY:

SERIOUS/JlEXPECTED SID EFFECTS IN Su3J'CTS PARTICIPATIRG It! PROJCT(IF Ma,. SO STATE):

Detailed in reports.

Co:,.LUs I cns:
Detailed in previous reports.

PUBLICATIOIS oa AasTRACTs. 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 collect 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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DATE: 25Jan83 I VX U T NO. 4116 S, IuiKr01u'.g X F

STARqI'- DATE: 1975 DATE OF CCAKET10:I:

-KEY Uovas: ____________

TITLE CF PPO.LcT: Evaluation of Fetal Systolic Time Intervals and Beat-to-Beat
Intervals in FAR As Early Indicators of Fetal Maturity and Fetal Distress

PpinciPAL I,&FST(C-ATCRC'S): LTC .Jaines Haddock

AssCCIwe h!.VESTWrATOMCS): H. Skiba-Powell

-------------------- -- --------------

STuDy Q3JEcTtVE: To determine fetal condition by evaluating cardiac
function by fetal systolic time intervals.

1~C*IJ..APRO~H: Determinations made by EKG and phono cardiography

PmoG=ss Dmr~n 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
equ.ipmenit in nnw elial d and functioning.

hakXSE.1 OF SU3JECTS STD :

EY-: 0TOTAL (To DATE): 0Ba C-c',PEro.- Or- STm,?: 60

SERtausAkJ,zEcTt-o SwsD EiFEcTs INI SU3J4CTS PARTICinsTloG It[ PiE0J-=CT( IF SO STATE):
None

COnCLuvfns.
Pending application Of this Protocol to patients when 4151 is running satisfactorily.

PusLcAr~ons o.a ABSTRACTS. FY-82:
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DATE: 25Jan83 Vmq DRTi CNrr 4124 .jfSITinpui Ff- t

ST!RI.' DATE: 171DATE O= CQ-LETZO:1: ___________

K~EY 1:0-3S:
Timea CF xc Fetal Intensive Care Monitoring in a Long-range Continuing Project

PRI?:CLAL JNVITIC-ATICaSW: LTC James Haddock

AssOccATE h'wVESTrGAT01(S): T. Frank, A. Presblick, H. Skiba-Powell

FACILITY: WN-KC DEpr/Syc:. OB
------------------- --- ------------

kccumpLATivi jTGcASE Coin: Accut.-AATivE CanTr C osr: IkCCUWLAT[VE SUPPLY COST:

FY-83 HRUS: CONTRACT COST: uPPtLY COST: DATE OF CQMNIzrrEE APPitoyAL Oj:
___________ _________ Ponss REprORT EriB

STUOY O_3_JcECJE: ----To-accumul-ate a-d-ata ba-sed on -perin-atalout-coM-e in reat ion

to fetal heart rate and labor curve abnormalities.

nocii -C. Apxmcf: Each fetal tracing and labor curve has been classified

and catalogued. We have not entered these on disks as our computer support

has been ,go nni tha*prna-t

Ppmi~ss Daws FY-82:
As Above.

flLKBiRE OF SiJ3J:-CTS STUDIED:

Y-2L TOTAL (TO DATE): 9.500 BEFORE CcPLETIo.' 07 STUDY:

SPIOU/U:XPECED SI-DE EFFECTS IN1 SU3J-_CTS PARTICIPATUZ IN PP.JCT(1F V-0-N SO STArE):
None

CwncLU3 IOIS:

Pu8LIcAvrO. oa AssTRaCS. FY-82
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D,,TE: 25Jan83 I I..' [T N a.: 4129 STATUS" [trz.wJH X Fi:.

STARTI:.; ATe: 19T6 DATE OF CQX-LETU:i:__

TITLE CF PROJECT: Antepartum Fetal Evaluation of Noice Evoked Heart Rate Response
as an Indicator of Fetal Well-being

P j, (C[ AL S, T1.GATCRS): LTC James Haddock

ASSCCIATE INvESUTGATOR(S): T. Frank, A. Presbylic, H. Skiba-Powell

FAcILIY: MC 1 DEPr/S:c: OB

kc.=LTIvE MUSE COST: ACU-IAATIVE COITRACT COST: ACC'JLATIVs SUPPLY COST:
0 0 0

FY-8. MU.ASE: CONTRACT CosT: SUM..Y COST: DArE OF Cc.trr2 Apkiov 0-
0 k-UALt P?0oRt=sS REPc.ar 25 1_2

SrOy 03JECTIvE: To compare FHR accelerations spontaneously derived and evoked
as inacators of fetal well being through spectral frequency analysis of the evoked
responi. Th. f.rpptf h In,,,Ivmm nhtt' f't_1 '-l IM.u11inal from the mat.ernal abdomen

TCC. AP2ROAcH: which is now being done.

Pipos.q~ss kDuirr FY-82:

fti.s-19q OF SJ4ECTS STUDIED:

FY-82: 0 TOTAL (TO DATE): 0 BEFORE COUPLLETIO. O Sr,:Y: 100

S-R:Poujs'= xEcTw SrD= EFFECTS Inm S 3J-CTS PA.RTICIPaTItG Ifr Pi-JECT(IF I04NE SO STATE):

Pending application of this new technique.

PuB8L1CATION)S a? AssTRaCs. FY-82:
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DATE: 1 Noy 821 ]J UNIT No.: 4134 STATus- INTERIM FI_ XXX

STARTI.G DA\TE: NA DATE OF COWILETION: 15 June 1981

KEY IcVnS: Cervical Cancer, Radiotherapy, C-Parvum

TITLE CF PROJECT: Treatment of Women with Cervical Cancer Stage LL, LLS, IVA, Coinfin

to the Pelvis and/or Para-Aortic Nodes with Radiotherapy. 
alone versus Radiotherapy

,p 1 ,, munotherapy (Intravenous C-Parvum) (Phase III) GOG #24

PRI:Cr.t.PAL [IEST(.ATOR(S): COL.ROBERT C. PARK, MC, USA

ASSOCIATE ItIVESTIGATC.I(S): LTC HELLER, ADVANI, DORN

FACILITY: hW.R-PC DEPT/Svc: Ob-GYN Oncology Service

Accu,.ATrvE PE.i CosT: ACC AVE COzRAcr Cos: ACCIJ&ATIVE SJPPLY COST:

FY-83 ,FVE: COrN.ACT COST: Sd COST: DATEOF W1,,,ITTEr- fPROVALOF
._ ________ _-_ANNUL PRO_.R_-SS_ REPORT -

------------------ --- ---------- ------ -------------- - - -

STLIDY 3J CT1VE: Radiotherapy is the standard treatment for pa-t{i-jh--Fdvanced

cervical carcinoma. The goal of this project is 
determined if the addition of

_ eunanf _lI- .- q'-

The patients are randomized to one of two treatment 
regimens:

1) Radiotherapy alone, or 2) Radiotherapy plus C-Parvum 
. Amendment to the protocol

..... WV have e i eft -I Sfo,,nd 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)

NW3ROF S'J3Ja-CTS STLOIE: .322

FY-V: TOTAL (TO DATE): BEFORE COcWnETI(o. OF STU:y:

SERIOJSAkIEXPECTED SwE EFFECTS IN SUJ=CTS PAa TICIPATIr r; PRo.RrT( I ra. ,nxT 6 ratients,

bone marrow depression, 2 patients, fistula (bladder or bowel) 4 patients, radia-

LIIIIZ i.i, 12 ps ts Other complicatins not !isted, 238 p.!ribnts.

PUBuLICATmIOS OR ABSTRACTS. FY-82:

PROGRESS DURING FY-82 - 322 patients have been entered to the protocol

from the entire group. 19 patients 
have been entered from Walter Reed.

PUBLICATIONS OR ABSTRACTS, FY-81 - Presented at 2nd International Meeting 
on

Immunotherapy of Cancer at the NCI, 
28-30 Apr 80.

To be published in Proceedings 
of Imunotherapy Meetings.
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DATE: 19 Nov 82... . .. .. C T No.: 4139 S.. I.TER. F x

STARTI: DATE: 4 January 77 DATE OF CcOPETIOIN: 15 October 1979

KEY WP.pS: Endometrial carcinoma, Stage III and IV, treated with chemotherapy.

TiTLE CF PJO.L.CT: A Randomized Comparison of Melphalan, 5FU, and Megace Versus
Adriamycin, Cytoxan, 5FU and Megace in the Treatment of Patients with Primary Stage
III or IV Recurrent or RaiduAp EndnmItrial jrrinnmn (Phana TTT) OG 2$.
0

PRUt:C?AL I.IF.$TW.ATORCS): COL Robert C.Park, MC, USA

ASSOCIATE JnVESTIGATaq(S): He 1r- Advant i Dnrn

FACILITY: NW- C DEPT/Svc: OB-YN Otcology Service

-- - ------- --- ----- ------------------

ACCIJULTW .C[}C. CosT: kcuiaLvE CcTR cT Cost: kcu ,u rzv $JPL COST:

PY-83 iUS'CA: CWTRACT CosT: SUPPLY CosT: DATE w.- Co.,i rrEE AIPPR 1AL 0:
Smo, ..ZA i h .L PP0aqns; REPORT E

Si -uY 3JECTIE: 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.

'E.,C&;.Cj itPROAcH: 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.

PROGrE-S USIzrG FY-S2: 358 patients were entered into this protocol. For mhe entire
group 309 patients were valuable. Two patients were entered from Walter Reed.
One was valuable.

ILXISER OF SIJ3JECTS STUDIED:

FY-82: TOTAL (TO DATE): BEFORE C'.PLE.T[4 rr- Sm-y:

SEPIOUSA IEXPECTED SIDE EFFECTS IN SU3j=CTS PARTICIPATMtG INl PROJJ-CT(IF riE S STATE):

There were some hemotologic toxicities in 10. patients and 3 drug-related deaths.

C OCLusmOns: 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.

PUB.ICATIO.IS ai ABSTRACTS. FY-82: Manuscript has been prepared and will be submitted shortly
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DATE:1 9 Nov 82 M-. NIT (,o.: 4140 i rNs NTE[VII XX F i.

STRTI-;G DATE: 25 Nov 80 DATE OF CQOMLETIOI: Unknown

KEY Cv.S: Endometrial carcinoma, Stage I and II, surgical investigation
TITLE CF PpeoLCT:A Clinical-Pathologic Study of Stage I and II Carcinoma of the
endometrium" GOG #33

PRft:CAL IW STIGATOR(S.: COL Robert C. Park, MC

ASscATE Ir.,VESTIGATO(S): Heller, Advani

F cILI-Y: IR" I DEPT/Svc: OB-GYN/GYN Oncology Service

Ac'cum-AT!VE RE. COST: [ACCI'ULATtVE Co:;TRACT COST: ACCLY1uLATVE SUPPLY COST:
NAI B NA•

FY-83 MUDCSE: Cow~px~r COSr: Sj-Ppt. Cosr: DArE O'F CC't.1rrE1 APR'fi2518
NA NA NA A.kNaIu PRsnRss REPORT 1983

~~~- - --------------------------- ------------------------------------- ---SrDY 03JECT[E: To determine the incidence of pelvic and aortic lymph node metastasis
and the relationship of these node metastasis to other prognostic factors in Stage I
arA 1-1 -o-apm6 -f the eademonositmk A All pma-erXt- W..jh Qtimgp T nti TT igndometrial

See below -*e admitted to this protocol which will involve a surgical procedure
and pathologic followup.

PROoRss DiJmrn-FY2: 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
fL&-sER OF Su3J-CTS StUDIED: entered 68 patients of which 49 were evaluable.

FY-82: Unknown TOTAL (To DATE): BEFORE CO'.-WrIO, OP STU0,Y:

SRIOUS/Ut.-EXPECTED SI-DE EFFECTS IN S1JJ3=CTS PARTICIPATI1G If! PROJECT(IF I, SO STAT): 530 patients

experienced no complications. GI injury or obstruction noted in 15 patients. GU
Ca,1CoUSO.1S: injury or tistula was noted in 3 patients. Fulmonary -mbutll was noted in

8 patients. Evisceration was noted in 3 patients. Death was noted in 2
see below patients. Hemorrhage greater than or equal to 1000 cc's was noted in 18patients.

U sLICATIONS O. ASTRACTS. 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-
aortic 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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DATE: 19 Nov 821 WOW MN(T JJO..414 1  STATUS" ['M11R1 XX FH;

START,',G DArE: 22 Aug 78 DATE OF C".LETION: Unknown

KEY JR.S: Stage I and Occult Stage II endometrial cartinoma treated by Adriamycin

TITLE CF PROJECT: A Randomized Study of Adriamycin as an Adjuvant after Surgery and

Radiation Therapy in Patients with High-Risk Endometrial Carcinoma, Stage I and

Occult Staze II, GOG 34.

PPI .C..L I.wF;STIC.ATOR'S): COL Robert C. Park, MC

ASS.CuATE ]t!VESTIGATO.R(S): Heller

FACILITY: MUNC I DEPT/Svc: OB-GYN/GYN Oncology Service
-. - -- - - - - - - - - - - - - - __ _ - - - - - - - - - - - -

kIXmUAT iYE if20CASE. COST: kCCw4tAA~t!VE CoNrrRACr COST- - kCCW.MLATWEE SUPPLY COST'
NA NA INA

FY-83 ilEMSE: CONTRP.ACT COST: &UPPLY COST: DATE OF CCM.4ITTEE PPRi(Er A . 0i:
..---A.. 1A I 11.U. PROGRESS REPORT

STUDY O3JECTIVE: To study the differences in morbidity in patient's-suvrVa
as functions of various tumor growth patterns in a patient with poor risk endometrial
c -.n.cr.-
'T7cHHCA.L kPROACH: Patients are selected for this protocol by extend of disease

determined at surgery. Those who have greater than 1/2 myometrial invasion or pelvic

or par-r nd inual nment or mic~rosco2pic evidence of cervical involvement will

See below** therapy. Following this, there will be randomization to Adriamycin

or no further treatment.

NUSER OF SU3JECTS STUDIED: Approx 75/yr for four years.

FY-82: TOTAL (TO DATE): BEFORE CCPLtETION- O- Srj.y:

&RIOUS/JE'E ECTED SIDE EFFECTS IN SUMJECTS PARTICIPATIG IH PiDJECT(IF I-,',_ SO STATE): There have

been no complications noted in 52 patients. There has been a bowel obstruction noted

CONCLuSIONS: in 2 cases dverse radioaherpy effec' . 2 m :re inia.A r s have been

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.

PUBLICATIONS m. ABSTRACTS, FY-82: None

PROGRESS FY-82 Amendments-Discharge summary was required as part of the

patient forms to be submitted after January 1981. Correction 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.
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DATE: 19 Nov 8 21 NW~ UN IT (,13.442 STA~TUS:INTERIMl XX Fv

START I..G DATE: 27Se 7 ATE CF COWIETIO1:Ukow

KEY Wus: ICRF-159 in advanced pelvic malignancies.
TITmE cF PROJECT: A Phase II Trial of ICRF in Patients with Advanced Pelvic

Malignancies - GOG 26-G

PRICN?.A. INIETI.ATOR(S):. COL Robert C. Park, MC, USA

AssociATE !IMVESTIGATORq(S): Heller

FACIL ITY: WMPrC DEPT/SVC:

--------------------- - - - - - - - - - -

STUDY 0sJECTIVE: To determine theefficacy of ICF19in the treatment of
advanced pelvic malignancies.

TECIQ4ICAL A!"PRO.ACH: Patients with histologically advanced and recurrent and persist-nt
metastatic or local gynecologic cancer with documented disease progression wi be

PROGRs WR DPING FY-82: A total of 69 patients have been entered '*. the enriiq COG.
6 patients have been entered from Walter Reed. As of Nove g. "O patif Ot.i with

~guanI~e 11l carcinoza of the cervix are not eligible for~ -ntry. Patients with
11?1WASER OF SU3JECTS STUDIW: epithelial carcinoma of the ovary as of June 80 are no longer

25 eli ible for entry. FEC
FY-82: TOTAL 0 DATE:BFR 01PLTIN FSL-y

SEP 10ULi!XECTED SI-DE EFFEcs IFI SuJ3.--crS PAITICIPATII!G Irl PROJECTCIF NX'zE SO STATE):
There have been no serious unexpected side effects.

CON'CLUs1OM:S: 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.

PuuBLcATiCIms OR ABSTRACTS, FY-82:
Abstract-C-414-ASCO-May 80
Manuscript - Cervix- Submitted 4/22/81 to Cancer Trreatment Reports

A manuscript for epithelial tumors of the ovary will be prepared.
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DATE:19 Nov 82 IoW IT Na.:4143 STATUS: . FIN:TL Xx

STAXRTI'. UATE: 1 November 1978 ,ATE OF COPtETIONi: 3 August 1981

KEY Wozs: Local excision, cryotherapy, CIN-1, 2, 3.

TITLE CF PPOJ.CT: A Randomized Comparison of Local Excision Versus Cryosurgery in
Patients with Limited Grade 1, 2 or 3 Cervical Intraepithelial Neoplasia-GOG 31.

PnlML?& INiV'STICATOR(S): COL Robert C. Park, MC, USA

ASSCCiATE I, IVESTGArOR(S): Heller, Advanti

FACILI-Y: W'RPC DEPr/Svc:--- - .----- ----- -- -......
kcu. mLAT VE IDCAS COST: CtuoATmV CO:;TRACT COST: CCU;1JLiATiVE SUPPLY COSr:

N NA -NA
FY-83 IFJWCE: CC4TRACT COST: SUPPLY COST: I DATE OF CUi'.,:T7E,: APPRC.L OF

& NA NA kmaNN PPos-=ss REPORt F :2 5 1983

STUDY O3J:CTIV: To evaluate and compare the immediate and long-trmc e°WecE-Iveness
ot outpatient cryosurgery and outpatient local excision in the treatment of limited
rpiryire intraopirhl4nl naplnnl a (CTN) Crado 1- 2 or 3. Patients are then

1ECH.;.C_ PPOACH: randomized to prospective studies.

Patients are randomized to one of two treatment arms: 1) Outpatient cryosurgery or

o To date there have been 500 patients entered into this protocol,
198 of them are evaluable.From Walter Reed 48 patients were entered into the protocc

t FiioJEcIsThD,-D: 500

FY-82: TOTAL (To DATE): BEFORE CO PLETION- OF STU:Y:

SE~totU$/ kt=EXPECTED St.DE EFFECTS INl SU3J -CTS PA.TjCP , jrI G Il PROJCT(IF NO NE SO STATE):

None

CON.'CLUSONS: None (Because of inability to follow patients after initial treatment,
This protocol has been closed. This protocol was terminated on 29 October 1981.

PUBLICATIONIS at ABSTRACTS. FY-82: Manuscript published in Gynecologic Oncology

October 1981, pages S302-S305.
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DATE: 19 Nov 821 VW, IJIT No.: 4144 SIATUS: !NrRIM F_::_:_Xx

STARTI..G DATE: September 78 DATE CF C01t.ETIci: 1981

KEY Vbpzs: Surgical conization, cryosurgery. CIN-3
TITLE CF POJECT: A Randomized Comparison of Surgical Conization versus Cryosurgery i:
patients with extensive Grade 3 Cervical Intraepithelial Neoplasia (CIN) COG 32.

PRtt;C[?AL . :!ESTIGATOR(S): COL Robert C. Park, MC

ASSOCIATE INVESTIGATOR(S): Heller, Advanti

FACILITY: W,''KC DEPT/Svc:

kCu.UIATivE rEkS ot aCCIl-AT EE CC:nRCT COST: FACCI.MVULAT I VE SUPPLY COST:
NA INA NA

FY-83 FFMK: COr.,f[ CosT: &JpAy COST: DATE O= Cc v;rEl iPPROCV,_ 0;
______ h'#wA.L Pposss REPORTE 2 5 19

------ --------------------------------------------------
SrjoY 3jEcT_%,E: Standard treatment of patients with cervical intraepithelial neoplasia
Grade 3 would be in-hospital conization or in-hospital surgical hysterectomy. The

r-ose of this study i to eual-,-,ad .n..i. f-k ;n.,Peeiate and Iona-term effect-
k:APPROACH:iveness of outpatient cryosurgery to the standard cold-knife conizati

in the treatment of extensive surgical intraepithelial neoplasia (CIN"
Cr.rap I in a randnmized prospective study.

PROGREss DuiRiti. 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.
tiM'SER OF SU3J ECTS STUDIED: 118

FY-82: TOTAL (TO DATE): BEFORE CO.,LETIO; O. STLUY:

S&IOUSAJkjExECTED SI-DE EFFECTS iM SU3J-CTS PARTICIPATIM:G Iln Pr:,oJEcT(IF S~N _ so STATE):

None

CO.CUIO.1s: This study was terminated early because ot tne inabiiity u ubtain
adequate followup of the majority of the patients. No useful information is
likely to be forthcoming. Protocol was terminated 29 October 1981.

PU8LICATIMS 0.1 ABSTRACTS. Y-82: Gynecologic Oncology Part II, S302-205 October 1981.

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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DATE: 19 Nov 821 j o Ut .r NO.: 414 5 StTus IrIj XX Fi: ,_

STAqTI:.G DATE: 22 August 78 DATE CF COM'LETION: 1983

KEY 1 bms: Early ovarian carcinoma, Melphalan versus no treatment

TITLE CF PROJECT: 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

PRtMCI?XL 1r'EST[GAT0R(S): COL Robert C. Park, MC, USA

ASSCCATE INVESTIGATO(S): LTC Paul B. Heller, Advani

FACILITY: 'IR N DEPT/SVC: OB-GYN/GYN Oncology Service

kCCU.' ._ATIVE PGCASE COST: AcCUJLAT[V C:;TRAcr Cosr: ACCtuwATVE SUPPLY COST:
NA NA NA

FY-83 V'F .: CWtoit COST: ASUM ST: DATE OF Cci',MlEE APPRAL OF
PIA_____ I_NNU PROS2rass REPoRt f

STUDY O3JECTIVE: Scattered non-randomized studies employing alkylating agents, chemo-

therapy have reported 5-year survivals as high as 90% in patients with Stage I

0 i r- -inea. Ufirtu-e z ly, :h -.- riiA 2 r. the MmAll numbers, and
1Eoim4-Vi., -PP.OACH: the unavailability of detailed pathologic information make the

definitive conclusions of these studies impossible. It is the purpos
of #he P_ t 'qiprAj' . . , n p-- minp the value of chemotherapeutic

PRoqzzs DjuRmrG FY-82 0rophylactic therapy after surgery in definitive staging in patients

with Stage lai and IBi ovarian adenocarcinoma.

HILMER OF SUSJZCTS STUDIED: Approximately 110.

FY-82: TOTAL (TO DATE): BEFOPE CeOPLETro.' 07- STUDY:

SEPRIOUSUSIEXPECTEO SI.DE EFFECTS IN SU3JECTS PARTIcIPATI1G IR PROJECT(IF NONE SO STATE): There has been

one death. This patient possibly had pulmonary emboli. She had no evidence of disease

f or h e o uf dea, . N, relap have rbee-p r--t d 140hOUGr *-o"0o- I patients have

been lost to followup or refused 2nd look surgery.

None

PUBLICATIONS oi ABSTRACTS. FY-82:
None

TECHNICAL APPROACH: Staging laparotomy and TAH, BSO is performed after which the

patients are randomized to one of two schema I) 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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DAT19 Nov 82 1o IT No.: 4146 1rATUS: IITE R 1 xx Fi,

STARTI:NG DATE: 22 Aug 1978 DATE OF COWqLETI10: 1982 or 1983

KEY 1;0RDs: Melphalan versus radio-isotopes in selected early ovarian cancer

TITLE CF PRoJecT: A Randomized Comparison of Melphalan versus Radio-Isotopes in the

treatment of patients with no microscopic residual disease, having all stages IC and

II (A, B andC), and of selected Stages IAii, and IBii ovarian cancer. NCI Protocol
7602

PR:CIPAL lbr.STICATOR(S): COL Robert C. Park, MC

AssCIATE INVESTIGATOR(S): T.T pr,,1 P apul- Mr: Advani

FACuLITY: 1r.E D[pr/S':C: OB-GYN/GYN Oncology Service

ka~c.-RATriviE ECA COST: kC~LILLAATIVE CC:,TRACT COST: I Acu.-uLAT1V= SUJPPLY COST'
NA NA J- NA

FY-83 irEDXAS: CO~ree COST: SUPPVACOST: IDATE OF CC:-M.1flEE k*RM'AD
A I -'.f. PRiO'R=SS REPORr h g5 M3

STjoY 03JEcrv: Mean 5-year survivalf of 39% with operation plus radiation. 24%

survival for those treated with operation alone in Stage II and poor prognosis

State I senes i -ith minimal rzji -Ial dis--. In sese _ucce_'-ef series, 30-40%

f die of recurrent ovarian carcinoma despite surgery and subsequent

radiotherapy. The purpose of this study is to compare the usefulness of Melphalan

.ch.thers . in ;itr-1..bAQ--;mi1 .Aio-at_,, xPkhfh.,. in r0tectable stage II and
PNo.sas DJt~rtif FY-82: poor prognosis Stage I patienUt
There have been 60 cases entered to the protocol through the GOG.

WI'R OF Su3JeCTS STUDIED: Approximately 200-400

FY-82: TOTAL (To DAT0): BEFORE COM.PLETIMM OF STUDY:

SEPIOUS/U'EXPECTED SIDE EFFECTS IN SU3J-TS PAI. IC pt, TM IN PROJiCT(1 N . s. STAT_): have
been 8 deaths reported. One patient diea wit b no evidence 6 aisease There

with a CVA. I patient was randotaized to P32 and received Melphalan because the

CO:.'U$i1S: isotope could not be injected. This patient relapsed and died. 13 relapses
have been reported.

None

PuBICATIONS O.a 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 I)

Melphalan or 2) Radiosotope. In the case of residual disease in Stage lIB and IIC

lesions, the patients will be randomized to 1) Pelvic radiotherapy and Melphalan or

2) Melphalan alone.
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AT:19 Nov 8 NT~.4147STus TLa__

STARTI:. DATE: 15 Nov 78 DATE OF C01PET10on: 1983

KEY lIoRs: Surgical pathologic study, squM~ous cell carcinoma of vulva
TITLE CF PROJECT: Surgical Pathological Study of Women with squamous cell carcinoma
of the vulva COG #36

PR~f:CI?AL ht.'r6TICATQRCS): COL Robert C. Park, MC

AssqciATW MEST[GATORCS): Heller, Advani

rrit -Y: WR91C DEPT/Svc: n

--- --- ---- ----- - ---- - - - - ----- -

Sruo- OJyCIVE: ToDAS deSTerin k -t validity O T currentV SUIPL stgn OTep: ooi

devlopmn of urter rotcol To determine the morbidity of primary radicgigoth alosger

F~s RDmn F-K2: There have been 429 patients entered from the entire CdOC of whom
284 are evaluable. Walter Reed has entered 1 patient to this protocol.

flW43Ea Oi S'J3.J-CTs STUIDL: N/A

FY-82: TOTAL (TO DATE): BEFORE CC.W.LETI0. 0.: STUDY:

S.-Ricus/kiEXPECTED SiDE EFFECTS M~ SUECTS PARTICIPATIG INl PROJECTC F NONE SO STATS): Severe

lymphadema was noted in 2 patients. Death was noted in 5 patients. Myocardial
f~jE#c~~pwas notea In one Patient. k'neumonta noted iLL 2 ilai rf.. nary emboli

Lr.noted in 1 patient.

CONCLUSION: Too early for conclusions;

PUBLICATIO.'S OR ABSTRACTS. 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 Ision. 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.
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DAT:19 Nov 82.1 LlnmT tflC.4l48 jJ'T S INTERh0cX F iA

STARTUX. DATE: 15 November 1978 DATE OF Caf-LETIONi: 1983 ___

KEy I;0pDs: Randomized study, squamous cell, vulva carcinoma, positive groin nodes.

TITLE CF PROJECT: A Randomized Study of Radiation Therapy Versus Pelvic Node Resection
for patients with invasive squamous cell carcinoma of the vulva having positive groin

PRIN~CIPAL. hi,'STIC-ATOR(S): COL Robert C. Park, MC

Asscc(ATE lIVESTrGATOR(S): Heller, Advani, Dorn

FACtLITY. MI DEPTr/Svc: maNry rn
kaCCWMrATIVi iEOCASE COST.-: Accu-'4LATIVE CC:;TRACT COST: IACZUTVESUPPLY -------

NA NA INA

FY-83 iSECAE: CONRACT COST: SUPPLY COST: W~E OF CcIN.' EE APPROVAL OF
NA NA NA h#ux'.. Pno:m'ss REPORT F2 Q3

Sm------ --- ----------:--To---o--deter--mine------the---benefit --- and' morbidityo ofeerineth beadding mrbdiadofadinga tiveiv
radiotherapy to pelvis and groin in patients with positive groin nodes at radical

091D~Id bitLtCL~l KL UJ.R i~.~~. nrae
__________-All patients with primary previously uteedhistologically confi:

med invasive squamous cell carcinoma of the vulva, such that radical vulvectomy
ff.., 0.. vopl all the le:c.l lesiso and whose surgery revealed m~ade. in the

- 0 th idescontaining metastatic carcinoma. Patients will be randomiz(
after a radical vulvectomy plus bilateral groin nodes dissection to one of two regimeE
Nopoti:e vedes-hi atient will be take' of studyh Pnasi nndg-tha 2atient is to
bh % Ifc1Wiiiien. 1 including Pelvic node dissection or regimen, 2 including
bp.ral groin and *kieq*1) rradiation. BEFORE CPO.PLET[ON OF Srjny-:

compEting a ioterapy i ( ~ W a a~S STAorE): In those patient!
noted. Also 1 incidence of bowel obstruction in a pt completing radiotherapy has

CO:CUSS: been noted. There had been 20 wound infections noted. feensbe
incidence of moderate lyinphadema.

Too early for definitive conclusions

Pusuwiwins OR ABSTRACTS. FY-82: None

PROGRESS DURING FY-82 A total of 65 patients have been entered in to the protocol.
To date none have been entered from Walter Reed,

NO. OF PATIENTS TO BE STUDIED prxmtl 0

442



DAr:25Jan83 I I!K Unt Tr1.: 4149 ISTATUS: IIITPeEW x Fi.Ls
SURT I.!; DATE: 1979 DATE OF CGV-ET1c:t:

Taiu a? hc.cr- Automated Detection of Feati Heart* Pattern Abnormalities

PRftrCEPAL .VSTGATCRCS): _LTCJame.Haddock.-

* AssCwrTE IMESrTCiTRo(S): Presbylid&, A-. ;;'Frank i, :Skiba:-Powell, 1...

___tw:M% DIPr/Svc: OB

* kO.-RJLATIY PEM COS-T: kO)tU-AATEV- CC;-TRACT C03r: A C$:JIV=- S.iJpe.xy CMS:

FY-3 EWU& CammTaCt Cost. SumPy Comt DATE Or COM-4uirrE' kPP,-NAL5-
___________A ______ wUm PpCro~aSS P"McTr FEB 2 5MAI

Srjoy O3Ja-crivsE:.
To developfa comput~r.-program'.to recognize fe~al'heart rat~e pattern anomal'iesDi-
flag7 them for medical staff.
rhcw.;ve.. A.PRo01:

Same~ As above.

*PR~q:Ss iDjRltr FY-87_Xhis hag. been a low priority item since we hired a part-time
consultant 1a9t year becatase (1) other items have been more important(k)connection

* to this research domputer'still has not been made(3)others have these at a soph isticated

iportnt
FY8:Tor~A (m ATE: .c B~CtEr(Cj OFSr.. 1400/yr

SECpIGUSrncEo-F SFOE E-PECrS ItI SUJzCTS PMr1Icfp,-rIHcG IC PsioJZCT(I Vr p So SrATc);

toKU3LlS he technology,-to read FHR traces is still in its infancy. Any applicatior
here would'involve further developmentand modffication. I believe this can be done wKittl

* -local'persopinelr following the delivery and insta-llation of our cable Whiebh Mr. Tura
promises will be aceomplished before the end of Mar 83.*-

* PuLIaTropis ce AssmRcTS. FY-82:
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WAe: DJaI3  T (13:. "1'0 Sraus. I tTftli x F i::,L

STA1T1*-J3 DATE: Sep Si D,;r- CrF Ca~-ETIcI:

1"EY lbns:
Tau a pcj.cr: On-Line Inepeainof Labor Curve Abnormalities

P~!~r?. l~,STWTORS) LTC Jpmes. Haddock

AsSOwAe kNEsnaamo(s): PresbyU.&kI,- A:-, Frank, Skiba-?.awelY,*{ -H -

&ZELIT: MR:Da&rSvC: OB

AccasmLATivaE MCS COST: Accu-A.ATivei CamAC Coss: Ack%-AUATvS _- x o

* rX STY 3.SCrIVE: To correlate'labor .cueve abnormalities with uterineT; a7vity arid, t o
investigate -the. effect of therapy :*here uterint* activity ,has beech noiMalodral

1iCI. ApxOA0H: Uterine activity, pelvic exams, and therapies'are entered
* automatically and .by hand. on line, to the CB Research Computer. The computer is to
* bg- orogtammed t-o 6erform the above functions.

Pamnass ii;'FY-82 The development of the-program has been the chief task of Mr..
Prisbylick. W taeencountered considerable-difficuilty in cabeking Our monitors
tn. hbe nmp.tiI i. cnnm hu&tdrtnd the c-ontract to do this has finally been signed.

* Ikisi OF &JgJ-,CTS S'rwiD:

________ loTAL. (To ~ttm): .BMSvo Cc tLErioW W. Sruw: TO

&-PItdP1-XECTEO SloE E,Crs ill SMJJCTS PARTICIP -rzgG Ill PMIziCT( IF .: So A srT_):
None

hiua.cArranas m-4 Assmicrs. FY-Q2:
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D,;Tg:25Jan 8 3 Io~UT_~ (to,_411_Sums.______

STARTI:.- DATE: Jan 81 DATE OFr COfLTIC*

Tzn.. CF PitoJZCT: EryReliable Deeto fFRVariability by Adoptive
Digital FilterIng

PRtrc?*. !WIavicGA=' 1-) L.TC J~mes Haddock

* ASSOtA-TE JM-iSTrrT0o(S): Frank, .T',-~ ylc~. Skiba -Pawelrlt ~~.h

Aca~.ATiva E W COM: Acmv"~TtV5 CMCITAACT Cos.T: AC~LTV I'L o

PFo-s MU&:c' Comriqx: The c mputCris prog aTZed the eqmipmen elre n

Fry-2 0jzrv- pOAL (mn-:.0 kO. C~.TOiO v~:

mCof.i- PMsro ai: .Thprgres shagnapl iscbilitt eaoher procse yaoti an

'digital.- . .erl-g.

PUIlICArOS IR BSTC FY-82: ecmue sporme* h qpetdlvrd a~

functioing.*We3ti1 ned-cblig~t thecomute putin lac thrdit Mr

Thransofie u w ~v'ese apifes nth ror445ous~vs



DATE: 19 Nov 8 o LJTf.:4152 FSAh:!rERLN XX

STNEM:.. DATE: 21 Nov 78 DATE OF EWLETI:J: Unknown

KEY J13pDS: Phase II, Maytansine, pelvic ma ignancies
TITLE CF PROJECT: A Phase II Trial of Maytansine in Patients with Advanced Pelvic

Malignancies - COG #26-H

PICIPAL ItNESTIC.ATOR(S): COL Robert C. Park, MC. USA

ASSOCIATE I1VESTIGATO(S): Heller

FACiLITY: 1"W DEPT/SVC: - Mevc

FY8 PRE OACH TCOT:pan P Y diSeas site per drugstudEId. The-A deigF llw

advanced mai:gnF8:an ttlcf6ptins have been entetohghpireint o the otocolent fro

the entire GOG. This study is closed to squamous cell carcinoma of the cervix
anA gpii-hplial tinorg of rho ovary. Accrued continues in other catogories.

UlM4BER OF Su3JECTS STUoiED:25 Patients in each category of diseEse.

FY-82: TOTAL. (TO DATE): BEFORE CO-4-LET ION- oF STr,, Y:

S-epiousAJEPCTED SI.D= EFFECTS IN SU3JECTS PA.RICIPATIN:G Itt PROJECT( IF r SO STATE):

None

CoM:CLU3ION3S: Maytansine has insignificant activity against squamous cell carcinoma of
the cervix and epithelial tumors of the ovary. Too few cases have accrued in other
categories9 to cosmment. 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.

PuuiCAIOS OR ABSTRACTS, FY-82:
Abstract - ASCO, C-420-May, 1980 (Cervix)
Manuscript - (ovary) American Journal of Clinical Oncology, In Press.

Ma . ix) mcrian Journal oimicla OncloK In Pe
W I iitf arnieappears e smiar o vic ahlis 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.

446



1ATE:19 Nov 821 wa, U Ur " 4153 !STTUS: !NTERINXX

STXRTI.G DATE: 19 ., 17R - DATE OF C0aILETiON: Unknown

KEY ;UPis: Phase II, Baker's antifol, advanced pelvic malignancy

TITLE CF PROJECT: A Phase II Trial of Baker's Antifol in Patients with Advanced
Pelvic Malignancies - GOG #26-F

PnI:cE.r._ l:w"eST(CATOR(S): COL Robert C. Park, MC

ASs.CATE INESTICATOR(S): Heller

FAILITY: IC DEPT/Svc: ny-rNy!n,,,, iZy

ka,.rUATIVE 'EDCA&E Cosr: Accump-AT[VE CONTRACT COST: ACCUULAT[Vy SUPPLY COST'
NA NA

FY-83 iC-SME: CONTPACT COST: SUPPLY COST: DATE OF CC'IITTEE APPROVAL OF
NA.. NA NA k4UAL. PP o.-Rss REPORT

STUDY Q3JECT[VE: To determine the efficacy of Baker's Antifol inpiE - E whose
advanced malignancies have been resistent to high priority methods of treatment. A

- t,-nn (n ppn nf dpan 11 ps-d involving 6 sample size of 25 evaluable
IMCHN;iCAL APPOACH: patients per disease site per drug.

See below
PRcsRESS DURIfiG 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
1tLM,3ER O3F SIJ3JT--IS STUDiEDi: ovaries.

patients per disease site.
F-: fOTAL (TO DATE): BEFORE CO,'.ETFO, 0- STUDY:

SEP.IOUs/UIIXPECTED SI-DE EF'ECTS IN SU3J'-CTS PArTICIPATIG IN PROJ-CT(IF .. E. SO STATE):

Some Grade 3 mucocytis has been observed in two of the patients.

CO:CLUSIO. S: 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.

PUBLICATIONS OR ABSTRACTS. FY-82: Abstract-ASCO-C47, 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 blood 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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DATE: 19 Nov 821 1 4I t. O. 4154 STRTUS" [,T.R1- FI: . XX

START I.G DATE: 9 rb 1979 DATE OF COM-LETIO'I: 1 April 1982

KEY Ras: Cis-Platinum in advanced carcinoma of cervix, Stage III

TITLE CF PROJECT: A Randomized Comparison of Cis-Platinum 50 mg/N 2 every 3 weeks
versus Cis-Platinum 100 mg/M 2 versus Cis-Platinum 20 mg/M2 Day X Five in the Treatmen
of patients with advanced carcinoma of the cervix (Phase III). GOG #43.

PRIN:CIPAL I.!'STiGATOR(S): COL.Robert C. Park, MC, USA

ASSCIATE IIVESTIGATOR(S): LTC Paul B. Heller, MC, USA

FACILITY: 6WE DEPT/Svc: OB-GYN/GYN Oncology Service
------------ ------------------------ ---------------

kc..ATivE MUDCSE COST: ACCUMULATIEVE CC:;?RACT COST: CtJ";ULJT [ VE SUPPLY COST:
NA I N A I

FY-83 f~CS:CO'TRACT COST: &PPLY..OSr: DATE OF CCM.111rrEE (AppvcQANNUiA PROGESS REPORT /E i2 5 1983

-------------------- - - ------- --------------- -

STmY 03JECTIVE: To Confirm the effectiveness of Cis-platinum in advanced and recurrent
therapy or surgery. To compare the frequency and duration of response, and adverse
effz: ef D-- t.ere--- z s in tr.. eez dif.ervznt doses and re-_emn, s d alps. To

See below ***10CHN2P2PROAcH: evaluate the roles of serial determination of serum carcinomoembryoni
antigen (CEA) Levels and determining extent of disease, response of treatment, and in

P-oE33 ks- tr- FY-82: There have been 581 patients assessed to this protocol from the
entire GOG, 476 of them are evaluable. Walter Reed has assessed 20 patients to this
protocol.
fIIBER OF SJSJ-CTS STUDI : Approximately 175/yr

FY-: TOTAL (TO DATE): BEFORE C: C.ETION O. STUDY:

SERIOUSAJNE*ECTED SIDE EFFECTS IN SUB3JECTS PARTICIPATIhG IN POJECT(IF O.NiE SO STATE)' TGerhave
been 19 Grade III WBC toxocities. There have been 47Grade III, and 6Gra e
v-t-t-t Iiti.. . Thare ha:e 'been 43 Gr ad' TTT C.T ictle and there have been
tO 'JCL fS:'3"Grade IV Renal toxicities. There were 3 Grade III neurotoxicities.

There is no difference in theefficacyof 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.

PuBLICATIONS OR ABSTRACTS, FY-82: (Abstract) C-425,April 1982

TECHNICAL APPROACH: Patients who have histologically confirmed local, advanced
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.
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DATE: 19 Nov 84 14oZ NIJT No.: 4155 rS',FUS: fTw.I XX F____3

STARTI:.G DATE: 9 Feb 1979 DATE OF Co-LETIOI: Unknown

KEY; ;,.os:Vincristine, Actinomycin-D, Cyclophosphamide, germ cell tumors of ovary

TITLE CF PRoJECT:Evaluation of Adjuvant Vincristine, Dactinomycin, and Cyclophosphamide
therpay in Malignant Germ Cell Tumors of the Ovary after Resection of all Gross Tumor
(Phase III).

PRIN:CIAL [!&rSTGATOR(S): COL Robert C. Park, X:, USA

ASSOCuATE IfIVESTIGATOR(S): LTC Paul B. Helier, MC, USA

FAcIL!TY: W."'C DEPT/SVC: OB-GYN/GYN Oncology Service
- -.---...... ---- - ------------- --------

I co COST: / kUT COST: IAccwuu, vE -UPPLY COST:
NA NA / NA-

FY-83 PE %Z CONTrR COST: SUPPItCOST: DATE OF Ccz'ruI-TrFE k1PROVAL OF
-h.'wU .. PP.OsRESS REPORT

-------- ------------- - ----------------------- ----------------- - - ------STUDY 03JECTIVE: To evaluate the effect of combined prophylactic Vincristine, Dactinomy-
cin and Cyclosphosphamide (VAC) chemotherapy in patients with endodermal sinus tumor
eq 1.-In. aC.i.- t"r e--z.- (CGt 4 2 land 3), 'hori _ . and malignan
I Oi.L .0r ,PROACH: 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 alphafetoprotein
(CA ) and h .m.a. chariani', m Cad- r-phin (hptA 1HC'() whin thpap arp present in
PRO SRESS DJRIG FY-82: predicting response and relapse.
There have been 59 entries to the protocol in the entire GOG. 46 of them are presentl
4 ,o1 'g natipnra haup h01n Pnterpd from Walter Reed of which 2 are evaluable. 17
NLRO3ER OF J3JECT T STUOLED:patients with immature teratoma have be n entered t5 of e
have had pathology review. 1 o these are clinicaTly tree o disease with a ol owup
FY-82: TOTAL (TO DATE): BEFORE Ce, ET O 0.-- STUDY:

SERIOUS/ ;-EXECTED SI-DE EFFECTS IN SU3JECTS PARTICIPATIG Iff PiROJECT(IF -:,E SO STATE):

CO,,CLuSIoNS: It is too early to draw conclussions,

PUBLICATIONS Oa ABSTRACTS. 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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DATE: 19 Nov 8A Wo IT /, 4156 S [TER XX FI;:;.

STARTI:.X DATE: 29 June 1979 DATE CF CO'-LETIO:I: Unknown

Advanced germ cell tumors of the ovary treated with Cinblastine, Bleomyci
KEY oas: -nd CiA-Pl-tin ".
TITLE CF PPOJ-:CT: Evaluation of Vinblastine, Bleomycin and Cis-Platinum in Stage III an

IV and Recurrent Malignant Germ Cell Tumors of the Ovary (Phase III) GOG #45.

PRzjNcWAj. I.IESTICATOR(S): COL Robert C. Park, MC, USA

ASSOCiATg I.VESTrGATOR(s): LTC Paul B. Heller, MC, USA

FACILITY: ,J .C I DEPr/S;,c: OB-GYN/GYN Oncology Service

kC ?x(,.JLAT[VE F[OCAS:. COST: tC4tL.J.ATIVE CC;RACT COST: ACCUU .LATIVE SUPPLY COST:
NA NA NA

FY-83 f'Zc.ASE: CawrnicT COST: SUPPSIYCOST: R DATE OF C.1I,-EE PPRO,
VI A hu. Peo ss REPor '2 5 M.3

STUoY 03,JEcTi : To evaluate the effect of 4 cycles of combined Vinblastine, Bleomycin

and Cis-Platinum (VBP) chemotherapy in the management of patients with endodermal

si~ bry -ne! a- .in.------ i-ture trat-m- (8=ll grdse), charlzcarcinoma, and
CH. . P.OACH: malignant mixed'germ cell tumors of the ovary with advanced or

recurrent disease, incompletely resected. To evaluate the role of serum markers,
@Gpe,- 0 I's ,-Ic -at-,.o-ain and human ,hr-,nic ,adorr-ph'in when these are present

Below** FTiLi1 &!i " onse and relapse.

See below

,,IrisE OF &J3JECTS STUDE-D: Approximately 15/yr

FY-82: TOTAL (To DATE): BEFOUE CC*PLETIO;, o, STmDY:

&EPRIOUS/U f1-_X-ECTE0 S1.D EFFECTS [EN S'J3jeCTS PARTICIPATi(G Ifl R.OJ-CT( IF 0, SO STATE): There have been

28 patients who have had moderate or severe WBC toxocity. There have been 4 patients

U.,.Face to severe pldetet toxiciLy. TitL h a.v bee 7 n; -tie_ ith moderate
or severe GI toxicity, and one patient with moderate neuro toxicity.

There has been one Grade IV pulmonary toxicity. 3 Deaths are beleieved related to
therapy.

Toxicitis are considerable but generally manageable. Early results are encouraging.

PUBLICATONS o. AsSTRACTS, 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 portion 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 recurrences in patients who did not have second look
operations.
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DATE: 19 Nov 82 Vh LJi,(T o. : 4159 ISTUS" [NT'RA 1 'i.L XX

STARTI.G DATE: 6 Apr 1979 DATE OF CWLETION: 16 Jan 1982

KEY I 2.OS: Chemotherapy for recurrent or advanced uterine sarcoma.

TITLE C; PRoJ;CT:Treatment of Recurrent or Advanced Uterine Sarcoma. A Randomized
Comparison of Adriamycin Versus Adriamycin and Cyclophosphamide (Phase III)
GOG #42.

PRIr:CIAL I;;ESTMCATOR(S): COL Rbert C. Park. MC

ASSCCATE I;VESTIGArOM(s): LTC Paul B. Heller, MC

FACILITY: b.9-'C I DEPT/Svc: OB-GYN/GYN Oncology Service
------- ---- -j--------------------------

ACCt.'v.ATIv = PEDCASE COST: ACCUI.IATIV CC.ITRACT COST: ACMtULATIVE SUPPLY COST:
NAINA NA

FY-83 FUSE: CONTRACT COST: SUPPLY COST: DATE OF CCa0lI,,rEZ IhPRO'AL OF
NA NA NA jANUML PROGRESS REPORT FEB 2 5 Igg

-------------------- ----------------------- ----------------- ---
STUDY 03J-CTIVE: To determine if Adriamycin alone is more effective than ADriamycin and
Cyclophosphamide in producing responses in advanced or recurrent uterine sarcoma. The
s P P, Im tc~i, is to de ite if the dr--tizw ef reee-.: for each treatment arm
CU A -: Patients with primary Stage III, primary Stage IV, or recurrent

uteri sarcoma are eligible. Both patients with non-measurable and measurable disease
a. aliagi -e bl- _ they -ay be i -a.y geptr-. 1 y Rt gg ,,with aIl rell types of

-P.R - T-6RI : FY-82: uterine sarcoma are eligible. Patients previously treated with
Radiotherapy to the pelvic bed are eligible but they must
han y n.mp1P*I thin radiatign more than 3 months prior to entry on

NW"SER OF SU3J-CTS STUDIED: study. The patients will have an exploratory laparotomy, TAH/

FY-82: 50 per/yr TOTAL (To DAB' omentectomyif feasible.FY-8: DAET.,EFORS = LeU,-.rTION 0F ST14-Y:

&RIOUS/US--aECTED SIDE EFFECTS IN SU3J-ECTS PA.TICIPArh.G INl PNOJECT(IF - SO STATE): There has been
4 Grade 4 WBC toxicities. There have been no Grade 3 or 4 Platelet toxicities. There

c-2-er~ -2 LClaLd toiite rtaus an-etiis Vteve-4h"been 1 Grade
LD :4 cardiac toxicity. There has been i 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.

PUBLICATIONS Oa 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 patients into this protocol.

CONCLUSIONS: Regimens have been well tolerated. Response has been low. Although
the response rate in patients with measurable disease has approached 20%, it is
doubtful that these responses are of clinical benefit.
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DATE: 19 Nov 84 VW UINT no,. 4160 INTERIM hff nl[.!A!-

START I..; DATE: C August 79 PAIE OF COMIsT1c0r: Unknown

Ksy V;DFDs: Clinical pathologic study, Stage I and II,-uterine sarcoma

TtTLE CF PPOJ-zCT: A Clinical Pathologic Study of Stage I and II Uterine Sarcomas
GOG #40

P~rf;CAL IWESrIGATOR(S): COL Robert C. Park, MC

AsscCIAT ItwESrlC.ArORW: Heller

FACILITY: WANC LDEPT/Svc: -vr

-------------- -- - ----- - - - ---------------

SrCCUM3JETIVE: EC T purpose T of this ,RX study is.IU * toPL deemn h nieCOST plvi

All~ patient: wTh hirpstoial prove s udyi dtermine roma cinialStae of aedvi

who are medically suitable for hysterectomy and lymphadenectomy are eligible
IR~~.SR~K~FY-82: for this study. All patients will undergo, at -aminimum, a simple

extrafascial abdominal hysterectomy, BSO, selective pelvic and
para aortic lymphadenectomy. Peritoneal cytology will be obtained. Omental biopsy is

1-4RIBER OF StJ3JW--;~ STUoZ),j: recoimmended as an optional procedure. all. Mi3LolUic types of
uterine sarcomas are acceptable. Studies amended 15 Apr. 82 to

FY8:Unknown TOTAL (TO DAT--): allow entry BEFORE CC.-PLETIO.. Or- SrTjy:of patients with

:Pri6orq'ot gy" i 1 g I ur~nny evidence or coma diag-
SERIOUS/UN'EVECTED SIDE- EFFECTS Inl SnjEcr P:tT IIPATIG IllP-'JECT( IF t;r:E SO STATE):. nosed more than

None .5 years per recurrent sarcoma.

CoCI..srIaS: 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.

PUBLI[CAT IONS o.: 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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DATE: 19 Nov 821 WOWO UIT t,10: 4161 tSrxrus: INwarit F:

STARTI:G DATE: 6 April 79 DATE OF CtLETIO: Unknown

KEY lbS: Surgical staging, ovarian carcinoma

TiTE CF PPOJCT: Surgical Staging of Ovarian Carcinoma GOG#41

PRV~C,?AL hM' T[GATORfS): COL-Robert C. Park, MC, USA

AsSCC[ATE 1IVESTIGATO(S): LTC Paul B. Heller, MC USA

FACILITY: ,,WC I DT/S',:c: OB-GYN/GYN Oncology Service
---------- ---- -------- ----------------- ------------------------- -

kCUMU.ATIVE i? COST: AcCuUiAT[VE CCwrTRACT COST: CCUmuLAT[VS SUPPLY COST,

N-A ,A / NA
FY-83 F' SCAE: CONTrCT COST: SUPPLY COST: DATE OF CCr..E hEp .o'p ;

N NA NA hw. P.o.q--ss REPcRr FEB 2 5 1983
------------------------------------- -------- ----------------------------- ---

STUDY 03JECT|VE: To determine the spread of ovarian carcinoma to intraperitoneal
structures and retroperitoneal lymph nodes by direct examination, cytologic sampling
a~. ad . .& T etablish a ugie pretees! fer patients int~t o G "OG ovarian

t . POACHcancer treatment protocol. To determine the complication rate of
(See below) procedures outlined.

Ppow3ss D'jlG FY-82: There have been 184 patients entered into the study from the
entire GO(; fro which 96 are presently evaluable. Walter Reed has entered 19
patients into this study.

RRLi4sR OF S1J3JECTS STUDIED: Unknown

FY-82: TOTAL (TO DATE): BEFORE COc."LET[O., .- STUDY:

SERIOUS/'E)PECTED SI.D, EFFECTS IM SU3JECTS PAITICIPATMIG Il PFROJECT(IF :ONE SO STATE):

None

ComCLUIs iOtiS:
Too early for conclusions at this time.

PUBLICATIONf OR ABSTRACTS. 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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DATE: 19 Nov Tif Ifo~ (un-r 3 4162 ISfATUS:' INTERit- XX F 1L

STAr,~.JG DATE: 21 August 1979 DATE OF COMLETO:I: December 1983

KEY I;OpjS: Meiphalan, ICP-32, Epithelial carcinoma of ovary
TITLE CF PPO.=cT:A Randomized Comparison of Meiphalan 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 TTT).

PIP!~?AL IM~,fSTIc-ATOR(S): COL Robert C, Park- MC- USA

ASSOCIATE IMIGATRwrq(S): LTC Paul B. Heller, MC, USA

FAcILITY: WR91C DEPT/SVC: OB-GYN/GYN Oncology Service

ACCUxULAT1 vE PEDCASE COST: ACCutLAT [yE CONITRACT COST: ACCIVIULAT I E SuPPLY COST:.
NA NA NA

FY-83 FEDCASE: CON4TRACT COST: SUPPLY COST: DATE OF CION.1'UTTEE A.-MWoAL OiF
NA NA NA hNNUL PPO,.R=-ss REPCRT E 2 5 19p3

- --- -- ------------------------------------------

STUDY 03JECTIVE: The purpose of this study is to evaluate "the relative effectiveness
of Melphalan versus peritoneal radioactivechromic phosphate as adjuvant therapy in

s CHWCALAof !Ai, 61 and i~i, GE epithelial- e-no-eva a-4.the oxcar in a rando-
A:0 PROAHized prospective study. Patients who are eligible are those with

surgical Stage 1A i, Ga G3; IAii, IBi, Ga, G3, I13ii; and IC epithelial cancer of the
I-ry SIGO r.laiuiff--tavo who ha". *'ndecaon" optimal at-ging

rPRmoS.oS DJiu- FY-82: To date there have been 11 'entries to the protocol.

ttuW.is1 OF S'J3JZ-CTS STUDIED: .93 to each treatment arm.
FY-82: TOTAL (TO DATE): BEFORE CC PLETION' OF STU-.v:

S=-RiousA InExECTEO StoIDnaFFCS IN SU3j=-cTS PARTiCIPA TIUIG IN PROJECT(IF N~[ONE SO STATE):
None

CO.NCL~USIOs: Too early to draw any conclusions.

PUBLICATIONS Oi ABsTRACTS. FY-82:
N one

TECHNICAL APPROACH: Patients with Stage W, 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 1B
subgroup 1, Gl, epithelial cancer will be eligible.
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DATE: 1.9 Nov 8J3~ ~nTt.: 4163 ]STATUS"__fTiERfIM XO Fi;..

SrAqTI:. DATE: 6 Apr 79 DATE Cz CWLETION: Unknown

KEY WoRaS: Phase II. Cis-Platinum, advanced Mynecologic malignancy

TiTLE CF PwOJcT: A Plae II Trial of Cis-Platinum in the Treatment of Advanced

Gynecologic Cancer GOG #26-C

PRI:cE?&_ l.'EST.-ATORWs): COL Robert C. Park, MC

ASSOCIATE [NVESTIGATOR(S): LTC Paul B. Heller. MC

FAC1LIrY: .ENC DEpT/Svc: OB-GYNIGYN Oncology Service

Accum~.-ATnvE rEDCASE COST: kcCwA.Tpwve WI;TRACT COST: AccuhmLATivs SUPPLY COST.
NA . NA | NA

NA _AULu.. PRO R-ss REpor 2 5 Ig3

SruoV 03.ECTIVE: To determine the efficacy of Cis-Platinum in the treatment of

advanced or recurrent gynecologic cancers. A rejection type design will be used

Seebelw :JLFAxi Mampte afie of 25 .valuabl. pa.tierit. per diioee site per day or
. bf drug StUdies. The design allows renlacement of ineffective 

regimens

by newer agents or combinations.

PROMEss DJatnG FY-82: A total of 258 patients Wave been entered into this protocol

to the entire GOG. Walter;.Reed has entered 2. Combinations of Cis-Platinum and

other regimons are in Jtepocess of being tested. The protocol is closed to squamous

HU1E OF &3ECTS STUOIED: cell carcinoma of the cervix, non-squamous cell carcinoma of

t :ervix, epitheliLl a n ' of the ovary and endometrial carcinomas and
_ROT___LT T ?DEFORE COtETOM OF STUY: uterine sarcomas.

SEPROUS/UtIEVECTED SID EFFECTS IN SuIJ-CTS PARTICIPATIU.G IN PiJECT( IF PNXiE S STATE : There have been

some Grade III GI and Grade III hypokalemia noted. There nave been

--- ns~ith,.: - -
4 

TTT nir. TV rirnnl tXn city noted.

C4,;iU31OMS: 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.

PUSLICATiaS OR Assmcras. 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

PUBLICATIONS OR ABSTRACTS, FY-82 Cis-Platinum in the treatment of advanced or

recurrent adenocarcinoma of the ovary: A Phase 
II study of the Qynecologic Oncology

Qroup. American Journal of Clinical Oncology; Cancer Clinical 
Trials- In Press.
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DATE: 19 Nov 821 NOW. NT No.:4165 ISTAUS:' INTRIJ1 XX F i:.L

SrTTSr.Z DATE: 21 Aug 79 DATE OF CWILETION: Unknown

KEY 1;,piS: Phase II, ANSA, advanced pelvic malignancies

TITLE CF PROJECT: A Phase II Trial of AMSA in Patients with Advanced Pelvic

Malignancies - GOG 26-1.

PP.INCEAL INi,STicAroR(S): COL Robert C. Park, MC, USA

ASSCiATE I VESTIC-ATO0(S): Heller

FACILI'Y: I. DEPT/SVC: OB-GYN/GYN Oncology Service

-------- ------------ ----------- ----------------

hNuA_ PROG-R=SS REPORT IdB 2 5 1981

STUDY .T3JEcTIVE: To determine the efficacy of AMSA in patients whose advanced malignanciE
have been resistent to high priority methods of treatment. A rejection type design
Kifll L. d - fixed ... "ij qi:z Af 25 e:3alub!e P ti ' a p disease site
1ECNIi F&PROACH:- AMSA is acridine derivitive with significant activity per drug.

in several animal tumors. The drug inhibits DNA synthesis but has little effect
upon RNA synthesis. It binds the DNA hrough intercalation and external binding.

see below- *VROGEsS JJIrG 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

t1ikA3SR OF SU3JECTS STUDED:Adriamycin but it has less larger producing effects.
15 Patients who have received previous Adriamycin are ineligible for this

FY-82: TOTAL (TO DATs): BEFORE COePLETION OF STUDY: protocol.

SEmoJs/U. nxpECrE SI-DE EFFECTS IN SJ3J=CTS PATICIPATInG In Pi,,wJCT(IF IO.NE SO STATE):

Essentially none

CONCLU3nIaS: It is too early for any definitive conclusions.

PUBLICATIONS O.a ABSTRACTS. FY-82: None

PROGRESS DURING FY-82 A total of 36 patients have been entered to this protocol
to date.
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DATE: 19 Nov 821 , -N{T N3.: 4166 MSTS X

STTS'INTER1M X F i -.x

STARTI:. DATE: 21 Aug 79 DATE OF COW-LETIO;: Unknown

KEY kORS: A Phase II Trial of Yoshi-864 in patients with advanced pelvic malignancy

TiTLE CF PROJECT: - A Phase II Trial of Yoshi-864 in patients with advanced pelvic

malignancies GOG-26J

PRIN:CIPAL I:'EST[GATOR(S): COL Robert C. Park, MC, USA

ASSCCtATE 1!VESTiGATaR(S): Heller

FACILITY: , WIC DEPT/SVC: OB-GYN/GYN Oncology Service

a CcL'IUATIE OCO CST: ACCutul.AT(YVE CCZTPACT Cost: ACCUMULATCVE SUPPLY COST:

NA _ NA NA

FY-83 PCSE: CoNmPcr COsT: SUPPLY COST: DArE OF C".41r -E ARo nD
.- -- HA NA ANNUAL P, -R-SS REPORT 1; 2 5 1983

- -------- -------------------------- ------------------------- - -

STUDY 03jEcTivE: To determine the efficacy of Yoshi-864 in patients whose advanced
malignancies have been resistent to high priority methods of treatment. A rejection

d Aof- will be ...d ia..'an- a oixsA -,-...I nf 75 evaluable patients
-Ti~r~~ca7J..PRoAcH: Yhi84is asufonic"acid estorQof amino- per disease.
glycol synthesized by Elmerzabinisakurai as an alkylating agent active against
experimental tumors resistent to nitrogen mustard derivitives. Structurally it is

see below **PRO q s DuJio.I FY-82:similar to busulfan but is active against the LLLJ0 system in mice
where busulfan is not active. Exact methcanism of action has yet

been elucidated. It may have alkylating activity. The initial dose

IL.O4ER OF SU3JECTS STUDIED: of Yoshi-864 has been reduced to i.5 mg/k/dny. P tients with
25 abnormal liver functions test secondarywogastatic tumor

FY-2:TOAL ________ E~P- are ~irtti tmoFY-822 OTAL (TO DATE): , COaLETION OF )TU :e o.

SEP.IOUS/:EXPECTED SWDE EFFECTS [H S .3JzCTS PARTICIPATIRG In P, OiCT(F .O%_ SO STATE): There has been

a Grade IV neurologic toxicity noted in one patient. There has been some Grade IV
~ ~ti~t;'notd i one petji..t. !thzve he. bee som Grade~ fiI & IV thrombo-

ls noted. There has been one Grade III parasthesia observed. One Grade III re

blood cell count depression observed.

CONCLUSIONS: It is too early to draw any conclusions.

PJBLICATIONS OR ABSTRACTS, FY-2: Manuscript (ovary) submitted to cancer treatment reports
In Press.

PROGRESS DURING FY-82 Total of 64 patients have been entered into this protocol.
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DATE: 19 Nov i .O1 U.T No.: 4167 ISrms: INTrERI F XX
SmTI:r. DATE: 21 August 1979 DATE OF COP'LETION: 1 March 1982

KEY VbRas: Adriamycin. Cytoxan, Cis-Platinum treatment in advanced adenocarcinoma of
TtTLE CF PpPOJOE 'vay

-A Phase II Randomized Study of Adriamycin Plus Cyclophosphamide versus
Adriamycin plus Cyclophosphamide plus Cis-Platinum in patients with Advanced Ovarian
Adnetiea 9"aptizm1 Stage M!, Stage 13; and rscurrent Mr.~~ 0/0

PINCP.At I R'.ET[ICTOR(S): COL Robert C. Park, MC

AISSCCIATE IMVESTiGAOR(S): LTC Paul B. Heller, MC

FACILITY: RPI C DEPr/Svc: OB-GYN/GYN Oncology Service
------------------------ - ----- -- --------

kCU%%JuT1V~ CAS Cos: Ac-utiuLAeV COt,.-RAT COST: ACCUMULATIVE SUPPLY COST:
NA NA NA

FY-83 ='E-DAS: CONTRACT COST: SUPPtY COST: T . 4ppp 0

NA NA NA h.N PROGRsSS REPORT F O 5 1983
ir4y 33ET1_E: T-- etermine-if--------------- --- --------- oZim~n

SUD0Y 03JgCTV: To determine if the addition of Cis-Platnum to Adriamycin, plus cyclo-
phosphamide improves remission rate, remission duration, or survival in Stage IV,

A k * IL ii recurrentA Ovarian& edmere. To 4gteca4i ethe frequency
-- true complete remission using these regimens as judged at a second

look laparotomy.

PkosRESs Vu~mrs FY-82:

VfUliR OF SuIsjrS STUDIED:

FY-82: TOTAL (TO DATE): BEFORE COMPLETIONl OF STUDY:

SERIOUS/U EXPECTED SID=E EFFECTS Il SU3 JCTS PARTICIPATinG Irl Pp.OJCT(IF ONE SO STATE): Renil toxicity

was observed in 36.2 patients who received Cls-Platinum and were evaluable for toxicit
twomveni.Jll were Grade I except 4. There are 198 cases Ar wHU toxlclty.
There is no survival difference in either arm. The addition of Cis-Platinum appears
to significantly influence the response and progression free interval.

PUBLICATIONS OR ABSTRACTS, FY-82: (Abstract) 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 t ity. All were Grade I except
for 4 cases which were Grade II, III and IV.



DATE: 19 Noy 81 4W UlfT NO.: 4171 . STATUS:' INTERI XX FU.L

STQTIU DATE: 10 July 1980 DATE OF CW.LETIOI: 1983

KEY Ulcps: Advanced endometrial carcinoma, hormonal failure, Adriamycin, Cytoxan

TITLE -F PROJECT: 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 k48

PRI :CI?AL IriEiTICATOR(s): COL Robert C. Park, MC

ASSOCIATE IMVESTIGATOR(S): LTC Paul B. Heller, MC

FACILITY: M:IC DEPT/Svc: 0B-GYN/GYN Oncology Service
T--------------- - -- -- -- -- -- - -- --

kCU.UATIVE CST: kaCCxti(VE CONTRACT COST: ACCUI4ULAT1VE SUPPLY COST:
NA NA NA

FY-83 Vf' S E: CONTRACT COST: SUPPLY COST: DATE OF CU-74ITTEa /-PRO t0 BNA NA NA NUALPio -a=SS R-.PORT FE 52I 1983

------------------ ----------------Sruoy 0 nJvCTIvE: To evaluate the response of advanced or recurrent enderal carcinoma

to oral progestins in patients who have received no prior hormonal therapy. To
czcpaZ . ao _in-tion of Adrifi .... -ta Ccl.ncph,@phamide nr Adriamycin alone as therar

See Below ** 0T-CH,.L 01_ PPRO:. for advanced or recurrent endometrial carcinoma which no longer
responds to or has failed to respond to progestines in patients who have received no
prior cytoto !_ Ar,.g
PROiersS DiJPI:G FY-82: 319 Patients have been entered into the protocol trF, 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
M UAER OF SBJECTS STUDIED: arm of the study without the necessity or three wek period.

100 Per/yr (9OT Jan 1981). of 183 evaluable cases 175 are evaluable for
FY-82:TOT (TO DATE): BEFORE CO.,PLETIO': 0.- STUDY: response. Cn 6 w

SERIOUSAJEISXPECTED SIDE EFFECTS IN SU3J.CTaPRTCIPAT.JG ItPOji--A-- o herehave been
37 patients with Grade II or IVWB6 toxIci2y. Tnere najs' oTeVtient with
Grade Platelet toxicity and 1 patient with Grade III GI toxicity.

Too early for conclusions.

PUL CAT IONS O AssmACTS, 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.
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DATE: 9 Oct 82 1I U J[T NO.: 4172 ___T',S [rR Xx F:,

STARG D,,re: 1 Jan 80 DATE OF CWLETIOn: /unknown

KEy IL-PJs: Dextran; adhesions
TITLE CF PROJECT: Efficacy of 32% Dextran 70 in the Prevention of Adhesions

Following Tubal Surgery

PRINCE?& NVESTIC.ATOR(S): Thomas A. Klein, COL, MC

ASSCCIATE I!FVSTIGATO.(S):

FACILITY: I , DEPT/Svc: OB-GYN/GYN Endocrinology Infert. Service

kcU',._ATIVF NEDCASE CosT: ACCLCoJATsVy CO;|TRACT CosT: ACCLJMULATIVE SJPPLY COST:

NA NA . NA
FY-83 f : CONTRACT COST: Su.PcA COST: DATE OF C".MITEE APPROV1AL OF

NA NA k4#.U L PRosR-ss REPORT E 2 5
------------------------------------------- 

-------------- ---
STUDY 03JTIVE: To establish the efficacy (or lack thereof) of 32 % Dextran 70

in the prevention of pelvic adhesions following tubal surgery.

TMCHWC;A_ APPROACH: Randomized double-bling placebo-controlled protocol in which
a solution of drug or placebo is poured into the abdominal cavity prior to

closure. "Second-look" laparoscopy to assess results.
PRcsRS DiimJG FY-82: No patients were enrolled due to unwillingness ot patients
to undergo second-look laparoscopy. Recruitment efforts will continue.

K!K4R OF SU3JTCTS STUIED:

FY-82. None TOTAL (To oATE): None BEFORE COOMLE rOF 0- STUriy: 10

SERIOUS/UMEXPECTED SWo EFFECTS IN SU3J-CTS PA.MTICIPATI(;G IN Po0J-CT(IF I.,E s: STATE):

None

CoNcLus IONS:
None

PUL iCAT IONS Oi ABSTRACTS. FY-82: None
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DATE: 19 Nov 81 VU11 It' T NO.: 4174 SrATUS: N'TEniim FI:. w.K
START[,t.G W~E: NA ATE OF COM-LETI: NA

KEY kRDS:
TITLE CF PROJECT:

Transplantation of Female Genital Cancer to Nude Mice

PRINIPAL? hMvFSTcGArOR(S). COL Robert C. Park, MC

ASSCIATE 1IMVESTIC.ATOR(S)t LTC Paul B. Heller, MC

FACILIT-Y: i*::9nC DJEPT/Svc: -aN ------g

AccumpATivE PIDCASE COST: I-ACUotkATiv- CNTRACT COST: ActcumLATIVE SUPPLY COST':
NA NA NA ____ ___

FY-83 VEDCASE: CONTRACT COST: SJPPLY COSr: DATE OF Cai.1MITTEE kpPR -O :
NA NA NA khNUm PROGRFESS REPORT FEB 25 1983

-------------------------------------------------- ---- ------ -

STUDY Q03JECTE: The purpose of this study is to establish hereotransplanted human
roer alad vrian carcinomas in nude athymic mice for the purpose of evaluating

'tECH,4;VCLPPPOACH: 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 tvewill bepavailable for study. This particular
PROG.'ESS DoJrI:I FY-82: protocol wifllnave ars

No patients have been enetered into this protocol

MU3. OF SIU3JECTS STUDIED;

FY-82: TOTALi. (TO DATE): BEFOR~E CaWILETi0N o 0 Smrj:y:

SEPIOUS/UNEVCECTED Smnc- EFFECTS III SU3JtECTS PARTICIPATH!G III PPOJECTOp Hal'= SO STATE):

Co,:EWSronIS: 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.

PuBLICATiONS wt ABSTRACTS. FY-82:
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DATE:19 Nov 81, WaW IMT to.: 41 '5 SrATUS: [ITZRI3I Fi: _ xx

START I .G DATE: DATE OF COM-LTI:
KEY bP.DS:

TITLE cF Pp.Os;cT: Estrogen Receptors in Human Endometrium

PRIMCAL hW,.TCAQRO (S): COL.-Robert C. Park, MC

ASSccIATE itVESTiGAToR(S): LTC-Paul B. Heller, MC

FACILITY: .i'IC f DEPT/Svc: OB-GYN Oncology Service

kCam..UATIVE EDCAS COST: ACcwu1_ATVa CC:;TRACT COST: ACCUNUUTVE SUPPLY COST-
NANA NA

PY-83 ~FW~ Conq11- Ccsr: SuPPLY oST: DArE o.= Ccr;-T7EE IPPROv.At OF
W AINNUAL PRo.R=_ss REPORT FEB 2 5 W983

------------------------------------------

STUDY 03JECTIVE: The purpose of this study is to determine if thereare profiles of
estrogen receptors, cytoscol and/or nuclear, that can be correlated with various
hiit -olo-G -ttre_- of hun en -_trm;4 _
T C8NiCi. AoPPOACH: Determine the estrogen receptor concentrations in normal prolifera-
tive and secretory endometrium obtained from the same and different individuals at
various times durinM the oVuatory cycle. determine the estrogen receptor concen-
PRoGRs am FY-82 trations associate with benign pathologic tissue patterns; determin
No patients have the estrogen receptor concentrations associated with the pre-
been entered in~o malignant endometrial histologic patterns of atypical adenomatous

, I- E-: hyperplasia and carcinoma insitu.

FY-82: TOTAL (TO DATE): BEFORE C...ET-[ O," OF STUDY:

SEPIOUSAJnIE)ECTED SFDE EFFECTS IN SU3JECTS PARTiCIPATIiMG IM PROJECT(IF 1NE SD STATE):

Co.rLUS I Ot.S:

PUs.rCATIMoS OR ABSTRACTS, FY-82:
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DATEl9 Nov 82 I Vao. UNIT N3.:4176 STaU~[rI x F w;:AL

STA!RTI.G DATE: 1 May 81 DATE OF COLETION: 1998

KEY tb.Js: Stage IB Cervix, Radical hysterectomy, node positivity, radiation therapy

TITLE CF PROJECT: 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 GO 74Y

PRP. ?CAL IUeVEST[ ATOR(S): COL Robert C. Park. MC

ASSOCIATE IvESTIGATOR(S): LTC Paul B. Heller, MC

FACILITY: DALC EPT/Svc: OB-GYN/GYN Oncology Service
-b' -, --. - - - - - - - - - - - - - - - - ------ .. .. --- --- ---.. -- - -- - -.. . . ' -.. . . .. . . . .. . . .

kacxLu1vE fIEDCASE COST: ACCUI.tR.ATNVE CO,;TRACT COST: ACCUSULATIVE SUPPLY COST:

FY-83 IA: CONTRACT COST: SUPPLY COST: DATE OF Cai"ITTE APRo'AL OF
NA b[ MA - I h-m Pn'jsq=_ss REPORTDFEB 2 5 IgN;

STUOY 03JECTE: To determine by observation of the 5-year survival and disease-free

interval, the validity of current FIGO staging to the histopathologic prognostic
f-art. of 64.0 of loQ ',, loc.t-on of 1I - ,s,-, .pth of in.uen nf rumnr millimeters

see Belo** Mfi 2 ade, growth pattern and site and number of positive lymph nodes in

Stage IB carcinoma of the cervix. To determine if radiat'on therapy will improve

PROsq', _s DjRmw FY-82: To"date 33i9patients havebeenase ° -. to the proTocol from

the entire COG of which 218 are evaluable. Walter Reed has accessed 10 patients.

1N43R OF SU3JECTS STMIED: 250-400 patients annually

FY-82: TOTAL (TO DATE): BEFORE CcaETI.EON OF STUjY:

SERIOUSAJEizECTED SimE EFFECTS IN SUBJECTS PARTICIPATIt'G IM PROJECT(IF MONIE SO STATE): There have

been 4 patients with Grade III, or IV hematologic toxicity, There have been 2 patientf

wj..' 14d II ur. ff GE t~ci There.. have bz 1aiot ith GrA TTI carcio-
Svascular toxicity.

Too early for conclusions.

PUSLICATIONS OR 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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GOG #49 GOG #49

TOXICITY

Grade
.0 1 2 3 4 Total

Hematologic 200 9 5 3 i 213
GU 200 17 1 0 0 213
GI 211 1 4 1 1 218
Pulmonary 217 1 0 0 0 218
Fever 208 7 1 2 0 218
Cardiovascular 216 1 0 1 0 218
Cutaneous 217 0 1 0 0 218

Other Toxicity

Pelvic cellulitis (Grade 2) .. . ...... 1
Hepatitis (Grade 2) ... ........... .. 1

Recurrence and Survival 3
Too early. I

Cor-lusion: Too early.

Future Plans: To be determined.

Publication: None.
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DArE-t 9 Nov 82 VbW L11' T I ,: 4177 StTUSi IftTERi X X F-i;-

STA.RTI:.G DATE: 2 nct 198 DATE OF CWPLETIOI: IQRal

KEY .S: Ovarian sarcoma, AdriamyciA, postoperative therapy.

TITtE CF PROJECT: A Study of Adriamycin as postoperative therapy for Ovarian sarcoma,
Primary or recurrent, with no prior chemotherapy. GOG #50

PRI tCIPAL IMIESTICATOR(S): COL Robert C. Park, MC

ASscIATE hWVESTIGATOR(S): LTC Paul B. Heller, MC

FACILITY: hRA;,C DPT/Svc: OB-GN/GYN Oncolozy Service

kCUI.9U-ATIVE PEDCASE COST: I ACCtOULAT c :;TRACT COST: ACcI'ULATIVE S:JPPLY COST:
NA NA -HA

FY-83 iFE 1-: CONTPACT COST: SPPLY COST: DATE OF CCV.ITTEE hPR/_)r
NA NA NAI /'._u_ PRO.RESS REPORT jJFB 2 5

~~- -- ----------------------- -- --------------------------------------

STUOY 03JECTIVE: To evaluate the efficacy of Adriamycin in treatment of ovarian sarcomas
primary or recurrent to restore controls. To accumulate additional surgical patho-

' 'i 1 ' L tL M U'fpLI. ppi .~~~

tCHM4!-_-C FPROAeCH Patients with ovarian sarcoma, Stage I-IV, primary or recurrent,
measurable or non-measurable, with nor prior chemotherapy will be eligible for the
pon 0 t .- im f a,,gi11. icateed will be performed. The patient will

See below ** i j1j ,;mycin 75 mg/H2 every 3 weeks to a maximum cumulative dose of 550
mg/M 2 or until progression or adverse effects prohibit further therapy. Second lool
lApArotnmg will be performed if there is complete response or detectable disease
&MR OF SusJ-CTS SiUDIo: thought to be resectable.

_8 per/yr for entire ru
FY 1______________ BEFORE Cca'LEIONi or- STU:'y:

SmRiOUSAlIeXnCTED SFDE EpFFCTS I" Su'J-JCTS PARTICfPATMG I I PROJECT(IF i.x-E SO STATE): There have

been 3 Grade IV granulocytoxicity, I Grade IV. alapecia, i Grade III mucocytes
Cj0.CLUSjf,$: and 1 Grade III cardiac toxicity noted.

Too early for conclusions.

PUBLICATIONS OR ABSTRACTS. FY-82: None

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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DATE: 19 Nov 8 , b lJIT Co.: 4178 STATUS" ItiTRi_-i x FAL

STA.RTI:.G DATE: Jan 1981 DATE OF CO'1LETION: 1984

KEY I.oS: Hydatidiform Mole, Hormonal Contraception

TITLE CF Ppoj-cT: Hormonal Contraception and Trophoblastic Sequelae after

Hydatidiform Mole, Phase III GOG ,:')5

PRI LC[p,_ h;V!ESTrc.ATORCS): COL Robert C. Park, MC

ASSCIATE IUVESTIGATO(s): LTC Paul B. Heller, MC

FACILITY: WE DEPT/Svc: OB-GYN/GYN Oncology Service
--- - - - -- -- - - - - - - - - - - - - - - - - - - - - - -

kCCUrIAmpV rEDCASE COST: ACU1MAAT(VE CONTRACT COST: kcCUI-tJLATmVS SLPPLY CoST

NA I NA NA"

FY-83 iEC: CO NTACT COST: SUP.PLY COST: DArE OF Cc,'I'TEE I'?PROVAL OFi
NA NA NA k. um- PPoq-ss REPORT Fir9 s 1q

STUDY 03JECTIVE: To determine whether administration of estrogen/progesterone oral

contraceptives following the evacuation of hydatidiform mole and prior to its HCG
tie. 8 .-4---elile _evel ....... th ie-k-eass eg tvo, hl a.s.; sequelae

tECH. iJ_ J°PRO cH requiring chemotherapy.

PRO.q.SS DURIG FY-82: There have been 39 patient entries from the entire GOG
with no exclusions.

t:R.ER OF SU3JECTS STUDIED:

FY-82: 85/yr TOTAL. (TO DATE): BEFORE CO LET[O OF STU:y:

SERIO S/UNEXPECTED SI.DE.fFFECTS IN SUJMECTS PARTICIPATING IN Pn.OJECT(IF NaONE SO STATE):
Dione

CO"'CLUS IWIS:

NONE

PUBLICATIONS O AsSTRACTS, FY-82:
None

TECHNICAL APPROACH: AFter mole evacuation the patient will be randomized to hormonal

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.
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DATE:20 Nov 82 I WOrK UNIT GO.: 4179 ISTTUS: INTERP. X F,.:..

STAqrI.G DARE: January 1981 DATE OF COM-LETICN: Uknown

KEY V-.Ds: PALA in advanced pelvic malignancies
TITLE CF PROJECT: A Phase II Trial of PALA in patients with advanced pelvic

malignancies GOG #26-M

PRINCIAL IVE$TICATOR(S): COL Robert C. Park, MC

ASSOCIATE hIVESTIGATOR(S) Heller

FACILITY: ,RA.C DEPT/S'_:C ...... .......

ACCL,,._ATIVE P1EDCi', COST: ACcI.ATIVE CO;-RACT COST: ACU,ULATIVE SUPPLY COST:
NA NA"I NA

FY-83 P'=-SE: CoRACT COST: SPPLY COST: DATE OF CCMITTEE APP-q 0 _19
NA NA NA s [ .. PRO-SS RPOR 2__5 1983

- ------- - ------------------------- 
---------

STUDY 03JECTIVE: To determine the efficacy of PALA in treatment of advanced pelvic
malignancies.

1tctm*i;c&j. A.PROACH: 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

PROGR-SS WRIrG FY-82: metastatic tumor are eligible for protocol. This protocol is
closed to epithelial tumors of the ovar as of 8 Sept 1981.

RM.SER OF SI3JECTS STUDIED: 25 patients per site

FY-82: TOTAL (TO DATE): BEFORE C(,-.ETIiO.: O. STUOY:

SERIOUSAJflEXPECTED SI.DE EFFECTS IN SU3J-ECTS PARTICIPATING IN PnJ-CT(IF r:;,E SO STATE): There has been
one Grade III WBC toxicity, one Grade III platelet toxicity. There have been 2 Grade
TTT QT t ,, !cit avA ale TTT A =-otanlagi t nxicitcie. There has been a Grade

CO.CLUSbONS: III mucocites and Grade III paresthesias.
CONCLUSION: There is no activity with this drug in ovarian cancer in previously
treated patients.

PUBLICATIONS OR ABSTRACTS. FY-82: In Preparation

PROGRESS DURING FY-82 18 Patients have been entered into this protocol to date
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DATE: 19 Nov 8 ~t 3:4180 Sf Nu ~T-;W.N XX F

STxqri,j L..rE: 26 January 1981 P ciT O CcOYK~E10I: 5 February 1982

KEY ~:~)*Tamoxifen, advanced endometrial cancer

TITLE CF PPOJ--CT: A Phase 11 Trial of Tamosifen. in patients with advanced endornecriai
cancer. GOG,# 26-L

Pi*;C-?AL lwP.','iTtC-ATOA(S)- COL Robert C. Park, MC

ASscc!ATE hMVESICcAro(s: Heller________________

FAcIUTY: 0'CDprSc B-GYN/GYN Oncolog Service

NA- -- _ _ NA__I___ RSR-S C 2 5 1983

STUOY Os3JE-CrIVE: To determine the efficacy of Tamoxif en in patients with advanced
endose trial cancer.

1nciv.i. A?Ro.;cffw Patirants with histologically advanced and recurrent or persistent
endometrial cancer with documnrted disease progression will be entered into this
treatment.Patients with perforrnnce Grade III in GOG scale and eligible for entry.

Nmic:ss Wim FY--82: Patients w itha -rrmal liver tunction test secon ar9 to metastati
tumor are eligible for entry.

See Below

fi~M 31 SU3J::CY'S STUDI.D: 25 patients

FY-82: ToTAL (To DATz): B--'oi~z CO.-ILETrox o, STuD:)

S2Rptous/U',-XPECTED SI-oz EF;FEC-,s Iri SU3JECTS PARTICIPATMG uIN Pi'OJ-CTf(JF p*ol So~ STATE):
None

Co':CLU3 Ic'ss*

PUBLICArio.-s v. ABsTRACTS, FY-82: None

PROGRESS DURING FY-82 28 Patients have been entered into this protocol.
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DATE: 19 Nov 821 Way LnT No.: 4181 STThS"_INT-R1N XX FIwA?.L_

STARTI%.G DATE: 5 Feb 1981 DATE OF CU'PLETIO;I: 1990
LA'

cft Mgmus CP, Ovarian Adenocarcinoma, Stage III

TITLE CF PROJECT:A Phase III Randomized Study of Cyclophosphamide plus Adriamycin
plus Platinol (CAP) versus Cyclophosphamide plus Platinol (CP) in patients with
nprimnl Stagg TIT Ovarian AdenocRrcinamA GOG #52

PRIN;CIPAL_ I:LV'ST[CATOR(S): COL Robert C. Park, MC

ASSOCIATE hIVESTIGATOR(S): LTC Paul B. Heller, MC

FACILITY: W'PIC DEPT/SVC: OB-GYN/GYN Oncology Service
S--- - ------ --- ----------------- ----------

kImpUATivE ?EiDCS_ o: kcwuMLATive CO)q-MPACr COST: kC*ULAT IVE SUPPLY COST:
NA NA

FY-83 l'DCASE: CONTRACT COST: SUPPLY COST: DATE OF Cca'-i-r EE APPROVAL OF
NA NA NA IANUAL PROSR.SS REPORT F- .& 24_

----- ------- -------------------------------- ------- TSrIJOY 03J.CTIVE: To determine inoptimal STage III adenocarcnoma (ovarian), if the
addition of Adriaymcin to Cyclophosphamide plus Cis-Platinum improves

uL=t: iLL=LV0l 1  L=%tnCY of n--ti;- .... nd leek laps o-y and survival.

TESFIN.2"PROACH After debulking surgery for Stage III ovarian adenocarcinoma, the
patient if noted to have optimal disease less than 1 cm. lesion in any one area, will

11 evr"; IcOIN amp a couraaa. Afteg 8 Courses rhe patient will have 2nd look
has occurred. If the patient has less than clinical response,

the patient will be followed. If there is less than complete response, the patient wi
,-a off 4.4-P ... A fo11,,o.A -4th- nn ar nff chemotherapv as determined by the investi-
k .0 SUBJECTS STUDIED: gator.

FY-82: Approx 100/yr TOTAL (TO DATE): BEFORE COLETIO,1 O. STu,)v:

SEPIO'JPU-Aqk1E--ED SE oFF S3J ECTS AtPAT e Chpdyj. g f Tj
been d9 orare II oroxic. le ti&ote e 3Ainu
cytes Grade III or IV toxicity noted. There have been 5 patients with Grade III GI

COmNrLUSIONS: toxicity.

Too early. for conclusions.

PuBLICATIONS oR 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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DAT,: 19 Nov 821 lHW UNIT fNO.: 4182 ISATUS" INTERIP XX FI::.L

STAqtI'.- DATE: February 1981 DAIE OF COPnLETION: 1988

KEY %VRos: Malignant Ovarian stromal tumors, VAC, Adriamycin

TITLE CF PROJCT: The treatment of Women with malignant tumors of the ovarian stroma
with combination of Vincristine, Dactinomycin and Cyclophosphamide, Phase III, and
a Phase II evaluation of Adriamycin 4n maligfnant tumors of theovarian st1roma refrac-
tory to Primary chemotherapy.
P_'t ttrCEcL I!'STGATOR'S): COL Robert C. Park, MC

ASSOCIATE ItnVESTIGATOR(S): LTC Paul B. Heller, MC

FACILITY: IMR'C I DEPT/SVC: OB-GYN/GYN Oncology Service

kcwutAT~E 2DC.COT: LcU-0-AT!V CaZTRACT COST: ACULTVESPYCO:
NA I kI NA.

FY-83 'WS.: Co'ITZ COST: &ZY CosT: DATE OF Ca'M,'ITTEE APPROVAL aF
I .4NUPL PROGR=Ss REPORT 2jg18

- ----- ---------- -------------- ----------------- ---

STUDY 03JECTIVE: To evaluate the effectiveness of Vincristine, Actinomycin and Cyclophos-
phamide in the treatment of malignant tumors of the ovarian stroma. To confirm comple

..... .. I . :th . =.gin; -- _-_temy To s..°,,e. the response
I - patients who fail on primary treatment with VAC.

Pposqss DRWG. FY-82: There have been 6 entries to this protocol from the entire
GOG. No entries from Walter Reed at present.

M9,3ER OF SU3JECTS STUIE:

FY-82: TOTAL (TO DATE): BEFORE Ccwt..ETION O.- STUDY:

SERIOUS/UREXPECTED S-E EFFECTS IN SU3J-CTS PA,TICIPATIIG IN PROJECT(IF P.ONE SO STATS):
None of note

CONCU3Ns: Too early for conclusions

PusLICATIOS OR ABSTRACTS. FY-82: None

TECHNICAL APPROACH: Patients with Stage II, 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 courseE
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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90*2y 82_ 14P V NIT tia.: 4183 Rt"US"ITERiIM X

STARTIAI DATE: Tebruary 1981 DATE OF COMPLET 103: 1986
KEY10PDS:Radiation Enhancers, radiation-therapy7 stage 115, 111 and IVA cervical

KEY Upas: AX .oftin parn-ortir. nnoe-

TITLE CF PPOJECT: 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 Rara-aortic nodes. Phase III COG #56

PRIN~CIPAIM!HESTIC-ATOR(S): COL Robert C. Park, MC

Assc!ATE btIvEsTIGATOR(S):- LTC Paul B. Heller, MC

-FACILIT-Y: =",C DEPT/Svc: OB-GYN/GYN Oncology Service
--------------------------------------

kcL-wWaP CO ST: kc~LT IyE CONTRACT COST: cu;LIVzSUPL OT

FY-83 VWZE: CONTRAcCOST: SP~v COSr: DAE0 r-ilTEAP.-&O
____________ koANUAL. PROGR~ss REPCRT fL.Js

---- -- ---------------------------------------------- -

STUDY O3JECTIVE: To determine whether Hydroxyurea or Misonidazole is superior as a
potentiator of radiation therapy in advanced cervical cancer.

'TMCHN!VJ.. APRoAcH: Patients with Stage IIB, III and IVA cervical carciLnoma 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
**dt ppRf~et with negative nodes will have randomizarton ro Leither
Hisonidazole-and pelvic radiation therapy of Hydroxyurea and pelvic radiation therapy

IttNBER OF SU3J-CTS STUDIED: Approximately 55/yr

__Y-82: _ TOTAL. (To DATE): BEFORE CCltLETIOMI 07 STUoy:

SERIOUSAJIEXPECTED SIDE EFFECTS IN SU3JCTS PARTICIPATICnG IM! PiROJECT(IF MNE SO STATE): There has been
one Grade III and one Grade IV toxicity.

CwmCUSIOfNS:
Too early for conclusions

PUBLICATIONS ORt ABSTRACT s. FY-82: None

PROGRESS DURING FY-82: 30 Patients have been entered into the protocol from the
ent~ire GOG.
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DATE19 Nov 81 I 1oa UAK T No.: 4185 ______lkayL.

STARi.:, DATE: 1981 DATE OF tCELETIOi: 1986

KEY Ib.S: Cervical cancer, positive para-aortic nodes, adjuvant chemotherapy

TITLE CF PPOJECT: Adjuvant Chemotherapy for Cervical Cancer with Para-aortic lymph

Node Disease

PRIN:CIPAL I!rE6TIC-ATOR(S): COL Robert C. Park, MC

ASSOCIATE 1MVESTIGATOR(S): LTC Paul B. Heller, MC

FAc!L..Y: IPR*'r DEPT/SVC: OB-GYN Oncology Svc.
- --------------- ---- ----- ----------

kCt'Iv.-ATIVE MUSE CoST: Ct . ArvE CO:TRACr COST: ACCL,.AULATIVE SUPPLY COST:

NA NA NA•
P1-83 MUDCASE: CONTRACT COST: SUPLY COST: DATE OF COMMITTEE APPROVAL OF

_ A .A.... NA NA.t. PRo:q'_ss REPORT FEB 2 5 19A
- --- -- ---------- ------ ----------- -- - ---

STUDY O3JECTIVE: To determine the efficacy of chemotherapy in the overall sruvival of
FIGO stage IIB and IIIB cervical cancer patients with positive para-aortic nodes. To
derprmn colony forming assay of cervical cancer stem cells and prediction of
IMCH{I;C.L APPROACH: results in the status of para-aortic nodes.
Biopsy proven cervical cancer stages lIB & IIIB will be verified. Para-aortic lymph

node involvement will be verified by surgical staging. Patients with positive lymph

ft-i;3s DfJ.tr o FY-82: nodes will have pelvic radiation with adjuvant chemotnerapy to
include Cis-Platinum, Mitamicence and Bleomycin. Those with negativ

See below pelvic nodes will not be on protocol.

,tLRIER OF SUSJECTS SRUDIED: 25

FY-82: TOTAL (To DATE): BEFORE COW'ETIM OF STUDY:

SERIouS PiU nX*ECTEO SI-. EFFECTS IN SU3J=.CTS PARTICIPATING INI PROJ=CT(IF N.ONE SO STATE):
None

Ca-qctu s I an: I

None

PusucATmOs OR ABSTRACTS. FY-82:
None

PROGRESS DURING FY-82. 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 8 2 VIP U I~NT No. 4186 STATUSi__LNTER1hXX-f-JU ~

STARqTI:.G DATE: May 1981 DATE C'F CWY"-ETIO:i: 1987

KEY ;CRas: Poor prognosis GTD, MAC, Bagshawe Protocol

TITLE CF PP0JZCT: 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.
PRINCIPAL h10CSTIc.ATOR(S): COL Robert C. Park, MC

*ASSOCIATE l~ewricGATR(s): LTC Paul B. Heller

FACILITY: WANC DEPT/Svc: OB-GYN/GYV Oncology Service

- - - - - - - - ------ - -- ---- - ------- - - -------- 
-

TUYOJCTIVE:To evaluate the effectiveness and toxicity of th 1 1 i~~ashw
Protocol in -patients with poor prognosis metastatic gestational trophoblastic disease
To rnompa heLh Pfotvi Anjd rnxicity of the modified- Baashawe Protocol with
1EcH;II.V1. AOPROACH: standard triple agent chemotherapy (MAC) I

See Below

P.- 3ass DJR-mr. FY-8?: 3 patients have been entered into the protocol to date from

the entire COG. None have been entered from Walter Reed.

NUMBEsR OF SU3JrCTS STDI ED: 12-20 annually

FY-82: Tar,.A. (To DATE): BEFORE Cc,%PLETrO% OF Srm:y-

SERIO'JS/UtEXECTED SIWE EFFECTS IN &I3,j--CTS PARTICIPqTWG Irl Pioj:Cr( IF NON: SO STATE):
None of note

Co.VC.US f aIs:

Too early for conclusions.

PuUBLIATo-n O. AwSTaS, 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 as long as the Beta HCG is decreasing
at an appropriate rate.
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DATE: 19 Nov 821 UNI L~T fl'O.: 4187 F~

STkRT . j DATE: 8 Sep tember 1981 DATE CF CUILET 10.1: Unknown

KEy 1;3p.S: DAHAD, Advanced pelvic malignancies

TITLE CF PPOJECT: A Phase II Trial of Dihydroxyanthracenedione (CDHAD) in
GOG #26-N

PRIe?.[.. 1!'E3T[ATWRS): COL Robert C-park. MC

Asscc[ATE hlVESrIC.ATOR(s): Heller

FACILIT-Y, W.-i DEpT/Svrc: OB-GYN/GYN Oncology Service
--- ----------- - - -- -------- -----------

- - - - -- -- -- - - - - - - - - - - - -- - ---- -

STIMY 03JECTME: Determine the efficacy of chemotherapeutic agents in patients whose
advanced malignancies have been eresistant to higher priority methods of treatment.

TECH.;2-j ApppoA;CH: Patients who respond or demonstrate stable disease will continue 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 **PROS~z- ? P DJ211W3 Fl-82: Cardiac monotoring is required before each courrse of the AJD
in patients previously treated to a total dose of 350 mg/M2 of Doxorubicin.

tuISE OF SIJ3jZCTS STuoIEo: 25 per disease site

FY-82: TOTAL (To DATE): BEFORE COAPLETEOX OF STUiDy:

SERtousAJ~xcTEo SIDE EFFECTS lIM SU3JECTS PARTICIPATIMI Ift PPOJEcT( IF I~a* S-3 STATE):
None of note.

Cov:ctLusiotis: Too Early

PUBLICATIONS oai ABSTRACTS, FY-82: None

PROGRESS DURING FY-82- A total of 10 patients in the entire COG have been entered
into this protocol.
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DATE: 19 Nov 8f VOWc UMT no.: 4 1 8 8  STATUS:' I'TERIM XX .Fi:;.!

STARTIV. DATE: June 1981 DATE OF C,'PETIC.'i: 1985

KEY JbRDS: Cytoplasmic Progesterone and Estradiol Receptors, Endometrial Adenocarcinom

TITLE CF PROJECT: A study of cytoplasmic progesterone and estradiol receptors as
Markers of Progestin Endometrial Adenocarcinomas GOG #58

PRr:ciNIXA I ,ISTIcATORfS): COL Robert C. Park, MC

ASSOCIATE 1tNESTIGATOR(S): LTC Paul B. Heller, MC

FACILITY: DPIC EPT/SVc: OB-GYN/GYN Oncology Service
NccNA ----- - - - - - - - - - - -------Accumi.ATIvE ('DCAS COST: ACCUtiuLATtVE CONTRACT COST: [ ACCW:'JL''ATIVVE SUPPLY COST:

NA NANA

FY-83 :EX .: C(TrT CT COST: SJ?§Y COST: DATE OF CCO",\iTECp APP OV1_ 0j
_ANNUAL PRC--R-Ss REPORT FEL_2ijU2

---------------------------- 
------------------------ ---STUDY &.ECTIVE: To determine if Cytoplasmic Progesterone and/or Estradiol receptors

can identify progestin response in recurrent or advanced endometrial adenocarcinoma.

T .C'!_NVj APPROACH: Tissue obtained by excisional biopsy depending upon amount of tissue

available for studies progesterone and estradiol receptors will be performed on
prinrrita,,no doprrvhpd hy the protocol

PPROmS D Janti FY-82: 12 Patients have been entered into the study from the entire
GOG. None have been entered from Walter Reed.

VIIX'BER OF SuJ cTs STUDIED: .60/per year

FY-82 ToTL._ (To DATE): BEFORE COt.ETO, OF STUDY:

SRoUS/UMXPECTED SI-D- EFFECTS IN SUB3JECTS PARTICIPATRIG INI ROJ-CT(IF 0-.1,z5 SO STATS):
None of note

CO;':CLUs Io~fs:
None

PUBLICATIONS OR ABSTRACTS. FY-82:
None
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DATE:l19 Nov 82 1, ,,; U.,gr tj'.: 4189 STUs:, !ftT:R]" I: XX

START1.4 DATE: NA DATE OF COLETO0I: NA

KEYI-ORDS: _________________________

TjTLE CF PROJECT: A Randomized double blind clinical trial evaluating cholestyramine
prophylaxis for radiation induced diarrhea (Phase II) GOG #53

Rir~c?AL. lIFiWATcR(s): COL Robert C. Park, MC

AssccIATE !nVESrrcATOR(S): LTC Paul B. Heller, MC

F-IIY W DEPT/Svc: OB-GYN/GYN Oncology Service
- ---- --- r-- -- -- -- --- - -

kacc.IPATIVE PEDCASE COST: CCIUAVECorrRACT CosrCLA-ES??YCs-

NA NA I NA-

FY-83 NEWCAE: CaNTRnACT COST: SUPPLY COST: DATE OF Cci*,ii TTEE hP
... Ji .A..... ...I&.......... Ii4uAL PRosREss REPORT ________

--------------------------------------------------------- 

- - -STUDY 03JECTMv: Assess the therapeutic effectiveness of cholestyramine administered
prophylactically to patients during pelvic irradiation. The effectiveness of cholesty-

- :a* eisd in. a ~bl blindie cwdy ;a w-hich radiotherapy plus
CC vill be compared with radiotherapy plus placebo.

PRoGEsqs DJ:iIfIG FY(-82: This protocol has been withdrawn. The protocol was never

implemated.

FUR43R OF SU3JE-CTS STUDIED:

FY-82: TOTAL (TO DATE): BEFORE CW~LETION OF STUDY:

SEIOUS/UnEXPECTED Sr-DE EFFEas IMi SUJ3,JTS PART ICIPATMnG Ina Pi'0JECT( IF nhY~E SO STATE):

PUBLICAOS OR ABSTRACTS, FY-82:

TECHNICAL APPROACH: The effectiveness of cholestryamine in preventing radiation-
induced 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 onlN
placebo.
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DATE: 19 Nov 8A NO UIT tNO.: 4190 STA-rus:* INTRnrIM XX F :

STARTUX. DATE: 9 February 1982 D;ATE 0-- COMPLETION:

KEY iRows: Advanced Ovarian adenocarcinoma, CAP versus CAP BCC

TITLE CF PprzJCT: A Phase II Randomized Study of Doxorubin plus cyclophosphamide

plus Cisplatinum versus Doxorubicin plus cyclophosphamide plus Cisplatinum BCG in

PRINCIPAL IINESTcOArOR(S): COL Robert C.-Park, MC

AssOCIATE 1MV'ESTIGATOM(S): LTC Paul B. Heller, MC

FACILITY: Mr-C DEPT/Svc OB-GYN/GYN Oncology Service

Sr~~~~~~~~~o~---- -3ETIE --o- determine-- if----- th adiino-C-o oouii ls lpo ai
plus Cipai improves remisio ratefvc remission duraio: orUM V S urviva inOsTb

SEE8 BELOW aOIRt 2OST Soo D SaarT:AEOFmy.ITTr pp.mj

FY-82 TOTA1(14NATE) PPEFOR= S RE-PRT FEB t 5 198

SEriOUSIUNSECTED ToD deteCmin ithe addition ofPTICPAG t Pnxojrubc plus~ cyO STATS):m

Non of' noteCE';t ftu opeermsinuigt sjde

PU-BICATO UCS ~ASTACTS. FY-82: yea

None

TECHNICAL APPROACH: To determine if the addition of BCG improves the results of

treatment. The total duration 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.

478



DAT"E: 1/24/831 OWI.rWT No.: 4191 ISIATUSi NTCri'.RI X FI-::,.lt

STAqTI:.G nfT: 21 Sept 1981 D.,TF n;; CtW-ETION:

KEY l.as:
TITLE CF Ppoj-cT: THE RELATIONSHIP BETWEEN OVARIAN STEROIDOGENIC

ENZYME ACTIVITIES AND OVULATION.

PRP;CIA [;rS+I.'rOR(S): Munabi, A.

ASSt.ClATE ],,VES~rro(S): Klein, T.A.

FACILITY; W. C DEPT/SVC: OB-Gyn

kX1.LATiva EM~CSE COST: kUJTIVE CO:ITRACT COSr:. ACCU;ULATIVE SUPPLY COST'.

FY-83 FEfCASE: CONTRACT COST: SUPPLY COST: DATE OF Ce'.MIT-1EE tePOt/AL OF
0 0. . o k.WL PRo=.-ss REPORT FEB-2-5 -3

STUDY IOiJECTIVE" To determine if follicular estrogen production
can regulate ovarian thecal androgen production by modulating
st-rolid biosynthetic aaaymes
1ECH.CE LPoPPOCH: Measurement of steroid biosynthetic enzymes in

human ovarian tissue, correlation with intrafollicular E levels.

PROGRES tDuJir. FY-82: Technical problems have been encountered in

tissue enzyme measurement.

f LRIBER OF SU3JECTS STUDIED:

FY-82: 2 TOTAL (To DATE): 2 BEFORE CC:tLETIO.I.- O STUOY: 100

SERIOUS/AIkEXPECTEO SI-DE EFFECTS IN SUJECTS PARTICIPArG iN POJECT( F ;o. SO STATS):

None

COYCLUSCOflS: Efforts are underway to resolve problems above. No

further patient accrual at present.

PUBLICATIONiS 0.1 RSTACTS, FY-82:

NO NE
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DATE: 27 Apr 82 I'ORK UNIT No.: 4514 STATUS: I 7.RIM- F1 _vyx

STARTING DATE: 25 June 1974 _JDATE OF COMPLETIO: 23 Feb 1982

KEY I%)RDS: Indium In-ll DTPA, Cisternogram, CSF Leak, Hydrocephalus

TITLE OF PROJECT: Clinical Evaluation of Indium-ill DTPA

PRINCIPAL INVESTIGATOR(S): DOUGLAS 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/Svc: Nuclear Medicine Service

ACUniLATIVE EDCASEACCUMULATIVE CONTRACT k ACC MIE SUPPLY

COST: $0I COST., so COST: $0

FY-&' KDCASE: CONTRACT COST: SUPPLY COST: DATE OF COWIVTTEE APPROVAL OF
$0 $0 $0 ANNUAL PROGRESS REPOW LI1983

STUDY OBJECTIVE: The purpose of this study was to evaluate the efficacy and safety
of the radiopharmaceutical In-Ill DTPA in the evaluation of cerebral spinal fluid
flow.

TECHNICAL APPROACH:
No modifications have been made to the original protocol.

PROGRESS DURING FY-8Ix-82 During the period 1 Oct 81 thru 23 Feb 82, a total of
7 patients were studied.

NLpE OF SUBJECTS TO BE STU1IED BEFORE COMPLETION OF STUDY: NONE

SERIoUS/UNEXPEcTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT:
NONE

U O: of the 7 patients studied there were 2 Normals, 2 with Communicating
Hydrocephalus, 2 with Normal P-essure Hydrocephalus, and I with a blockage of CSF
flow. The reason the project is terminated is that Indium-Ill DTPA has been approved

PUBLICATIONS O AS Y by the U.S. Food and Drug for routine use in
cisternography. Effective 24 Feb 82.

None
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or urn of this lom, s AR 340-15; the proponent agwc is TAGO.

IREPERINCE on OFFICE SYMBOL SUBJECT

HSWP-XN Termination of Clinical Investigational Projects

To C, Clinical Investigation FROM C, Nuclear Medicine SVC DATE 27 April 1982 CMT1

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 1ll DTPA received U.S. FDA
approval 24 February 1982 for routine use in cisternography.

2. Attached are final reports for all three pr~ojects., AI

DOUGLA N LNOSTRAND, M.D.

LTC, MC
C, NUCLEAR MEDICINE SERVICE
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D TE P FEB 83 U N-I T Na.: 4523 L~! , s I. . X

STARTI:.J DATE: DATE (-F CU-,LETI0:I:

KEY I, oR~s: Glomerular Filtration Rate

TITLE CF PPO.JECT:
Determination of Glomerular Filtration Rate Using Radiotracer Techniques

PRR-.CEX. I.-:STIGATORS): Frank Atkins, Ph.D.

ASSOCIATE ItnESTrGATOR(S): Douglas Van Nostrand, M.D., LTC, MC

FACILITY: 1MRIC DEpT/SyC: Nuclear Medicine Service

AkaX..-ATiV MECASE COST: ArkaXJaT[ CONTRACT COST. j Acuu.TI~SUjPPLY COST:

FY-83 f.EiCA&: CoNrrCT CosT: SUP..PLY COST: DATE OF_ C___._,__._P Es f,-pcOqR 2 L5J
kaeuijL PmR-SSs Rghoar FB 5

Sr'oY O3JEcrlvE:

NA

"eaCs.. . A-PROACH:

NA

kIBER OF StMIEECTS STUOIEZD:

FY-82: TOTAL. (TO DATE): BEFoP- COMPLETION, OF STu.:t

SPIOUsAn-E, CTED SIDE EFFECTS Il S3JECTS PARTICIPATIaIG Irl P-J-CT(lF IUN SO STATE):

Co:oCJu3 [Otis:

Study terminated without action.

PUBLICAT IONS Oa AsSTRACTS. FY-82:

NA
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DATE: 27 April 1982 1 WORK UNIT No.: 4524 ISTATUS; INTERIM__ INAL XXX

STARTING DATE: 5 March 1981 !DATE OF COMPLETION: 6 April 1982

KEY WORDS: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 INVESTIGATOR(S): Richard E. Stotler, LTC, MSC , James H. Corley, MAM, MSC

FACILITY: WC j DEPT/Svc: NUCLEAR MEDICINE SERVICE

AccumuLATIVEn[ICASE ACCUMULATVE CONTRACT ACCUMULATIVE SUPPLY

COST: $0 01 COST:_ $ 0 COST: $ 0

FY-8: .EDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMITTEE APPROVAL OF
$0 $0 $0 ANNUAL PROGRESS REPORTFEB 2 5 1983

STUDY OBJECTIVE: Clinical evaluation of Tc-99m HIDA as a diagnostic tool in
hepatobiliary disease.

TECHNICAL APPROACH: No Modifications were made to the original protocol.

ROg S DuRING FY-8:182 During the period 1 Oct 81 thru 6 April 82 a total of 38
patients were studied.

NUSER OF SUBJECTS TO BE STUDIED BEFORE COMPLETION OF STUDY: NONE

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT: NONE

CC N 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 stuidy. Project terminated because a better IDA analog

P, Tc-99m DISIDA (Hepatolite NEN) has received u.s. FDA
PUBLICATIONS OR ABSTRACTS, FY-8 approval for routine use in diagnosis of hepato-NONE hiliary disease.
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DATE: 6 Oct 3 O- I U1 r Vo.: 4525 S: INTERIPIXX Fi:hu

STAr.4 DATE: 17 Mar 81 DATE C' CO..LETION: I Sept 83

KEY Uoos: I 131 6-B Iodomethylnorcholesterol (TP-59, Adrenal Imaging)

TITLE CF PROJECT: Intravenous Administration of 131 I-6-B Iodomethylnorc'Iolesterol
(NP-59) for Adrenal Evaluation and Imaging.

PRII:C.AL l;,cSrtATORfS): Douglas Van Nostrand M.D. LTC MC

ASSOCIATE ]tVESTIGATM(S): Richard E. Stotler LTC, MSC

FACILI-TY: VP"C I DEPT/Svc: Nuclear Medicine Service

kWALATIVE IOA~ OT: kU14UATiVE CONITRACT COST: ACCWIJ'ULATIVS- SUPPLY COST:.

FY-83 JEWSE: CONTRAC COST: nP Y COS DATE o CinTEE aPPROVAL fo

STUDY n-. ECTIVE: Clinical evaluation of N'P-59 as a diagnostic _agent -f or the

detection of adrenal-cortical disorders.

1ES".A22 OACH: As approved by C.I.C. study is now open to patients under

the age of 18.

PRO s Djaru FY-82: 3 patients were studied.

',AER OF SUJECTS STUDIED:

FY-82: 3 TOTAL (To DATE): 4 BEFORE CC.'WLETION OF STUDY: 46

SEP.IOUSMUNSEXECTED SI-DE EFFECTS IN SUJECTS PARTICIPATInG III PPOJ=CT(IF NONE SO STATE):
NONE

CONCLU310S11: Of the 3 patients studied there was one normal and 2 positives
consistant with bilateral adrenal hyperplasia.
The agent is proving to be a useful diagnostic tool.

PUSLICATIONS ot ABSTRACT,. FY-82:
NONE

484



DATE:- 6 0ct 821 L< Ur ?,13.: 9 ~ ~ u:A

SrAWr'x 0-T_ 7_ Dec_ 81 E r- C~ I iC..: I N? c 84

KEY lboin:Lymphosciftigraphy, Tc99m Antimony Trisulfide Colloid

TITLE CF PPoJECT: Technetium (T99m) Antimony Trisulfide Colloid -A Lympho-
scintigraph ic Agent.

PRL'P.ci?AL 1-,w[ATOR S): R.B. ShaM, MA.J MC

ASScC[ATE !'VEST IGATOI(S): Richard E. Stotler LTC, MSC

FAcIL -- : M"'4~ r DNPr/Syc: Nuclear Medicine Service
----------- - -- -------------- - - - - -

kcut.,ATiv [yE DCASE COST: AccutA.AT IlyE CC .TIACT COST: ACCUMUV.ITLE SUPPLY COST:

--------------------------- -------- ---------

STUDY O3JECTIVE: Clinical evaluation of Tc99m Antimny Tisf idje Cooi Tin the

anatomical location of the internal mamary lymph nodes in patients with

P.01I One-time exception to perform antimony trisulfide coLloid scan

to investigate lymphatic drainage from melanoma in the region of the left
meA1ia (lQf l _ _ _ _

.PIPoG-1ss Duj'ir, FY-82: Studied one patient during this period.

1.4'.3ER OF SUSJECTS STUDIED:
FY-82: 1 TOTAL (To DATE): 99EOEC~L~r~ ~Suy

SERIOUSAJIMEXPECTEO Si-DE- EF:FECTS IN SU3JECTS PARTiCIPATI(!G; Ir Pi4j:CT( IF IOESO STATE):
NONE

CC:LUSrONS: Agent proved useful in evaluation of lymphatic dra-nage.

PusuwiwAI~s wt ABSTRACTS. FY-82:
NONE
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For un of this Muwn. we AMt 340.5 the propnet apnwy is TAGO.
NIPUNINCE OR OFFICE SYMBOL.

HSHL-XN Annual Progress Report -Work Unit #4528

TClinical Investigation FMAsst C, Nuclear Med Svc OATE 17 SEP 82 inTI

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.

3. The protocol work unit #4528 is effectively terminated as of March 1982 following
FDA approval for DISIDA in general population.

MAJ, Mc
Asst C, Nuclear Medicine Service
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'DATE: 27 April 82 'RK UNIT . 4528 7STATUS: IrTERIM FA:_ST8T:4 STTS NTRI

STARTING DATE: IDATE OF COMPLETION: 26 April 1982

KEY IORDS:

TITLE OF PROJECT: Technetium 99m Labeled Di-isopropyl-ida (DISIDA) for

Hepatobiliary Scintigraphy

PRINCIPAL INvESTIGATOR(S): R.B. SHAH, MAJ, MC

ASSOCIATE INVESTIGATOR(S):

FACILITY: VPRW IDEPT/Svc: Nuclear Medicine Service

ACCUMULATIVE 1,EDCASE ACCUMULATIVE CONTRACT ACCUMULATIVE SUPPLY
COST: 0 COST: 0 COST: 0

FY-81: PEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL OF

0 0 0 ANNUAL PROGRESS REPORIE 2 5 i9

STUDY OBJECTIVE: Clinical evaluation of Tc99m DISIDA as a diagnostic tool in

hepatobiliary disease.

TEcHNI CAL APPROACH:

PROGRESS DURING FY-8M 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

SERIOUS/UNEXPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT: NA

CON -UO The study was never instituted as Tc99m DISIDA (Hepatolite NEN) has

received U.S. FDA approval for routine use in diagnosis of hepatobiliary disease.

PUBLICATIONS OR ABSTRACTS, FY-8), None
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DATE: 6 Oct 82 1 I:i t:3.: 4529 ',TUS- TI LTE a-

STATI:, DATE: 1 May 82 DATE OF CW'L.ETIcO: I May 85

KEY P.nis: Spleen Scintigraphy, Splenic Trauma, Heat damaged Tc RBCs.

TITLE CF PR OECT: Comparison of liver/spleen scintigraphy, selective spleen scintigraphy
computer tomography, and Ultrasound in the diagnosis of splenic trauma.

PRI'.CLPAL ].-,.sTIoATQoXS): Douglas. Van Nostrand, M.D. LTC MC.

ASSOCIATE INVESTIGATOR(S): Richard E. Stotler LTC.MSC, Ralph Kyle, John Sherman MAJ,MC
FAqILI-Y: ME.DE :/SI , Jon Melletrup MM~, Mc

DEPiS'C: Aelpar Medicine aervice

-
--- i ,T-I---- --------

ACC ULATIV- ri-MDc,;, COST; ArCCL,.ATiV Coamcr COST: r ACk",;'JATVE SUPPLY CO :

FY-83 Pf'CASE: CowTP.AcT COST: SUP.PLY COST: I DATE OF C'" rI!TTEE A.PPkOV/ OF

J_ $0 $0 A .NUAL. PROS.R=SS REPORT F 25193

----------- -- ------------ ------------

STUDY 6O3J-CT.vE: To determine the sensitivity and specificity Fof 'fE3urfu-r-olloid
Liver Spleen Scan(LS), Computer tomography (CT), 99mTc heat damaged red blood

cel l _a-_ &can (RA) ,a ,,1tamnnnganphy (US) in the diagnosis of splenic trauma.
TECHi.CA.L APPROA c: No changes to original protocol.

PRON ss. DJRyni{ FY- 82 :This is a new protocol and no patients have been studied

under it during FY-82.

lkcaOF SinJECTs STuo1En:

FY-82: 0 TOTAL (TO DATE): 0 BEFOR CO [TIO,\ O; STU3Y: 30

SER1ISJMUEXPECTED SIE EFFECTS lIl &J3J_=CTS PARTICIPATIRG Ili PROJECT(IF Vl.,E so STATE):

N/A None

CO':CL.US to-is:
None

PUBLICATIO.NS O A STRAcTS. FY-82:
N/A
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DATE: 1/21/83 I !.-V UWT O.: 4601 ISTATUS: 1ITZRIM" X F

STARqTI:G DATE: 1967 DATE O U__LETI__:_985

KEY lbpas: Clinical trial, Hodgkin's, radiotherapy

TITLE CF POaJECT:
Participation in the National Cooperative Study of
Early Hodgkin's Disease

.P.ICEP& I;V-$T(GcToRS): George B. Hutchison, M. D. Harvard, Boston

ASSOCIATE INVESTIGATO(S): Raymond B. Weiss, M. D. Walter Reed

FACILITY: MIC I DEPT/Sc: Hematology-Oncology

kc~I~z~rv OUSCSE COST CtLT[.CTACCT :IACCUIJLAT('f SUPFLY COST:
0 0

FY-83 iiASE: CNTP.ACT COST: SJPP.Y COST: DATE OF CC;,'UTj-rE . PPOVAiL OF

0-00 kP4NuA..Poz.q~ss RlEPORT F

STY O 3JECl"IvE: To determine the e ecUs-os-TUTfTtid
complications of therapy of differing irradiation volumes in

trotmn-At of early stAgjed Hodgkin'icdiseae.
-CHM.-'C.A L°APROACH.'This clinical trial was randomized and prospective, comparing
localized irradiation to clinically invol-ved region with extended field irradiation
t r1iniral1v involved region plus. regions suspected of being sites of sub-clinical

disease.PRos.R.=ss DIunsG FY-82: Interim report submitted for publication in I9Y, undergoing
revision in response to reviewers. Paper submitted at meeting of NCI, September, 1981,
and published 1982. Extended follow-up to 15 years shows no reduction in mortality.

tWIS'ER OF SJ3.ECTS STuDIED: 460
FY-82: no new accessipflj (TO DAT): 460 BEFORE C.ETI.' O.-STUY: 460

S-P.IOUS/UhII!ECTEo SI.DE EFFECTS Ii SU3J.CTS PARTICIPA IcG Ir! PROJ-CT(IF '' SO STATE): None

in current follow-up year.

ConcLuJons: To date comparison of localized fields with extended Tields --f
therapy of early Hodgkin's disease has not shown a clear superiority of
either technique within 15 years of follow-up.

PuBLicAToms O ASSTRACTS. FY-V.: Survival and Extension-free survival fol lowing

involved and extended field therapy of Hodgkin's disease, stages I 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.
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DATE2998 IX 1 UN:T U0. : #470 3 TS'1J.ZI

STA.qTI:.'G DATE: 1. July 1981 DATE C: O F-EIN I ILrl198

KEY ORas: Pharynx, awallowinj , fluoroscopy, viieorecordi~g
TITLE CF PPO2CT:paryngeal Swallow: Prospective Incidence of jisease

PRUICEPAL TMISTc.ATR(aS): David .J. Curtis,M.D._, Arnold Friedman,MA.D.

Assoc[ATE- ItIVESTIGATOR(S): Abraham Dachman, M.D., Eugene Maso, M1.D.

- ------------------- 
-------------------

STUDY-j;,r,, SUPPLYT11vi:De .-ti Pcei COf nalC--V phaNRyeaC CSw1o-in by-ropeciv

AL"ute eNtr of au 14.nar. Rev iwofz.=s REPOR of E0sllos

Deemn crtrao19ra pyga swallowsa befrmd 22puet ospiectv

CCmpuIter ntr Nof ocuion aes beevmaew in that o sallws.

beVaTS_-CSSU1D 8eerte prowt acing byrformuer; tc7 qant-intnles

prO"'pectveN cnatu os the ben aetntht ly.t ms

PUBLCATtONS oi~ ABSTRACT s. FY-82: Laryngeal dynamics, eRC Crit ical Reviews
in Diagnostic Imaging, 18:29-80, May 1982.



DATE: I ~ UTto: 4704 ISTUiINTERI!N F w-:3i X X
STARTI:.X DATE: DATE C= CoWLETICN-I

KEY lbRDs:

T~iE cP~J.~T: ULTRASOUND SCROTAL SCANNING.

NCPR ALcP lNVESTWGATOR(S): Lynne Blei, MD

AssOCwAe InMrESTIGATOfl(S:

FD~CILrTY: ME ~ =DPr/Svc: nto Rail X

kcmw-Anva MDCAE CosT: ACCI-uATmV CONTRACT COST: CCsUMULATiv-z SuPPLY CoST

RY-6 WElCSE: CornwcT ComT Suj.*Ptx Cosr DATE wF CcamireE fgPRI)Q
_______ kvwjm. Ppco-zss REP AMLBW5 1983

1ramCpHN . PROA~CH:

PwwxR-ss P,.js-itv FY-82:

ti16E OF SBJ3ECTS STUDED:

FY-82: 7OTAL (TO DATE): NFiOREE CO.VLETIO.V OF STru,,:

S-Rts11,mvzj~.cTED SwE EFFECas IN, SMEJCTS PkITICJPAT1IIG in NWECOF~r floi,;E s-o sTA1T):

Cw,-cuszIcws:

Dr. Blei is no longer assigned to Dept of Radiology.
She has left WRAMbC.

Pusucmrw's a ABSTRaS. FY-82:
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DATE: 1 Oct tO.: 6021 A STTUS._ IITTRT. X Fli, .

STARTI:. DATE: 1 Sentember-1982 DATE OF WLETI011: Seot 1985

K yt bpas: LHRH in Children
TITLE CF PPOJECT: Gonadotropin response to LHRH in Children and

Adolescents

Pr::C!?AL IVESTC.ATOR' ): Chandra M. Tiwary. M LTC, MC

ASSOCIATE IMVESTICATOR(S):

FACILI-Y: IP"IC I DEPT/SC: Pediatrics

1ACCJ.,LAtIvE 'Ef.AA Cost: AcIUIATTvE Cohcr COsr: kCW ILATIVS SUPPLY COST.
XI 1 i Nil

FY-83 iPE UiSM: COMTPACT COST: SJPPLY COST: DATE OF Cct,IrrT'EE (iPPROVJJ_ OF:
._$.1..00 a- tin $2 In0a0ao. L PRO Ress REPORT 8hB 2 5 JQRa

-------------- ---- --------------------------------STuoY0JMCTVE: To use LHRH as a diagnostic agent in evaluating

hypothalamic hypophyseal gonadal axis
"~I.VJ...H,. k.PP.OACH: Same as in the protocol

Pro,='Ess VU-IRmG FY-82: Approval to use the LHRH from HSG was not received
till the end of August 1982. We used LHRH in two children in
Sentm"a 1Q82 theh Igh dapta JQ 23Lsilahl nn 04@_ aip

NlU-.,R OF StJ3J.--CTS STUDIED;

FY-82: 25 TOTAL (TO DATE): 2 -FORE CO..PLETION OF STUDy: 75

S&RIOS/UEXPECTEO SI.OE EFFECTS IN SU3JECTS PWTIC[PAIrrG iM PI-CT(F :_ SO STATE):

none

CONM:w10:13: No conclusion can be drawn, only two patients have bee6-
studied and the serum gonadotropin results are available only in
one patient. I would like to continue the study.

PUBUCATIONS O ABSTRACTS, FY-82: NIL
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lA Wn J.T Nb.: 6025 j l TrTUS" ,. X Fru X..

START ! r DATE: DATE OF CQ'9L T IO :

KEY lIY.DS:
TITLE cF PROl.CT: Role of surface tension measurement of amniotic fluid
lipid extract in prediction of development of RDS in neonates

PRwtX!?.- 1.PE$TIGXTOR(S): Chandra M. Tiwary, M.D. ,LTC, MC
A ,,.hS,,AT,,(S): Richard Landes, M.D., COL, MC

ASsOCIATE 1wSIAa()

FACILITY: MER'-/ DEPT/SVC: Pediatrics

kcCWPJLATiva ?ECI C As: cut'IATivE CONTRACT COST kawCCuXLT[VE SPL ot

FY-83 I'ECCA E: CO.T.ACT COST: SUPPLY COST: DATE OF CMIIt-rEE APPROIAL OF
_____ I ANNUAL Piosnss REPORT FEB 2 5 193

------ ---------------------------------

STUOYOYJEcTIVE: To measure surface tension of amnidtic fluid lipid extract
rior to and during labor and to correlate it with the subsequent
evelopment of RDS in newiorns,

~CiC J~Ai : No Modification

Pj~~q~sst J. Y-F2: Fifteen amniotic fluid specimens have been analized.

The total number of specimen analizedto date has been 105.

14J51Mk OF SJ3JECTS STUDIED.

FY-82: 15 TOTAL (TO DATE): 105 BEFORE 'VItETIa 07 STUy: 125

SEEROUSAkhI=G3CTEO Sim EFFECTS IN SUMECTS PARTICIPATI.G IN PE, JECT(IF I:-:. SO STATE);

None

C0':CLUSIONS: Surface tension of amniotic fluid is useful in predicting
the occurence of RDS in the neonate.

A low ST of the amniotic fluid suggest possible occurance of a complication
ii the neonatal period and that infant child should be observed care-
fully during the first few days.

PUBLICATaOIS O ASTRACTS. FY-82:NIL
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D,;Ta-: D Iu Tr(10.- 6026 j SjftT D: x FI :AL
* START11:.4 DArC-: DATS 0-- CO-. trTcIM:

TIIuaC;:ppO.=CT: Tracheal -aqpirate surf ace tension ps a prognostic.
indicator in infant.s with respiratory-distress syndrome (RDS)

b iCaidia.M. 'Eiwary-, WD., LTC, *MC
filchaxrd D.7 *Laade S,V.. O, C

AssocCCATEIMESTMAOO(S):DC-'A I U+ i _T hnnTeiqt

FAcmty: V479C 1)amrsv: Pediatrics- .

Acamxtmmv ME Cosm- kCALTV CITATC3: *JATivc &J p.Y Cmsr

FY-83 iME:. Ccw.r~cr CosT:. SUPpY Cos: DAE Oaw! ri'!-1 MqoA W

PA. ass Di-n Fy-82: No tracheal aspirate 'samp~es were suomte recuse
VC17Y Tew DRUMe requjxr~d.intubation, we-have not measured .surf ace

* tension on ayslpecxmLn pince submission of the last repor.

MME fx3iOF Si3J&CTS STMoED: PO
* FY-SZ2: 7TALn (To DATE-):- DSIFo. CC--.LETjr OF -:),

* SEP.IOUatrs&XPECTED SW EF-ECS III &ISJzCCTS PAR3TICIPATIPG III PMOJECTCIF IS3 s STATE):
none*

b ccLJrwO~:Or preliminary results were pncouraging and we would
-. like to conti~nud the study

PUu..ICTO.'IS oat ABSTRACTS. FY-V2:
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DATE: NOV 82 I U-N CT loa. 6 0 30 Xi~~~jf~w
STAqTI:.'G DATE: 22 OCT 79 DA;TE CF COM-LETIM: NOV 82

KEY 1:0-os: Neutrophil chemotaxis, agarose

TiTLE CF PPO.J--CT: Studies of adult and newborn neutrophils under agarose.

PRUNCUP& lVEST(GAT-CR'S): Paul J. Thomas, MD, LTC MC

Asscc[ATE IM. EST IGATO(S): Doi Burgass, et al

FACILITY: WRAIC ___IDEPT/Syc: Pediatric Hematology-Oncology
-------------- -----------------

----------------- ---- ---------------

STUDY Q3JECTIVE: To study the chemotaxis of adult and newborn neutrophif-s--
under agarose according to the technique of Quje, et al and to toughly
CnMUpare ;prpulta WJith the y-'ppU Ct-2mhr r'h~mntayig..

7~C~tCL APROCH:Chemotaxi- lising agarose plates and varying the types
of chemoattractants and the concentration of neutrophils with electron
Micnrngraphy nf tht, r~lls iindergoin&-chemotaxis.

Pivsnzis VJa FY-82: Additional attempts to get reproducibly reliable re-
sults using this technique have been unsuccessful. The technique, has,
therefore, been a disappointment.

MRI13FR OF SU3J7ECTS SitUEoi): Newborn: 6; Adult: 22

Fy-82: NB1;AD:2 TOTAL (To'D.ATE):_NB:6;AD:22 BEFORS COWETrO:: 0;- ST,,.nIy: N/A

SWRIOUSAJNEWECTED SIE EFFECTS Jri SI3j=ECTS PARTICIPATIca Ir Pp JECT( IF PIX! S3 STATE): NONE

CON'C.USIONS: This technique, although potentially useful becaus-eoFte-
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. Our recommen-
dation is the closure of this protocol.

PUBLICATIONS o.a ABSTRACTS. FY-S2: NONE
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DATE: 3 JAN 83 Va" UT to.: 6032 STAUS: IITENI. F u

STATLcrg DATE: Undetermined DATE OF CILK.ETIO:I: 30 June 84

KEYIos: Gavage Feeding, Transcutaneous Oxygen, Nasogastric, Orogastric

TiTLE CF PPOJZCT:
Effect of Nasogastric Feeding Tubes on Oxygenation

PRINCIPAL [:'J-STIGXTOR'S): Richard D. Landes, M.D., COL, MC, USA

ASSOCIATE IHVESTIGATOR(S): John Nading M.D., LCDR, MC, USN

FACILITY: .IRNC D EPT/SVc: Pediatrics
ACCXtI.ILATIVE CA. COST: I ACCt4tAAT{V CozmTAcr COST: ACC'- "'JLATCVE ,SJPPLY COST:

FY-83 p ~ j- TOAc ot Scs DATE O. Cc-'urrTEE APPROVAL OF
60 SaO. U O COT uW u.uO L P. z PROzSS REPor FEB 25 1983

---------------------------------------- -- - -

STUDY 03JECTIS: To determine if there is a clinically significant deffef:-ice in

oxygenation during the use of nasogastric versus orogastric gavage tubes.

TMCm CJ.L P.aPROacH: Approach is to continuously measure transcutaleous "u2 to

compare the effects on oxygenation of neonates while being fed via nasogastric
vergug orfgas ric tybes, Differences in oxygenation between the two feeding

P s1?J'iwF The studv has not been started to date due to the lack of

appropriate hardware to record and analyze continuously recorded data. A
request for fundin and purchase of the necessary equipment was submitted to

t 4 l~ L~~l. n 4 -4, !B2.

FY-82: -0- lTA (TO DATE): -0- BEFORE COmPLETION O. STU.y: Approximately 30

&RlOsJUSAWEVECTED SI-DE EFFECTS If SJ3j'CTS PART[CPATI(;G IN PiOJ-CT( iF ('%,'E S3 STATE):

None

Co:m _-.toni: Request John Nading, M.D., LCDR, USN, be added as
Co-investigator and that funding be approved so that this study may

be completed.

PuBLICATIONS OR ABSTPACTS. FY-82:

None
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DATE: 2 5 Jan B831 1 o. Un r (b.: 6034 LUs: I TEMJ-I XXX F i

STRI.Jyi DATE: 15 January 1982 DATE C= COM-'LETIC: _ 1 April 1982

KEY SblS: oral decongetants;_.ral decongestant-antihistamine mixtures

TITLE CF PPOkzC-t The effectiveness of.Oral Decong estants and
Decongestant-antihistamine mi~ctureS in the treatment and prevention of
otitis media and secretory otitis media.

t, Peter M. Zawadsky, M.D. LTC(P), MC
PpiNco-AL IiSrOTCs: Pediatric Infectious Disease Fellow

ASSOCcAffE INVESTrGAr0ons): __________

Accwm~rivE rz-GSE COST: Ac'~jLitrwi Commcr Comt LcCIS-;1UJAIV8 SUPPLY COST;

FY-83 raFM&: COMPTrAc COST: S-IMtY COST: DATE OF Cc*,7 r- APP0,/-1 0j

SmoyO3J~crivI ------- - fkuA Ppoi-ss REPO.RT FFR_2_a

__________CTIVE To determine how widely oral decongestant's and decongestant-
antihistamine mixtures are used in children with otitis media and

ThCHii.C&L 9220-221;5 00 physicians (200 ENT,. 200 gen.* pediatricians, and
200 family practitioners) were polled by questionnaire to determine how often
:th~z iiq~ -nr~1 renEtagtats a~nd deonngggtant-antibistamine mixtures.

P ~:, uvn; FY-82: Questionnaires were mailed. Over three months
a total of questionnaires were returned fully answered. Tabulations
of results are now being completed.

NUSE O SUJEjCTS STUDIED):
600

FY-82: ToTxL (TO DIATE): 600 BEFOPE Cc:tEiav 0, STru:,y: --

&ER1ousANI~XECTED SFD= EFFECTS INi S'J3j--CTS P;A?.TJCIPT~jG Irl PirOjECT(IF ISO STATE):

Co:cusa~s:A preliminary summary of results *indicate a significant number

of physicians in each specialty employ decongestants and decongestant-antihistamine
mixtures. A prospective clinical research project on the efficacy of these
medications is being designed. The preliminary results of the questionnaire
will be submitted for pbblication.

PuBLIcmTo-nI oa AssrPACTS. FY-62:

497



AD-A 129 243 ANNUAL PROGRESS REPORT F-82 UME IU) WALTER REED J3 f

UNCLSSIFIED /G 6/5 NL

mmmmmmmmms

ImmmhmmIu
EIIIIIIIEEEEEE
IIIIIIIIIIIIIu



UlIII ,__ -
L 138 lm5

Wo
l..n.lI I m IA. 1

MICROCOPY RESOLUTION TEST CHART

NATIONAL [NUR[AU OF STANDARDSI-L3A

LL2



Dxre: Oct. 82 V,9 I!ICIflT 13.: 6035 SIM:x Ff:A1..

STSrA-r;:DATE: Oct. 82 DATE oF aetaio: Sept. 83

Lii 1bS: Grouv B Altr0RtongsAl antigen, newborn neutrdphil aggreganion

Tzn7s CP PMo..zCr: Does Group B. Streptococcal Extract Cadse Neutrophil Aggregation

and Chemotaxip in Adults.*....~

PowaI~PA. !gymsTiGdT!2R(s): U*.' ttl=- s);UOson- .

FACily 1WC D~r/vc: Pediatric Homatology/Oncol'&

ACCL.W.ATIV5 rFCP. Cws: kC2LATIV Cwrnvcr CurF: MC*~JA(E SOPLY CwS:
N/A -NA- F . A.

FY-83 FECASE:. Coamac COsT:. &mWIy COST: MAE OF Crirria kitov-..
- -A-~ MNL PPOZCiSS ROaT . EEA 2 5 MT8?

Srujl' Osjcrive.: to demonstrate adult'neutrphil aggregation and chernotaxis in the
presence of a recently islolatede~a~o ~~pBsrpooc

Se- attaiched page

P -Ass t FY-82:
* . . eu ttache. page

* FY-82L . TOM,. (TO n.Iis): . Bspc: CWLETIOa OF T-3i -

* &P1otrsAWX?!CE-D Smn EwscrS III &rzsJZCrS P~nICIcPArrTI In PM~.EC-T(iIt P- SO STATE_):
non e. **

Cocfsn:I). Group streptoccal ek'tract (from USURS) can cause chemQtaxis of

adul-t PMN'S (further docum~ntation needed), injpssible aggregatiion-.,i- adult-

PNN'S A&) .urther. technical time needed. *. ** *

hwaLIaTOs at AssTRACTS FY492:

* V
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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 extdnd the newborn PMN study.
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t~2., 1h 1": 6036 -- T;'! X u_ ----

STAIrI:. j DATE: Nov 81 T., :! .., : Oct 84

1F ba. Newborn neutrophil, aggrecation, chemotaxis

TITLE CF F.:OJTCT: Effects of Lactoferrin on Aggregation and chemotaxis of Newborn

Neutrophils.

PRINCIPAL !: V !. Brue A. Cook Maj, 1C (until 7/82)

Thomas A. Olson D. Cp .,Cz-a- 't-778-2 " -ASeGCIATI i,, srIG~iO.:s)" Pul.J. Thomas, ,11), 'LIc, 'MC et a_... .

FACt.ITY: P.,r - - r/S',c: Fediatric Hematology/Oncology

kCL9-LAT1LVZ- E&-UCA- CCST: AcUk.~v CQ:;.,!ACI COST: C.;ux~v JL CO',:N/ I'/ A 47 ..
N/A 1/A1 N7

FY-83 1WR E C~yjncr CTG.;.r: S.',:.Yv cull: RIiu JA

-~/ -i1 /'L *J.S 3 Epc.;r rE..28
------------------.-----------

Sm~,) 113JiCrmv: To study the effects of Lactof earin on the chemotact&icaiggregatilg

abilities of newborn cheutroph ils......

- See next page

See next page

FY-82: 6 Or.,L (Ao r.t): .....6 . ... .. C:.-."i ' mx o. - . _

____none

C'.: , .S 1) minimal work has been done due to other protocols and technician

2) Preliminary 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.

t' c; ri . , . " ..;

none
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Technical Approach: Using approximately lxlO>.cellsil 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 82t

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 acglmenting 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,
of

but it was able to cause deaggregationvpreviously 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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DAT:I Oct 86037T o.,': ""Srvru3- hiT i ;.,

STkrkTI:.u PA..TE: .h ,TE OF ,W.PT1 :

1KEYls s: Diet Obesity Insulin Glucagon
TITLE CF PPQJo'CT: Effect of Dietary Modifications on Weight Change in obese

Children with Different Insulin Responses to Glucose and Leucine
Challenges.

PiIMC!cp. I:-.STIGATO.S): Chandra M. Tiwary. M.D.LTC. D. Roberts R.N.

ASSCIATE I':CSTICATM(S): Mary L. Maras RD; Wolfe J. Rinke PhD, RD

FACILIY: _,P-C X _DTISV___: Pediatrics
------------------------- -- --------------------------

AcCLL\ULATIVE i'Sia CrT Ac uni.~ va CCNTRACT s: ACC'J0'JLAT lE S-J?PLY COST.;
-. 0- 16 625. 00 . . 600.00 .

FY-83 FIUc~SE: CONT!IACT COST: SUPPLY COST: BATE OF fcM '~ ~PkCVAL 0O al-0-~u 7000s -R ELL.2 5 19831
---------------------------------------------------------------

Technical2Apoach;.:Red 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 ne-i, t -4n 1nhtmra- Waite Reed4m- Medical Center.

Study Objective: To determine if specific dietary modifications can result

in improved weight reduction in certain categories of obese children. To
~~~~~t oyf er ij _! negcharacteristics

Ppos.-TusDRvic Fy--S2: Six patient were tested-t-o were - hyperinsu--ft-mic to
both glucose aln- leucine load, one was hyperinsulinemic to glucose only.
Two were an control diet. Two on low s'u ar, one on low protein diet and

PAt4e--b"A . en* ae----dd: rrgim" -irl on low
7 CiUD' .; sugar diet has completed the study. She lost weight.

FY-82: 'OTmL. (TO DATE): E£FORE C0O.'.?LET[IO, 0.7 STU,;Y:

.IO J3/UExPEct'rO Si.DE EFFECTS I(l SJ3JECTS PAP.TICIPATI1G i NI rC.J!CT(IF . SO srAT£):
op

No conclusion can be drawn because of small number of subjects
studied.

aPUBCATiO,'S O? .aSTRACTS, FY-82:
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DATE:OCT 82 I VC 'T No.: 6101 ST,' TUS" [ITil X FI::y..

STAqri:.r DAre: 2 MAY 80 DATE O COtLETIC:I: 83

KEY 1cRS: Acute Lymphocytic Leukemia, Relapse, Extramedullary Sites

TiTLE CF PRoJaCT: kU( #7834, Second Induction and Maintenance in Acute Lym-
phocytic Leukemia, Phase III (Amended)

PRt?;cc. TVIESTIGATORCS): Frederick B. Ruymann, MD, COL, MC

ASSOCIATE T-VESTrGATO.n(S): Paul J. Thomas. MD. LTC, MC et al

FAcILIT: Dier/Sc: Pediatric Hematology/Oncology
~- --------------- ------- - ---- --------

N/A! N/A I N/A .

I:Y-83 P.EMSE. : Co,,M.ACT COST: SuPP.Y COST: DAT OF CV-.,-T .:. =APPRA OF
_______ k4NUM. Ppo-csss REPORT ERa2i 198

STUOy O03jECTIv: Investigate the effectiveness of multidrug conditions in
the re-induction and maintenance of remission in acute lymphocytic leuk-

"rTLH4;:J. 0PROA0n: Randomized study between two maintenance arms after
induction with vincristine, prednisone, and adriamycin. This protocol
in tlqid In nnnjunntion with appnoriata CUS or extlramedullary site radio-

PRsaiss D,=JRu FY-82: therapy protocol.

No WRAMC patients were entered on this protocol.

hiSIS3R OF SUJeCTS STUDIED:

FY-82: N/A TOTAL, (To DAT): N/A BEFORE COMPLETIOF 0. STu-Y: N/A

Se-eiouskeiPEcrEo S.E D:FECTS in SUgJE"CTS PARTICIPATUW, Iri Pi.aJi-CT(IF jixaE S. STATE):
None "

Study remains open for extramedullary disease

PUBLICATIONS ot ABSTRACTS. FY-82: None
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______.. ..________________

. : .. f3. OCT: _2 TJ .3 S: Ii.TLI . X I:: .

Sr;,,,r:., ,TE: 3 MAY80 ,- P C ,i-t FTi(!:I: 83

Kv lbk%.is: m-AMSA, acute leukemia (relapse), non-Hodgkin's lymphoma.

TITLE CF PiOJXcT:POG #7919 Evaluation of r
emia and Non-Hodgkin's Lymphoma in Relapse, Phase II.

P ' I~::c[?.. !riVSTICATP~a'r: Frederick B. Ruymann, MD. COL, MC

ASSocIATE ft!VFSSTrGATO:C(S): Paul J. Thomas,MD._LTC, MC et al

FACY: i , i rr/c'c: Pediatric Ilematology/Oncology

-kcu,,-ATiv.z ' Co: :c".! Ay.: CC:;"ALF Cusr: -- , ..- L f'.' SUP;LY Co;:
N/A N/A N
FY-83 i MSE: Ca rP.AcCOST: S'Z,-Y Cosr: -C~iTE~k~VA.O

.A luA. PP0o' ..ss PEPO.r EPA 25 1983

STUOY 03JECTIVE: To stildy the effecti£ni6ri 13Ait-r 'd'cIrg. -n -

for acute Leukemia and non-Hodgkin's lymphoma in relapse.

TEci4.V. f mmi: Non-randomized study for non-Hodgkin's lymphoma and for
acute non-lymphccytic leukemia; randomized between two different dosage

schedules for acute lymphocytic leukemia.
P,.o . Cr,:J- F'-,2: Otte patient entered in FY-81 (one entered in FY 80 a1So
with transient response of the peripheral counts but no apparent effect on

OF -:. IG;! . ' - i LIIS j

FY--2 0 Or,,. (i C.A): 2 V..E C:..:'.cnr . N/A

SERP .Js/U;i-X.CrEO Swic EFPECTS iI S'J3JCT , -RArac , - . ..
None at WRAMC however, reports nationa yo sevdi
.wi th bmea._- A&hLatjrbMj 9_g_._to this side effect.
Cw:c,%.'jro',: Study remains open with the precaution o Ea---n otbrt -
continually during the administration of the drug and for two hours thereafter
along with careful watching of electrolytes, since the arrythmias may be
related to low serum otassium.
No.pattents fTom WRAMi were entered on this study in FY 82.

I"r.-ij: ICA,,j W A...ili. : , . . I S2: NONE
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D;T~aj!~Jnr3:6104 IiTus i~
STASqITM OATI: DAIEm~. C';~o. Cri.;1tU:T: 83 ______

,!%Y1 l S-Rubidazone, recurrent acute leukemia
TirLE cF Po12cr: POG # 781 Evaluation oi-8i i f Rubidazone iiTRidr~i iiEW1t
Acute Lymphoblastic and Acute Myelogenous Leukemia, Phase II

-i t;CP) . Ix 'J ,(GvT. S): Frederick B. Ruymann, MD, COL, MC

ASSOCrATg I1rVsr 1ir (S): " Thomas,.MD. LTC, MC et al
FACII : ,,..,r - Pediatric Hematology/Oncology

--- ~ - ---------- ----------------- 7=--- -- ------- ---

Accum-p~aivi EZDUS COST: AC~~IV~Cammncr COST: A"',ULATfI1/L S:.JILY CO:.N/A N/A NIA
FY-83 SE: CoNimAc COST: &!OM Y COW: ," Cc''.i'rn 'OV,- Or

%FA, N/A OF CJAl.. P.o=s f r .W 1A.L

-------- ----------- -------------- - - - - - - -

STUOY 03JerIVE: To study the effectiveness of Rubidazone in inducing remissions
in children with recurrent leukemia.

TECH:;vL. AaPPOA-2: Randomized study of two dosage schedules of Rubidazone.-

P~oc:;s f;:.Ie~~'~F Y-82: One additional patient entered in FY 81 (one in FY 80Y
with a transient marrow response (acute lymphoblastic leukemia).

OF SUlj3-CTS SfUDIE: .--

FY-8'2: o TorAL ('o u.).2 ....... :: C,:..ErON1 O, S:,Dy: N/A

SEEPIOUS/Ua.11XrFU Siot: E~rsiFETS IIIur .r3.:-% iri R!-J;: Cr(..W
NONE

CucLu31b:os: The study remains open; more patient accrual is needed. Group
wide, the drug appears to be effective.

. o .: ,.'; .,; . I Y 3): NONE
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SIAvRi:.1 DATE: 14 July 80 o.I r Cit,:0 Nov 81

KE bRS: Angidnre, acute leukemia in relapse
T!TLE C;: pioj.iCr: POG Ev#ato of1 Angu c1Th Tfff fr1Ta t1t-1
Acute Lyrphoblastic and Non-Lymphoblastic Leukemia in Relapse, Phase II.

Pu~L?~I._!iST~T~I~S:Frederick B. Ruyrnann, MD, COL, MC

Assncw A r!VFSr ICAT0:f (S): Thomas, MD, LTC, MC et al

.FACIlITY: Wtj"C rNpriS.c: Pediatric Hematology /Oncology
-- ------------------------------------

AcCUMPAIuVZv NUCAZZE Co 4-r: Aciu ~V:CU:Cih:ALV or Iq,,t;oiv;SPYSf
N/A N/A N7AJ~YCoi
FY-o83 C 1 C-r: Su - y Ccis r Pr Dim 0=~ ;~f~vt

- ~ N)A t.1IPR1. .Ot L 0E 25 9

depending on degree of toxicity.

FY-82: 0 iorxt U0 0., ~C~L~~o S:u:zY: N/A.

SERM[USAkIEXPECTED Suez &EECrS It' SJ:j--c'rS Pi~icpri, i 0J-Fcr(P i!Jz S S TAT):
NONE

Cu:C'.u3rojS: The study is closed. Anguidine made no apparent contributin
'tbd_*iVei~a disease-free survival. It may have some use in monocytic leukemia,
but the number of patients studied was minimal.

R'ift L[C~rIom oA ... ~
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DATEW 81 vLt-.--I .-.-: 6108-- x. -

S'c(,IRTI1 DATE: 24 MAR 80 DA.IF U;F Caix',!TuIC:10/21/81 _____-

KE IbDS HOOP, OPP, brain tumors

TiTLE CF Roiscr: POG #721 HOPP versus OPP in the Treatment of Children

with Recurrent Brain Tumors, Phase III.

PR~IM . IMI'ST( :.ATR"SO: Frederi ,ck B. Ruymann, MD, COL. MC

Assoc CATE htVEST1GATW CS) l PaJj... Thomas, MD, LTC, MC et a].

FAcIUITY: 1-WPC LjPf~:Pediatric Hematology/Oncology
--------- --------- ---- -------------------

ACCL*1LATIVi E(JCASE COST. ACcW-UIiAYNE C0G;fAcr Cosr: 1Ar.Qs."JLATIV S:-J?PLY COSrI:
N/A N/A jN/A

N__A______ /?NUAL PRO-3RSS ~PRt $ELi22

Sm~ 3~c~v:To- Study -the ef fect ofvnrsiepensn,-Wand o&tMzine
withorwl-thout nitrogen mustard in the treatment of children with recurrent

TEcHWVcL A:,P~O.;oe: Randomized study stratified by tumor type.

PPCIs 111.11m.- FY-82: No WRAMC patients were entered on this study.

145EIOF SITJUCTS SiuDIED:

FY-82: 0 1OTAL (To DfS)-:)_ 0 BFO~i Cc(.QLr.-O: O.T ~: /

Sat.ousA1IEXPECTED Sioz E-FECrS uIr SI3j=_CTS S'v.u3i~. iSTitP~Jc(~ ~~Ar):
NONE

C:LU3cONIS: The study was closed 10/21/81. The -final aaii-s ifdata-
has not been completed.

f'.~~crb~' (A ~i'I....I ~ -N' ed & Fed. Onc. 4s2 .53, 19 .78
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, 6111

ST,viri: DAE: 3 MAR 80 - [L (ui Ic . : 1983
Kh 1h: Anguidine, recurrent brain tumors

Ti TLE CF POJZC T:POG #712" Evaluation of Anguidine in the treatment ofCentral Nervous system Tumors, Phase II.

,,. U..t Frederick B. Ruymann, MD, COL, MC

_ASsCCATC hVESrrCATO(S): PaLT_. IThomasMD, LTC, MC et al

F L- C ... --- _--_--r/Sv;.: Pediatric Hematology/Oncology
ACCCLeATIv. ,fiL A YIV _ Co RAC C USr: I" * r : .. I S.U P. . . CO :
N/A N/A NA I~SL or
FY-83 PCA: Coir~rCs: u'yCWT__ N/A NIXA .r 0;2o ~~ ~ ~-i~./'-kNUAL IO-RFSS EPC.r

---------...... --------- - 1 ____-- - - ---------------Srwv O 3jECrr : To study the effect of intravenous anguidine give I 1ew1iiy-'in children with recurrent brain tumors.

7Emc.;. A ppo-u: Non-randomized study with dosage adjustments for impairedliver, kidney, and bone marrow function at the time of starting therapy.
Pao c.:ss Di..iunx FY-8): ....

date. No WRAMC patients have been entered on this study to

14U--.i OF SJ - :.i - ; S L I) E : NA
FY-82: 0 IOT.AL (To ,.): 0 B.rO,- Cro:: 0.- Sjp, N/A

_PIOuS3k'I1xP* C TE SiDE EFECT III S'u3i-Kys P :ric p.r 1  [;! PIaOJE-cT( IF :".i s) r.rA _S):

NONE
CU:C-US Si:5: Study remains open for non-astrocytomas.

Abstract submitted to ASCO. - "
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D , rE(.._j o ... r I. : 6112 S,,', uu : F. .. . .I x

STArI:. [TF: 14 JULY 80_ . ... , (.. t rTHP::: 1982

KEY ', S: Rubidazone, recurrent solid tumors

TITLE CF P; OJ"CT: pTG# 7 8 43 Eyiti y of Rubidazone in the Treatment of
Children with SoTid umors,

P It:Cl? I: SVICAr.,-"" .... Frederick B. Ruyinann, MD, COL, MC

AStCicATE I vsEi"tcAit *!a.ij. Thomas, ID, LTC, MC et al

FACILITY: " ',A r/S':c: Pediatric Hematology/Oncology
.-------- ---- -------------------------------------

Acc-.-0.,AT1V CST: .,:L;,, LvZ CU:4R. L I Cusr: C,.UL.,rV-z S'JPPLY COST:
N/A N/AA

FY-83 FE I CCS: C(PACT CC;--: S' yCOFF: 0, C-o
N -N/A A - R' -lS -Pcar FM- 2 5

STUOY 0J.-3CTIVE: To study the effect of rubidazone on recurrent solid tumors

and brain tumozs in children.

7Ef '. VJP O...Ai: Non-randomized study with dosage and adjustments for

impaired liver, kidney, and bone marrow function at the time of beginning

Ppo M Ii F-G [Y-82: No WRAMC patients have been entered on this study.

j' '..-L { ,J J:C' S~i n ........ ........ .. . . .. .... . .. ....

FY-82: 0 TOrTL (iO u.A,): 0 BLr,:o,, C: F' rio:: o : N/A

S" IOUS/U=X,'ECTED Si EF s UFECTS IN P;,xT-I P.', i! n I zoa-c'(IF l : sJ .'.,*r. ):

NONE

Co'ao.rO:i: The study is closed. There was no response tothe duiW -

15 evaluable patients.

["..' I.ICAr:3. : '.:.i ; [.V. .

NONE
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D-rT82"rus: 7,a'LX Ft:
STvfTJ:.'- D'rE: 21 March 81 D.E C. ,I rjc:i: open ended

KEY Uq-uS: Histiocytosis X
TirLE CF ['OJICT: POG # 7376 Evaluation of the Natural History of Histiocytosis X.

I :c.AL [. ti Frederick B. Ruymann, MD, COL, MC

ASscIAT Ir vsrTIGATO.(S): Paul J. Thomas1 ND, LTC, MC et al

FAcILITY: ,.:- L[Pr/';c: Pediatric Hematology/Oncology

kCLCO-TV:ATCVU= *Ekk. I[ST CU:s.Cr COsr: A'C'&-ULAI II SUPPLY COST:
N/A jN/A N7A

FY-83 F.-fAS: Ch.rncT CosTrST: P Cosrr 2 I5 OC8I N'UAL P,'.'=SR-;-' ,PCRT fU.2 5 1983

- -------- - -------------------------. .--------------Z =* ::.:STUY 13JECTIVE: To characterize the course of Histiocytosis X in children who
have not been previously treated.

T .ci!4. v a.-.,w Studies of extent of disease, immunologic competence, effect
of disease, and effect of therapy at yearly intervals.

-: No WRAMC patients have been entered on this study.

FY-82_Q TI;.'L (iO D2) : 0:.o, C,::.u, ,.' O. S:;': N/A

Sfi u$ I- -crEO Siii f. FECrS Itl SJ3j'CrZ 'V:,TICIPFI13 ISI P J--Ci . .; c;rArT ):
NONE

CO-:CLU;bO'IS: The study is being revised, in order to collect more data
concerning the pathophysiology of the disease.

F(ImL!CAror.w (i: ~~ t-
CO , C-335, 19 Abstract: ASCO C-65. 1976; SPR 1976: SSPR, 1977ASCO C-335, 1978

Publication: Med. Pediatric Oncology, 835-40, 1980, accepted in Cancer
3/17/80, submitted to J. Pediatr. 2/14/80.



BArxj: o .z w 82 ,.: __ .T_ _ r u: ~~i~.X

SrA~RTI:. D.TrE: 2 MAR 80 R% I I:. w if M110 198

KE IL-t*.os: Hodgkin's Disease, Stage III
Timer CF PtYOJ_.WT: POG # 7612 MOPP plus Bleomycin and A-COPP with involved Field
Radiation Therapy in Stage III Hodgkin's Disease in Children, Phase III.

PLin:CIPL IvfIM(S:Frederick B. Ruyniann, MD, CUL, MC

ASSZCA~ t~vsrcAIn~)LpIzJ. Ptiomas, MDLTC, MC et a]. -

-F------TY:jNir/Sc: Pediatric flematology/Oncology-------------------------------------------LL 1 -,
Accu~IJATivE NLECAZ&i COS-T: fVc-;W' i(V CU::; ACr CUSr c'-ui.fI( S',J?1LY CT:
N/A IN/A N7A

FY-83 V,-:XS': CONTRnACT CO~ST: Sj?, yCOST: IM o 0 c::r: OF
N/A N/A I4AhJULP~~s ~~rFR251~
---------- ------------------------------

SrtWY QOsx~criv.,: To study the effectiveness of radiation therapy -(i-n-volve~d-f'ield)
after chemotherapy with either MOPP+Bleomycin or A-COPP.

TOCHR'2L APR3ACIt: Randomized study between two chemotherapy regimen MOPP+Bleo
(nitrogen mustard, vincriatine, prednisone, procarbazine and bleomycin) and
A- P(dimcn jp~~~~~ vicristine,predisone, and procar-

P~o:3s[;r~isFY-82: bazine), followed by standardized radiat!in tT-iIpi-yTf61.lowed by
more chemotherapy with the same drugs.

No additional patients have been placed on the study. The two on study remain well.

OF swUxvs 5 *iU0 I ED:

FY-82: o Ior.ti. (-to c~k&i7: 2 I~~~C;.' ~:c:S!t %yr; N/A'I

SFIPI0U3SAIX.=CTED SICE UCFECTS IM S'.3iCS PA,~rcw.-,rw ; Iti rl,- jc( IF I!J-::~ SO S.T):

NONE , T ._%%

Cwu:ro:"1s: Study remains open. Group-wide, thr does no-tap-pear to b6e any signif-
icant differences in the two regimens.

NONE
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DATE: oT 2. 6117 Z• X
Sr,~ri:. D.i~: ~'~ (~;.: 1171983

STArt1:4_; DATE: 14 July 81 ,, f . C-

KLY 1;2P;,S: CNS leu ia_.
TITLE CF Pi4OJCT: POG # 7712 Comparison of Treatment regimens for the First

CNS Relapse in Children with Acute Lymphocytic Leukemia, Phase III.

hi. AL IT.S): Frederick B. Ruymann, MD, COL, MC

ASSOCrATE !,FvasrIGAiO_(S): Paul J. _Thomas._MD L TC, MC et al
FACILITY: .Dt Ipr/Sc: Pediatric Hematology/Oncology

k AivAiV i"CUCAZE CMs: kctCULJs-AY(V~ CG-flAcr COMr A'CA&;ULAT (v-- S'J?PLY COST:
N/A i /A . I A

FY-83 R SE: Co')RAcr COsr: S47 .Cs.r: D,,, OF 'ii , APeo',AL 0,:
Ni'____ A. P, .o:-ss REPoAr . E 1283

----- - ---------------------------------------------------------

STUOY 03JiCTIVE:To study the effectiveness of radiation therapy and intrathecal
therapy in the treatment of CNS leukemia; to study the effect of maintenance

thr~c~er gpY Vw~a.1U7firjtenantce t ! da at ion of respense

After successful therapy with radiation therapy to the skull and
intrathecal therjpy (methotrexate, hydrocortisone, ARA-C), radomization between:

je-t, h -e a --vs iri iier Weep iry-B ,eel-C7 Requies systemric re-
tuMtMtPytocol in addition to the CNS therapy.

NO WRAMC __ n were entered on this stud .---------. .

FY-82: 0 loG;, (Yo i:): 0 &FrOu C,.gK.ei io., o.: Sr ': N/A

SEP.Io:j3/LU.'=x.=CTED S10V- EFFECTS I(I $'J]J;Ci' ), rIcIP,,IG iT IF r:- S.. S'ATS):

NONE "

CO:cLUIO.,i : Study remains open.

m r'U FLJLICArIO: 0: , /A'; r;,,,s: '-=,Y : NONE
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D_._T:o ..- . .__ --,'. OC T .. i-- .s-_-r..!, X..

STAcr,:.u Q.E: J, .80_ ... .- t . i:'....-

KEY :1 3iAS: Non-hodgk.n's _j mphoma .....
TITLE CF Pi .- c: POG #7905 ACOP-plus for Non-Hodgkin's Lymphoma in Children,

Phase III.

PNI:C L?.~,. , r..'rc ,%s: Frederick B. Ruymann, MD, COL, MC

ASSoCIATE I:vESrraA1(: Paul J. Thomas, D, LTC, MC et al

FACILIT-Y: W-A"C I e,C: Pediatric Hematology/Oncology

AcCU1. LATIVi r'UCAS. CosT: Acc ,.J,,Iv. CG:wt'.r COST: ACIX C"ULATIV€ S'JPLY COST.
N/A N/A N7A

N/ NA IAJ',~~.'u Pi .-.:.ss ,'c.o.r FED 25S 1983
--- - ---------------------------------------------- --- -----

STUOY 0J3jCrtvE: To study the effectiveness of radiation therapy plus ACOP-pus
cemotherapy vs radiation therapy plus LSA -L chemotherapy in inducing and
mAintaininit 7wamiea4nng JIM ehiltibod nnxk nsnymphnmn-.
TECH4 .v, A."P OAti:

Randomized study between the two chemotherapy arms.

PP~oQ:. [..,IIG FY-S2:0ne patient was entered in FY 82 and is still in induction therapy.

The two patients entered in FY 80 are still in remission. The patient entered

ll,..-L.-, OF S'J;-CTS SOJijI.D:

FY-82: 1 onr.L (To [:i ): 4 0.7O: CS:".P riO::O : : N/A

S MR Ou U :E'X EC E D S i U Z Ei-FEC rT III ir, .aui rc:. , i:,;

NONE

CU;:CLU'310;s: Study remains open

NONE
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I ,\TE : orT .42 S [,, ,..* f' I' • I:I .

STArTI:.: OATE: 14 July 80 1 WA-,Crx.-g : 11 March 81

KEY i.i: retinoblastomaUnilateral
TITLE. CF P OJXCT POG # 7796. Adjuvant Chemotherapy for Localized Unilateral
Retinoblastoma, Reese-Ellsworth Group 5, Phase III.

PRIf:cr?.,. k: :;'S ):Frederick B. Ruymann, MD, COL, MC

AsswATE lt,vs TI Go.(s): Paul J. Thomas,..D, TC, NC et al

JACILITYI. : . ._ r/SS Pediatric Hematology/ Onco l ogy

AcCUP..A-iVi ?'CUU C03r: AC. 1 Cv. CUi(aA~r COST: 1('_C'S"-ULATIvA: SJ??LY COST:
N/A N/A N7A

FY-83 Cuf~E Cr1r.Acr Casr: Sua. Y Cosr: N~ Cc: 0--~ CC-%;TCC 0

-------------------- ----- ----------------

STUDY O3JECTIVE: To study the effectiveness of chemotherapy vs no chemotherapy

after enucleation of unilateral retinoblastoma, Reese-Ellsworth Group 5.

. andomized study between chemotherapy with vincristine and

cyclophosphamide vs. no chemotherapy.

P ,o ._:. [I F'(-S?: -There have been no new patients on this study. Te--

patient entered in FY 81 has had no sign of the retinoblastoma with the

r~~d4OF Su J_-CrS SIJWEn:

FY-82: 0 Tw,-u.(To u'..o,.: Cc':..- . rio-: o- Sru.,: N/A

SJr.ZCWJSA kI * .XFCTED SiDE EFFECTS if[ SUnJEcrS PAltICI'.I1!.H Itl PdOJ-ECr(IF f:r S. SATS):

CU:.:L'J,=Io:t: Study was closed by the group because of slow accrual from two

groups (approximately 120 treating institutions).

f'lm ICArfo:I- 0: :-. F' ":
NONE

- ,1i
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8 *t!r (.: 6120 I iw.ITiJIX f-:.

STAf'rI',4J D,-1; 14 July 80 D,,i C; Cr 'i-t :e: 1983

KEY __. __S: T-cell ALL

TITLE CF PZ.OJTCT: POG #7837 Evaluation of systemic Therapy for Children with
T-cell Acute Lymphocytic Leukemia, Phase III.

P+c!?!.L f.. Frederick B. l{uymann, ND, COL, MC

ASSOctATe IhSTIG ATO:(S) Paul J. _Thomas _MD, LTC, MC et al

J..FACILI-Y: U tDPr/'&c: Pediatric Hematology/Oncology

Accur.AvI 1OC-i COST: Accu-:u xivE CuimrxAr COstM A-0c91-ULWIV SUP&JPLY CaOr:
N/A IN/A I 7A

FY-83 Er'"ASE: Co rIACr COST: SIYCOST: DATrE OF C.~:t APR'AL OF
__ N A A_____P,.-_ss 1P(r FEB 2 5 1983

STUDY 3J-CTMv: To evaluate two different methods of chemotherapy for the treat-
ment of T-cell leukemia.

ECHiJ.'. & PaO.ACtg: Randomized study between the "Duke" regimen and POG-modified
LSA -L regimen. Basically, the "Duke" protocol is a more intense modification

j j ,,,,I LY. prot 9j1zheL =. 2A - modified version of Sloan-Kettering's

PRpOu..ss C:Ji1n'11t FY-82: lymphoma protocol.

There have been no patients entered on this study at WRAMC in FY 82. Four
-pte-hee-ben-,e ed--n-he--pa t. -0ne-ailed-indurtion...anl&AE.t. kn. off study.
fl'. +t oF 'J JJCTS S~uDItw: Three patients remain in remission.

FY-82;0 oT.O:. (To u)4. 0.-:= C::,i F O. , ,: N/A

A S P I,%-3/JN,VFPCID Si FFFcsi ~y~.~ etc
Th"Dke oarmo the rudy os,+±Js-d , tuitthe ae'.of ,estic-
ular relapses..
Co':cu ro.Is •  Study r-ezaizi open as a non-ran6m1YA 78--Cf1y-'El nrtr.t-a m only
Uttri-dtfication to include cranial radiation because of the higher number of
CNS relapses on this arm.

rT'titllCArtowr o , . 'I' " i. .:

Pilot Data: Clinical Res. Vol. 27 #5. Abstract A 815, 1979, Clin. Res.
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6121 - X -

SrfARrT.- DA~TE: 4 Feb 80 DN .Cr-rci: On-going register

kUio3os: Rare Tumors, Ch ildhood

TILE CF P;IOJ.:CT: POG # 7799 Rare Tumor Registry

Accum..xiv~ i( Cosr: AcctL.;ii-v.; Co:;r,-.'Arr Cosr: A~.~rvS'J??LY COST:
N/A NIA N/A

FY-83 iFCCSE: Co TRACT COST: SuJ'y Cos r: VAEon CC;...,[Tmur 0;~IA.O

STAOY O3JECIVE: To accumulate data on unusual,_ i;;~ _ enounn ifquiiid1W
tumors of childhood.

TrECH~i~V.L AdP0OAC:RegistrY with pathology review of patients with rare tumors
with annual reporting on status of patient.

Ppo01-i D[nirs.~F'(-WD: One patient with synovial cell sarcoma was entered on this
protocol in FY 81. There were no new patients at WRAMC. in FY 82.

1.SEROF SIAJECTS Sfuoi)I):

F18I,. uvr,_ O (u; 1A) 0 . - - H:c~C.x riot ! .- NA

Sap1st'gsxn'~to Si- EiFECTS i ' ci..i~ III t'!oJC:c ~ Ir ~J STAilE):

NONE IL

CC:LUSIrON':
-- Registry remains open, studies of certain tumors are being planned

using data from the registry.

h'uiLICArio.-ii o: Timv~f..f-2 NO"E

51.6



Sri.UOA LE;4 l rc. 
CW,- . 1TL"Jul 1982

KEY zS: CNS Leukemia

TITLE CF PiOJiCT: po'. # 7829 A Coawaisgn af Two Dose Regimens of Intrathecal

ethotrexate for Treatment of Leukema, Phase II.

PI .: .,iGr st:,% Frederick B. Ruymann, MD, COL, MC

Ass.c.aT ,ESTICA .(S): Pau1 J. Thomas.L_.D, LTC, MC et al.----

____________INANE ___ VDor/S.c. PediatricHematology/OclCOIgY
S---- - - - - -

kCCUtjATLvi EGCAS. COsT: Acc .: ..x. C:;r',[ CosT: . "UL.,TIV. ,J?PLY COST:
NIA INIA I N A

FY-33 FEMAS: Cosr:AC C ST:~ Y COST: VAE at Cc. :' ir;E h~pao-.AL
CCIAYMIAC N (A hu4 ,tLr~sss "~crEL..1

ST'OY 3JECrIVE: To evaluate the effectiveness and toxicity of two dose methq-

trexate dosages given intrathecally for the treatment of CNS leukemia.

WEi:;4V4.. A , Randomized study between standard dose methotrexate and low

dose methotrexate given intrathecally for the treatment of CNS 
leukemia.

PO :-s [:.IF".5 fY-S2: No WRAMC patients were entered on this study inFY 8t1.

I ' :OF SU,ECTS S U1 UID:

FY-(',!: 0 ToA.. (,Y ,ai):. ._._... BOrn'- C,.Le ro., o Su": N/A

SEP'oUSAI=X,VECTED SIDE LF-zECTS IN S'u3J=_CTS P W,0,TICG. in PIOJFCC(IF S:O: StAT-):

NONE

The study is closed. The accrual rate for patients was very small.

The induction rate on low dose vs high dose methotrexate is fairly equal.

More research will be done in this area.

[111:-.L ICArto:i ):,t Pe, l. ,.,,S, F Y-V :

NONE
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nATr:OCT 82 j ,:wr X;a.: --3 i,,u;: IifT .i1l X
Sfr.rI.u DATE: 24 March 80 E 1981

.- . ,'.S: Acute .Lypctic Leukemia
TITLE CF POJCT: POG # 7623 Evaiuatin ysec
of Acute Leukemia of Childhood (ALinC 12)

PR1If:CIpAL .i' ';FST(cATrx.':S): Frederick B. Ruymann, MD, COL, MC

A~s.OC!.iA !r srr Pal(s) J. ThomasL. pNDLTC, MC et al

FAC I ,ry:;:, [_ ILUpr/S/c: Pediatric Hematology/Oncology
-----------------------

ACCUM'.ATIV- icuC.h& Cuir: Ccc(u.'uv. ; C A 1 C03 r A -, ULW W.; S-'J??LV C057'.N/A N/A
R-8 U-NMJrACr CST SL u, F-i3 [ , . r. .rl C S y Cur: ,- Cc.".rr, , VL 0t O______ N/AA I'J oU-t P HOS! REPojar FEB 2 5 1983

------ --- ---------------- - - - - -- - - -

STuoY O3J;.CTIV: To investigate more intensive therapy vs less intensive therapy
in the treatment of standard risk and high risk acute lymphocytic leukemia, non-T,

T.Pi'. pPOc: Randomized study between thre--Ee-ea- -n-TgWgiuenv- -var-
iation in the intensiveness of therapy in the maintenance.

P~o a:..s ;:.Pf f FY-2:.
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

FY-82: o lorL% (fO ,.; 8 BrFr:,, C:>.:o:, O- .

& PIOUdS E'ElX PCTDO S W.-. UFiEcrs M S i C Pvrlici .,r1G in j iAT ;:" : S ):

NONE

x:;cusro:!s: Study closed in 1981 with the activation of the next generation
protocol (ALinC 13). Patients will continue to be followed on this protocol.

Monographs in Pediatric Hematology-Oncology (in press)
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D\ra:OCT 82 J L r o.: 6124 xS,,fu' " [irJIX!F:.

.SrA.trI:. DATE: 24 March 80 [ C _ J:' 1983

KEY 'S: Wilm's Tumor

TiTLE CF Po.JzcT:
POG #8000 The National Wilm's Tumor Study

; [: ,,CT Frederick B. Ruymann, MD, COL, MC

ASSOciATg I VESrrGA-Tai(s): Paul J. Thomas, MD. LTC, MC et al

F UE '._....._DPr/Sc: Pediatric Hematology/Oncology
-------------------------------------

AccUL-.ATiv= MECCA-, T 1 .Cst UALfVV; C~ifiACT C0sT: Ahn.-:jivr UPL OT
N/A N/A N/A ..........

FY-83 IEME~: CONrnACr COST: &.%,C~ :Dv~o C~1TE iicvnO7A N/A NPA kNUAL Pi'--:R-S3 sRtr FEB 2 5 1983
--------------------------------------- -----------

Sm50 53JiCrIVE: To study the therapy of different stage and histology of im's
Tumor using surgery, radiation therapy, and chemotherapy.

7Eo.4cH,4!V P~p.,Randomized study by stage (I-IV -inTid-r--l-og-ylrxb=E-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

Pi~o[7-S Li:iiasFY -:ae teated Thitf i-a~ttk-bdiatontheapy-a4-hemoherapy.
Yornew patliffts were treated in FY 82. Four are in remission, and the fifth

is still in induction therapy. Five patients treated earlier remain disease free.

FY-V2: 5 Totr,-. (Tro r:At-: 10 ~ c~C:iii~:o~S.~, /
- ~ ~ ~ ~ ~ ~ ~ 0 ..--.----..--.---. N/A---

Sc!,-wUS-kiX3ECrE0 SiL,.- E~o=ECrS IeI S&,3.J-CTS tJSIrJI IIP'2~r(F~'~K STAT--):
NONE

Ccu.slwsi:
The study remains open.

hjt rk A rvc'; i ,

Epidemiologic features of Wilm's tumor. JNCI, March 1982, Breslow and Beckwith
PUBLICATION:
"Biology and Managemsent of Wilm's Tumor". Cancer in the Young, Levine.

P~o'$.19 A::lI "-':aetet'f -~~ '~ain maya m~eay



6x
1,r%.: OCT 82 !,:_..r a.:6 2

ST,\T.ri:. [,rE: 18 Set D80. ., 0D C,6,-fI C:I: 1983

KEY U-.S: Medulloblastoma, Ependymoma

TITLE CF PZOJ:CT: POG # 7909 Evaluation of MOPP Adjuvant Chemotherapy in the

Treatment of Localized Medulloblastoma and Epedymoma, Phase III.

ph1c. Iri,=rTAr Frederick B. Ruymann, MD, COL, MC -

A.;SCcATE 1tivEsrrr;O:-(s): Paul J. Thomas.xD, LTC, MC et al

FACILIY: DI-fJ:; FIEPr/S ,c.: Pediatric Hematology/Oncology

N/A N[ E 5IA83

STMOY 03JECTIV'+rO evaluate radiation therapy alone versus radiatio hrp plus
chemotherapy with 4 drugs (MOPP) in the treatment of localized medulloblastoma
Smrv O3aCpEa eauae aiaio heay-loevesuadato-ter- pu
TEc4.' ao.': Randomized study between radiation therapy with, and radiation

therapy without chemotherapy with MOPP. A non randomized arm has been closed.

PRqo' ,!;-So I.flDu FY-82: One patient from WRAMC was entered on 'thi--'tu-T-iFY 82.
Patient had a severe reaction to Procarbzine, and was removed from study at the
parents request.

O SUZ -=CTs Sttwji): -

FY-82: 1(O I ;.K): GO ::' o . < , :;y: N /A.

Si.RIOUs/Lki=_x-=CTEO Smf EFEcTs Itl Su'3J=cS PT' .',r;:; Itl Ri..J-c'(IF I=x:E .. .

The MOPP courses occasionally result in moderate myelosuppression This has2
been reduced by drppping the dose of nitrogen mustard Trom 6mg/m to 3 mg/m

The study remains open.

rPOLA i W low i o..: ., , f.. .; ' 1:/.): . . . . ... .

NONE
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DAE:OC 2 r' N3.: 612 .jirs hrewri X h;:'.AL

ST,\RTI:. DATE: 14 July 80 DATE OF C 9LETIC'l: March 1981

KEY I0RDS: Retinoblastoma, extra-ocular
TITLE CF P.OJECT: POG # 7994 Therapy for Extra-ocular retinoblastoma with Cyclophos-
phamide, Vincristine, Adriamycin, and irridiation. Phase III.

PPItKCAIL IMI',E TIGATCR(S): Frederick B. Ruymann, MD, COL, MC

ASSOCIATe htVESTrGATO(S): Paul T Thomas, MD, LTC, MC et al
FACILITY: V-,.:'C [DEPT/Svc: Pediatric Hematology/Oncology

-- --- ---------- ---- --- -- -------- ------

AccWILATIva PEW~& COST: ACCL2jLATivE- Con-ITRACT COST: LVIXULAT LYE SUPiPLY COST:
N/A N/A . A

FY-83 MeDCA Co.Nrn~cr COST: Su pV COST: DATE OF CC:-M!TTrEE APROvAL OF
._A/AN k#UAL PNo--ss REPORT FEB 2 5 1983

STUOY 03JaCriVr: To study the effect of chemotherapy and irridiati " -,
treatment of extra-ocular 'retinoblastoma by class and degree anid type of spread.

"ICH4iVCL. APROACH:Non-randomized study with treatment specified for each class of
extra-ocular retinoblastoma.

*pmRORs$ ljk~crs 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
nf iDnd=Ag th Accrual of Patients (aroup wide).

thusai a oa Sumas StuDiED:

Y-82: A TOTAL (TO DATE): I BEFORE CC!PtETO O- STUtY: N/A

StROiS/uslE,ECTE0 SwO. EFFECTS It SU3JSCTS PARTrCPAjTIrG IN PROJ-CT(IF R134E SO STATE):
NONE

CO CLU31IS: Study is closed; however, the patient will be continued to be
followed for long term follow-up.

PusLcATmO4s oR A STRACTS, FY-92:

NONE
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I
DATE: OCT 82 [ J 1!~~ T 0~.: AT nrshri±x.. F- i:

STARU:.1 OATE: 16 May 80 DaE O Ca'QLETIC:j: 1983

KEY ylODS: Extra-medullarY Leukemia

TITLE Cp P.Oj:CT: POG # 7901 Rescue Therapy for Non-CNS Extra-medullary Disease

in Children with Acute Lymphoblastic Leukemia. Phase III.

Pa I:-;Z(?AL PEv~SrrArOR(S}: Frederick B. Ruymann, MD, COL, MC

ASSOCIATE 1MVESTfMATO. (S): Paul Thomas, MD, LTC, MC et al

FACILITY: .C DEPT/SVC: Pediatric Hematology/Oncology

N/A I N/A.. NIA

FY-83 iVcfASE: cO)RACT COST: &II OST: DATE OF Caillr;-E fAP.oA.. 0;
A _ N/A _A I 1.tUAL PPO-R=SS REPORT E

---------- --- ---- --------------------------------------- - --

STOY 03JECTIVE: To determine the effectiveness of radiatioz therap y to local areas

of extra-medullary, non-CNS leukemia.

IEC'24120A A"PROARI:- Non-randomized study using specified amounts of radiation
therapy for extra-medullary sites of leukemia relapse. Requires concurrent

PRO R ss Duamirt FY-82: One patient previously entered in FY8O. No new patients
entered on this study in FY 82.

thk-BE OF SUJECTS STUDIED.

FY-82: 0 TOTAL (TO DATE): 1 BEFOPE CCPLETiO,., OF STUDY: N/A

SERIOUS/t1'k=SECTEO SIDE EFFECTS IN SUJCTS PfRTICIPATI.G Ill P1Oi-CT( IF II3:'E SO STATr:
NONE

CO'c1..sc oS: Study remains open with apparent reasonable success of therapy re-

ported by the group.

PUBLICTIONIS OR AsSTRACTSo FY-82:
none
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D,\TE:O T 82 10 rf: 6130 1 Srus RIrL__ F x

STARTIi. DATE: 22 Oct 80 DATE OF Co',LETIeI: 1981

KEY $RS: jTjirnhlnarnmn

TtTLE CF P.oJwcT: POG # 8002 Combination Chemotherapy with Adriamycin Cis-diamminedi-

cloroplatinum, Vincristine, and Cytoxan in Children with Metastatic 
Neuroblastoma,

Stage IV.

PIt;CIAt IInv-.TIGATO(S .): Frederick B. Ruymann, MD, COL, MC

AssoCrATE IftVESTr6ATO(S): Eaul J. Thomas, MD, LTC, MC et al
FAxmwT: W149:., D OPT/S1,C. Pediatric Hematology/0ncology

w - - - -- - - - - --- ---- -- - - - - - - - - - -

Accixuu~iva iEDCASE CosT: ACCULATE COMACT COST: /rC'S.:UATiVE S. ,LY
N/A 1N/A N7.
'FY-83 ~ffAS: CORMCAT CosT: SIN CosT: PATE o" Cc. ',TEE 0.Rovm O

NIA N/A ._NUAL PRO:RSS REPORT FEB 2 5 1987

STUDY O3JCTIVE: To study the effectiveness of intensive multidrug ce6m" OJ 6-5EhaPy
on stag e IV.neuroblastoma.'

TECH4I'L A.'PPROACPI:. Non-randomized study using four drug chemotherapy regimen

devised by investigators at Washington University, St. Louis, MO.

PROrSE'la Ji- FY-82: No. WRAMC patients were entered on this study in FY 82.

MR-SE, OF SUBJECTS STUIOD:

FY-82: 0 TOTAL (TO DATE): 0 BEFOI.E CUPLETfO, OF STUDY: N/A

SERIOuSAkjI=XPECTEO SiOs EFFECTS Ifl Su3J-CTS PA.TICIPATI'G INl PROJ-CT(IF I.3:jE SO STATE):

NONE I-

Co0:Lctus0a'ms: The study has been closed due to an adequate accrual of patients.

PUBLICATION'S O ABSTRACTS, FY-82:
Manuscript submitted to Cancer Treatment Reports 5/19/82.

523



DATE: OCT 82 I- Dl'o,:T I. 6131 .[,Ltus hR jlei X F i:,_

STRTi'.j DArE: 1 OCT 80 DATE OF CO 'i 'tLTi:l: 1983

KEY 1US: Immune Complexes, circulating
TITLE CF P.OJCT: POG # 8075 Circulating immune Complexes in Pediatric

Malignancies.

PRINCIPAL IVr.STGATQR('SY: Frederick B. Ruymann, MD, COL, MC

ASSOCIATE INVESTIGATOR(S): Paul J. Thomas, MD, LTC, MC et al

FACIL!TY: M?:C . DEPT/SVc: Pediatric Hematology/Onc/ology

-- ----------- -- - ---------- ------- ----------- - - - -

AcL;:-XPt..ATjV-. N'E[DASE COS T: kcutaCiy;U.V CC.-WRACI" COST. .NA . TULATIVa- S'UPPLY-COST:
NIA N /A V

- - ---------- - - ------- --------- iNVAL' PROIZR-SS REPPORT FEB 2 5 MI

STUDY OBJECTIVE: To measure the levels of circulating immune complexes in the
serum of patinets with leukemia, neuroblastoma, and osteosarcoma, before,

f LPRO.H:. Serum from patients sent to reference laboratory for detection
of circulating immune complexes. Levels of the circulating immune complexes will
hp Cn-rPnln-gd with rho n,,rnp of thp disease.

PRoc~;m.s Diarii FY-82: No WRAMC patients have been entered on this study.

NiX.SE. OF SU3JECTS STUDIED:

FY-2: o TOTAL (To 'DATE): 0 BEFORE CO.ILET(O, OF STUDY: N/A

SERLOUS/U&EXPECTED SIDE EFFECTS IN SU3JECTS PARTICIP,rTIOG IN PROJEC7(F 1"!3 SO STTAT ):
NONE

CoCLU1OIaS: Adequate accrual has been achieved with caucasians with acute
lymphocytic leukemia. The stuy remains open for all others. Note: It has
been shown that 60% of stage IV (D) NB patients exhibited significant elevation
of CIC.

PUaLICATIOIS vR ABSTRACTS. FY-32:

NONE
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DATE:OCT 52 Ub,,% CWIT 'O., 6132 .ShrUS. 4i1.TE-i:1 : :1, X

STARTI:.[; DATE: 81 DATE OF C ;'iLETIO:L: 2/17/82

KEY I DS: Medulloblastoma, Ependymoma

TITLE CF PM0JzCT: POG # 8016 PCNU in Recurrent Childhood Medulloblastoma and

Ependymoma

pRI:C(?AL ,,;.T(AT .. S) Frederick B. Ruymann, MD, COL, MC

AssocAE hVESTCATOR(S)Paul J. Thomas, MD, LTC, MC et al
FAc IL IT-Y: I, : D{rpr/SvC: Pediatric Hematology/ Oncology"

ACCUU'.ATIVE 'OCA-, COST: Accu.uLAT[ v. COirRACr COST: A"w;ULATIV" SUPPLY COST:

N/A INAINIA

FY-83 fjSE CORRACr COST: Si.YCOST: DATrE Or CCi-1,r7E-, APR0,/,L OF
N/A__ rNIUAL PRO .Ss'fS REPORT

STUOY O3JCT 'E: To study the effectivenesss of the investigational agent PCNU

on childhood medulloblastomas and ependymomas.

TECW4i{V-. PAPROAl.:Phase II drug study of PCNU with provisions for dosage modifica-

tion or escalation depending on response/toxicity.

Ppo'q.=-s DJi-rtG FY-82: No new WRAMC patients were entered on this study in-'Y 82.

W.t-LUBR OF SUJECTS STUDIED:

FY-82: 0 TOTAL (TO DATE): 0 BEFORE CQ"LETIOa; O S,.u,_ N/A

S EaOUS/ axCTEO SwEo EFFECTS HI SU13j=-CTS PARTICIPATh'MG it PPOJTCT(W iO.'e, SO STATE) %

None reported by Group.

CO'CLUSIOIS:The study is closed. There have been no documented responses to PCNU.

Of the 12 evaluable patients on this study, none showed any decrease in the

size of the tumor. All 12 patients evaluated for toxicity develiped thrombocyto-

penia. In 8 patients the platlet count dropped below 50, O00/mm . A final

report has not been completed on this study.

PUBLICATIONS o ABSTRACTS, FY-82:

NONE
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DATE:.T 82 A, r TN.: 6133 ShrUS .ir :.! X F :' .

STARIr:. DATE: 1981 DATE OF CO'QLETO:c: 1983

KEY 3OUS: Pediatric Tumors, m-AMSA

TITLE CF PM0EMCT:POG # 8018 Evaluation of m-AMSA in Children with Solid Tumors,

Phase II.

Pale:C(?L [: VEsTc.ATCt'S): Frederick B. Ruymann, 1D, COL, MC

ASSOCCATE If!VESTGATO'1(S): Paul J. Thomas, MD, LTC, MC et al

FACILI,Y: ,q: " DEPr/Svc: Pediatric Hematology/Oncology

Accu,:j.ATIvE fEOCASE COST: Accu.:uLvv. CoirRAcr COST, ACC,.;ULATIV .SUPPLY COST:

N/A 1N/A N A •

FY8) RAS:CONTIACT COST: S P- COST: DATrE OF CC_!'!T E-, APPRoQVai.. 0
N/A A hNNUAL PPOSRESS REPORT FEB 2 5 1983

--------- -- ------------------------------ ----------
STUoY 3JECTIVE: To study the effectiveness of the investi at ionf-1aTErwSA

in recurrent solid tumors of childhood which are resistant to 
standard forms

i H AO'%cH: Non-randomized phase II study of the drug m-AMSA in recurrent

childhood tumors with stratification by tumor type, and with 
provisions for

PO"- ss Du FY?-2: No WRAMC patients were entered on this study in FY 82.

In FY 81, the dosage was escalted because of evidence of easy 
tolerability

and greater effectivity of higher dosages.

NU-.13iR OF SUJMJCTS STUD:

FY-82: o TOTAL (TO DATE). 0 BEFo.RE CP.ET[O I: O STUDy: N/A

.ERZOUs/ku: ,.CTED SI.DE EFFECTS IMl SU3J.CTS PARTICIPATIG Ir PROJCT(IF I.!ZOE SO STATE):

Tne sign3 icant toxicity has been cardiac arrythmias wbich necess tate

cardiac monitoring during and after the administration of the drug.

CO.:CLU$IOsS: The study will be closed shortly. All available data indicates that
-m-ANSA-s some activity in neuroblastoma, but no complete responses were ac-

hieved at a severely myelotoxic dose. The drug may also be active in Histiocytosis

X. Final' analysis will be done after the study is closed.

PUBLICATIONS QRBSTRACT5Y'Sy -:ABSTRACT CivinC... Land V.J., Nitschke R. Kamen B.A.,
and Vats T. .: "tm-a1A ietn&enesui on-m-Anl tdlne, 4-(9-Acridinylamino) 24992

Activity in Pediatric Solid Tumors. Proc. Am. Soc. Clin. Oncol. 1: 178, 1982.
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DATE:OCT 82 v U,- T N3.: 6134 LS1'-'US" [ITrEiNV X

STARTl;,.. DATE: 1981 DATE OF C'i-:'LETIO:I: 1983

KEY b,,S' Methyl-GAG, Acute Leukemia, Lymphoma
TITLE CF p.Oj.cT:POG # 8021 Evaluation of Methyl- GAG in Children with ANLL
Lymphoma, and ALL in Relapse, Phase II

Pr~l.':cipX_ [:!,:, ST(CATO.RS): Frederick B. Ruymann, MD, COL, MC

ASSOCIATE hESTGATOI(S): Paul J. Thomas, MD, LTC, MC et al

FACILITY: V,9.',C DEPT/Svc: Pediatric Hematology/Oncology
- ---------------------- ------- -

ACCUI.MLATIVE PECDCASE COST: . ACcuiuAYrI v- _Ca; rRAcCosr _A-CIJ..ULAT I V -SUPPLY COST:
N/A IN/A WYA.
FY-83 VNCASE: CoIMACT COST: S F' COST: DATE OF CC. ,I.TTEc f#pp.Oj.v 0

A iAi'._AUAL PRo:R-ss REPORT TEB 25 m3
------------------- -------------------------------------------

STUOY 03JECTIVE:To study the effectiveness of the investigational drug Methyl-
GAG in the treatment of recurrent acute non-lymphocytic leukemia, lymphoma, and
w. - ., T,-.q- -' 4 .t -i -- i to -st.a-ar4 ahe.5-],

1EcHC4. O~ACNon --randomized phase II drug study of methyl-GAG with provisions

for dosage modification depending on response or toxicity.

PROs.iSS DU.~itrG FY-82: -One patient was placed on the study in FY 8L, buE
there was no response to the treatment. There have been no new patients
placed on the study in FY 82.

tM-3ER OF SU3j:CTS STUDIED.

FY-82: 0 TOTAL (TO DATE): 1 BEFa, CC,.PLETIO, 07 ST-UY: N/A

SEROUS/ N-'IE ECTED SILDE EFFECTS INl SJSJECTS PA.TICIPATMG Il PR'OJECT(IF :3.Z SO STATE):
NONE

CO;:CLU$1O;as: The study remains open.

PUBLICATIO;,S Oa ABSTRACTS. FY-S2:
NONE
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Tta.: 6135 1 ~s i~uX a~
DATa: ocT 82 J.'aN,__ :. 6zjs lsirs hTERWN. X F ...

STwariU DATE: 1981 DATE OF CU'iLETIca: 1983

KEY 1$. vS: Vindesin, Lymphoid Malignancies

TITLE cF P .OJ CT:POG # 8022 Evaluation of 1,2:4,6 Desacetyl Vinblastine (Vindesine)
Twice weekly plus Prednisone and a Cross Over Study of Vindesine-Prednisone vs.

Vincristine-Prednisone in Children with Lymphoid Malignancies, Phase II and III.

Pilf.CTAL Frederick B. Ruymann, MD, COL, MC

ASSOC[ATE hr!vEsTrGATO(S): Paul J. Thomas, MD, LTC, MC et al

FACILITY: ,OWC DEPT/Svc: Pediatric Hematology/Oncology
1-------------------------------------------

ACCW-VuATIV~z PECASE COST: ACCUIIULATIV Civ AC COT AcaxiLAT i vYSUPYCS
NIA N/A NIA.

Y83P-rS:CONTRACT COST: S~IPI COST: DATrE OF C8 i t-E pRoyAL Op

FY83i~~i~: N/ ____I_ h!JeqVA PPnm---SS PEPC.RT EEA.±iq saa
-------- --- -- ---------------------------

STUoY 03JECTIVE: Study of the effectiveness of vindes-ne-f.i'1 fTU- ttOr-
fO remission in lymphoid malignancies and comparison of vindesine with vincris-
tims inl indlilinf nirb ct ct ,n i fn

'cHMj.'*C- L A.PRoPA:. Randomized study between vindesine-prednisone and vincristine-

prednisone in treating relapse lymphoid malignancies with built in cross-over
if induction fails.

PRoaqess i .miri, FY-82: There were no patients entered on this stuay In- F182

NV-SEi OF SUSJECTS STUI.ED:

FY-82: T OTAL (TO o.TE): BEFORE CcOPt.Erio O, STUvy: N/A

SERiOUSA EXECTEO SwE EFFECTS imi SU3J:CTS PARTICIPATIh'G I(1 PROJECT(IF 0".x"E SO STATS):

NONE

Co:COu vaOIs: The response to vindesine and vincristine in the non-vincrtrifMe 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.

PUBLICATIOIS OR ABSTRACTS, FY-2:
Cancer 47(12):2789-2792, 1981

'528



DATE: QT 82 IJH T NO.: 6136 j.S;TUSi Ii'.T*Jr.j X F_;__"

STAqrTI..j DATE: 1981 DATE OF COiLETIOC: 1983

KEY j13aS: HLA typing, Malignancy

TITLE CF PPOJECT: POG # 8079 HLA Antigen Phenotype

PPIN:CIPAL 1!V.STf.ATORS): Frederick B. Ruymann, MD, COL, MC

ASSOCtATe IIMVESTrcATO!R(S): Paul J., Thomas, D. LTC, MC et al

FACILITY:' I DE/Svc: Pediatric Hematology/Oncology

ACC'X,.ATIV. iEOCAS Co S: A=C2.*U.ATIVE CGairRAC" COST: A'CO .uLATIVE SUPPLY COST:

N/A NIA N'7A

FY-3 FCCA: CNIAC COST: ac I- OS: DT OF CQc-IITTEEF 0Povi.O
N/- A "NA /: UAL PrO"-R=SS REPORT EFi 5J18

Tuo0 J£cTI%': To study the HLA phenotypes of pe

leukemia and neuroblastoma in order to establish 
a correlation if any, between

IILA typa and m-~aiR1io
TECHI 4V . APPOAC: Study of HLA types of patients with maligrianci-es.

Abcillary study.

PRQOJR.V3S LDi~li FY-82:
No WRAMC patients were entered on this study in FY 82.

t1' , 3E OF SUBJECTS STUD iE:

FY-82: 0 TOTAL (TO DATE): 0 BSFOa, CO:.PLETIO,I OF STU.Y: N/A

SERIOUSAWXPECTED Sl-O EFFECTS IN SU3JECTS PATICIPATItG In PROJ-CT(IF r.SE SO STATE):

CO..CLU S.',s: Adequate accrual of caucasion patients with ALL, the rest

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 A2. The coordin-
ators are awaiting further follow-up before analyzing clinical characteristics

FUB.LICATIO.IS O. ABSTRACTS FY-82:
Abstract: Black Children With Certain Factor B and C4 Phenotypes are genetically

Predisposed to ALL. B.Budowle, J. Dearth, P. Bowmaa, R. Go, 11. 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.
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DATE:OCT 82 [.lN U, r N'o. : 6 13 7 ShrS i.Tr!. LX Fi::,?.

START|. DATE: 1981 DATE OF Cc.LETIO:4: 1983

KEY IRDS: Ewing's Sarcoma, Metastatic

TITLE CF POJECT: POG # 8095 Intergroup Metastatic Ewing's Sarcoma

Ptft'C[.L I!P,STcGATcRCS): Frederick B. Ruymann, MD, COL, MC

ASSOCIATE 'VESTGATO.R(S): Paul J. Thomas, MD LTC, MC et al

FACILITY: I,:PC L.Pr/S'c: Pediatric Hematology/Oncology
---------------------- --------------- -----------------

Acmcaxuni ZCS CO;;. Accul--r1VE Cm'MrACr COST: AqC1X-VULATIVc. SUPPLY CaJSr:
N/A N/A 97A.

FY-83 PjffCA&: CNAC COST: SU.Ip, COST: DJAo Cc.'.i -rE, APPROVAL 0;
A NA

______UAL PO-R=SS REPGORT FEB 2 5 1983
STuoY Jc--E: To study the .effectiveness of uniform approach of surgery,.

radiation therapy, and five drug intensive chemotherapy on metastatic Ewing's

~'°It APPROACH: Non-randomized study of intensive approach to metastic Ewing's

sarcoma.

PRO.9 ss Djaimi FY-82:
No patients from WRAMC were entered on this study in FY 82.

HigU"3E.1 OF SU3JIECTS STUDIED:

FY-82: 0 TOTAL (TO DATE): 0 BEFoRE CC.P1ETiO, OF STU,Y.y N/A

SERIOUSAI'WEECTEO Sloe EFFECTS IN SU3JECTS PA.TICIPATIG IM POJ--CT( IF 1:9 SO STATE):
NONE 7

Co:oJs 10;s:

Study remains open.

PUBLICATIONS O. A STRACTS, FY-S2:
NONE
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START.q.i DATE: Oct 81 - AEO ~&:Tcj 1984

KEY UO~S: Arjjtp Lyphoid Leukemill
TITLE CF Pe'0j--CT:POG # 8035/36 Laboratory Subclassifia n -a n d Evalaio t
Treatment Regimens in Acute Lymphoid Leukemia of Childhood

PPIN:CcIx k'Wf-ST1CATGcR(S): Frederick B. Ruymann, MD, COL, MC

ASSOC(ATE 1MVESTrGATI(S): Paul L.-Thomas. MD, LTC, MC et al.

FACILITY: VOWC -1DEPr/Svc: Pediatric Hematology/ Oncology
- --- ------ -- ----------------- ------------------------------- -------

N A 
N/A 

N '
FY-83 i' flCA: CONriACr COST: Cosr: %Ir OCI1rEkPOA.OIhh / -kNUAL PRO-ZRSS REPORT FFEi.lSqa.

-------------------------------------

SiTUQoY Ol)3-JE;CTI'VE: The study is d vided into two parts. iE1it~f~r-ranize
a subgroup classification'of ALL at the time of diagnosis. Part II is the treat-mAn mt nef t a prntnnoi~ --utilizes 3 regimens. Results are compared, andTIU~ AR~h related to Subgroup claifcto in, PatITAL -L'nteiil

VariVsslaboratory methods. used in PrtI 3 rezimens sed in Part II.The ?ir t wees of treatment are tetsame ?n e rgmens. Begilnning on

One paticait .4.as entered on this study from WRAMC in FT 82, and remains in
vemieJG -Io

11LU-S.1~ OF SU3J:ECTS STUDIlED:

FY-82: I TOTAL (To OATE): BEFORE Cc.LOLETION1 O7 STU~y: N/A

SERIOUS/UMIE~ED SI-a EFFECTS It; SU3JECTS PARTICIPArM~G IN PIIOJEC7(it MFf34" SO~ STATE):
NONE 7I

COX:CLU3 rOM~S:
The study remains open.

PUBLICATIONS 0. ABSTRACT S. FY-S2:
NONE
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ST,'r:.u D;TE OCT 81 (. . , . - TI:I: . 9& .

KEY Jloas: Histiocytosis Xbone
TITLE CF P;:0jXT: POG # 8047. Histiocytosis X in Bone

PIPI:C[?AL [,M:SNGATR 10: Frederick B. Ruymann, MD, COL, MC

AsSC:CAT N It~ESTGATo:(S)" Paul J. Thomas, LT C et al

F--IL-TY:--------- pr/S ': Pediatric Hematology/Oncology
------------------ -...------ -- -- -- -----

ACC'.LATIV W PIEGAS. COST: .. U:.LIV. Cc.;,'.\cr Cosr: A LUvf IVE SJPPLY COST:
N/A N/AN/_ _.

FY-83 IC ASE: &CTc CoST: L1AI a? Ccwt r;: V' I EO- kr L0
kJNUAL PNo- Iss REP(U CER 2 5 20-3

---------------------------------------------.- -----------

STuov '3J:crIVE:To determine incidence of complete resolution after surgical excis-
ion or biopsy; to determine role of radiation therapy, and to determine natural

, Surgery to remove as much of the histiocytosis as possible;
randomized dose of radiation therapy. (This is a two arm study during the rad-

There have been no patients from WRAMC entered on this study in FY 82

J'L'''IH!O ,Uj.IJ;CTS SilioIEl;;. . .. . .. . .. . . .. . ..
FY- 0ujcsSIiI -or',-(. . .-) -Jo: .:.tt-i' .- - -. : -

IY-^. n o-f.%_ 6-o 0 o .... N/A

SE7PIcuS/UI=X._CioD S ._w iJ-Fcr..t ri c'I iJECTS VA .rIcI,.',riuz IN S). I:: 5rATE):

NONE .,
CU;;CL'J": [ 0:15:

The study is still open.

['11LICArtwi:. 0.: .

NONE
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DATE: Q 8UNT NO.: 64 rs'[LATciu:. X F_________

STARTI..' DATE: Dec 81 DATE OF C~jLET1O:i: 1985

KEYI;M~S: -Acute nonlymphocytic leukemia (ANLL)
TirLE CF PaOJZCT: POG # 8101 .Acute Nonlymphocytic LeueREM-A1TJZ) In '..nidre
Phase III.

PRt:EL ~i~SCCAT~lI) Frederick B. Ruymann, MD, COL, MC

ASSOccATe INVESTrOATO'(s): Paul J. -Thomas, MD, LTC, MC et al

FAC[LI-Y: MAC DEPT/SyC: Pediatric Hematology/ Oncology

Acc~u~rv~~DAS Cst Acu.mArrva CaarRACT COST': Ac-C'.JULAT IVE SUPPLY COST:
N/A N/A0A

FY-83 PIVISE: CaMyACT COST: NY COST: Dac- oz CUc ,9! rrEC APROVA 0
____ ____NN _____ kNU' Paosanss !REpcr 2 192o

SrTUOY O3JECTIVE: To determine the effect of remission rate ad utT&Ti6i7iiid7-oxicity,

with an intensive 3-drug regimen + an anthracycline free induction regimen.To
ac 4v.

4
,. andA lablrtafx data- aain m6ro information on AI4LL.

T7aCH.4;vj koppRoACH: This is a randomized study in two parts, with the 'induction chem-
otherapy being randomized, and later the maintenance chemotherapy is randomized.

PtorGac-ss Duiawr, FY-82:
One patient from WRAM1C was entered on this study in FY 82. She is now on mainten-
ance chemotherapy, and remains disease free.

tAxaEa OF Su~j3ECTS STUDIED:

FY-82: 1 TOTAL (TO DATE): 1BSFORE CCU'PLETIOm: 0-STD N/A

SERIOUS&'II!,PECTED SIzE EFFECTS Mn SU3JECTS PAR2TICIPATIIIG Iff PiiOJECTOF~I~ SO STATE):
NONE

CONCLUS 10.15:

The study remains open.

PUBLICATIONS o.i AaSsrACTS, FY-S2:

NONE
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DATE: Oct 82 Un L fhC to.: 6 142 TRu .. : X F wi.

STRTI:.. DATE: 1981 DTE OF C-,pLETIO:I: X.arch 1963

KEY bas: Neutrophil aggregation, amphotericin-B

TjnE CF PPOJ;.CT: Studies of Neutrophil Aggregation by Amhotericin-B

P ilt.IC[AL 1 $P.iSTI.ATOra S): Cook, Bruce A. et al

AsSOCiATE I!WESTI GATOR(S): Thomas, Olson, Ruymann

FACILITY: C I DEPr/Sc: Pediatric Hematology/Oncology
S---- ---- -- -- ----- ---------- ------------

kaccuPr.TIVE MECASE COST: Accu,:u-t,-rv Cc?;rRAcr Co5r: kaCCx*ULAT EV SUPPLY COST:

FY-83 FEE : CoNr.,,.cT COST: SUPPLY COST: DA TE OF Cc'-'.,H7Er- L'ov 0,=

NAN/A N/A hNA PROSRSSS REPCAT *

STUoY O3JECTIVE: To study the aggregation-production ability of Amphotericin-

B using adult volunteer neutrophils

TECHdV-..J. k.PROACH: Using our current method of investigation of neutro-

phil aggregation(aggregometer), study the effect of amphotericin-B on

neutrophil aRgregation.

PPo'Ss Nirn FY-S2: Using our technique of centrifugal separation ot M-

neutrophils from blood, adult neutrophils from 20 healthy adults were ex-

posed to amphotericin-B as an aggregating agent. (see conclusions)

tV'.IR OF SuJ=JCTS STuDID.:

FY-82:20 TOTAL (To DAT.): 20 BeFoRiE COL',.ETO:; O. STF v 0-5

SEPIOUS/IEXPE.CTED Si.Dc EFFECTS M SU:J=_CT5 PATICIPTruG INl PROJECT(IF -3S STArE):

NONE

CO;CLU3IOtIS: 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

neutrophils. Several more aggregation experiments may need to be run

in order to have the results ready for publication.

PUBLICATIONS OR AbsrRACTS, FY--: 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.
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__________________F__ SI " rus S F w).
DATE: OCT R2 I L,PX + " ' ~ T t.0. 6.143 i h l U T L .j:. jL I:,.

STRTI:.; DATE:Feb 82 DATE OF C ',LETICA: 1983

KEY 1:S: Rhabodomyosarcoma

TITLE CF Pi.OJ.ET: POG # 8157 Multi-agent Chemotherapy with Adjuvant Whole Body

Irradiation in Half-body Increments in Patients with Clinical Group IV Rhabdomyo-

sarcoma.

PP;.I,~?AL 1!';ESTICATl(S: Frederick B. Ruymann, MD, COL, MC

ASSOCtATE IM!VESTrGATOq(S): Paul J. Thomas, MD, L TC, MC et al

FACILITY: I WC DEPr/Syc: Pediatric Hematology/Oncology
---- - -- ---- - - - - - - - - - - - - - - - -- - - - - - - - - - - - -

Accw~rvE%,-i_ 'CCASE COST: jAccu--i tLva- Cc rlACr COST: A'CLx:uLAT iVS SUPPLY COST:
N/A IN/A [,A.

FY-83 ECcAE: CONTUCT COST: SY COSr: DATE OF Cc;-'tQ7Es i.ppRovA.. 0;
NPA_ N/A A P:NUA P'iOSRESs PEpC.RTFVP 9 5 IQ83

- ---- - -------------- ------------------- -- - --- " --

STUOY 1.3JECTIVE: To establish the ef ficacy and safeyo inerae srysmc

irradiation and multi-agent chemotherapy in patients with advanced rhabdomyosarcoma.

TEcH; ..'J. APOACH:. Autologous bone marrow re-infusions are done on patients after

chemotherapy.

PROa.:S U inig FY-82: One patient was entered on the study from WrUFL =u Y-t

He is in remissions having completed HBI and autologous bone marrow infusion 4/1/82.

WRAMC, Johns Hopkins, Emory Medical College of VA, WA university, M.D. Anderson

R P, PREA j3.'k-;e U 1 rt 'TDItEDz;z

FY-82: 1 TOTA. (TO DATE): 1 BEFORE C0 ,-.ET1OX OF STY: N/A

SERIOUS/U,/EXPECTEO SI.DE EFFECTS It SUJ=CTS PARTICiPATI1G Itl PROJ-CT(IF I.E SO STATE):

NONE

Co:CLUS t os:

Imroved accrual of patients is needed to complete observations.

The study is still open.

PUBLICATIONIS OR ABSTRACTS. FY-S2:

NONE
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DATE:OCT A? o,, "r NO 6144 SAMO I::.

STARTI:..G DATE: Jan 26, 1982 DATE OF CG'oiLETI:I: 1986

KEY ;ORS: Wilm's Tumor

TITLE CF PeOJZCT: POG # 8158, NWTS Long Term Follow-up Study

P~tt:cIL I AT~S " Frederick B. Ruymann, MD, COL, MC

ASSOCCATE 1VESTrGATOM(S): Raul J. Thomas, MD, LTC, MC et al

FACILITY: -?'C DEPT/Svc: Pediatric Hematology/OncologY
S----- ---- ----------------------------

ccu...ATIV- [UCAS, COST: kwACc.u.Ar CG-NrRAT COMT: A,.C'.XULATIVE SUPPLY COst:
N/A )N/A NA.

FY-8 PocCAS: % RACTCOS.- .Sf-Y COT: ATE OF CC.!urr1!EC f0PR10 OF
A-- N A CO STZ CoskU, PROR-SSS REPO.RT ?EB 2 5 1983

- ---------------- -------------------------------------------- -

STUOY '3J2CTI'E: To gather .epidemiological and late effedts data on Wilm's

tumor patients.

rECH4I .*PtPRO.ACH: Data on patients sent to coordinator in oraer 'o evaluate

e iffects of therapy.

PROs.ass DPitair FY-82: [
No patients were entered on this study in FY 82

143E.3sR OF SJSJECTS STUDIED:

FY-82: 0 TOTA. (TO DT)L0 BEFOPE CC0,PLETfO- Oc STnUY: N/A

SERIOUS/U'I-EXPECTEO SI.E EFFECTS IN SU3JECTS PA.TICIPATIG I POJECT(IF Ias;E SO STATE):

NONE 
7

CO;:CLUS LOMS:

The study remains open.

PUBLICATIONS OR ABSTRACTS. FY-82:
NONE



DAT: C.T..82ji!o:&, C w, r N0.- 6145 ____I_,.IF

STARTv-. DATE: Jan 26, 1982 DT ~ C *~~~:: 1 8

KEY 1;RDS: Advanced, acure...J~Mphocyti 2 Leukemia

TITLE CF Pp.oj-cT: POG # 8155 Determination of Qualitative and Quaiflt.atI.e xicity
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 11.

PP1UNC1?.L hiY,,)TfGATGR(S):' Frederi -ck B. Ruyxnann, MD, COL, MC

ASSOCCATE hNVESTI.AMRO(S)' Paul J. Thomas. MD, LTC, MC et al

FAc[rurY: Mi~?."C DEPrSix': Pediatric Rematology/Oncology
------------- ------------ ------------------------------

kcwmuAriva PZDfCASE COST: AcdWULAi~Tv Co.; rRACT COST' A-C1X'!ULATIVaS SUPPLY COST:
N/A -1N/A N7A

FY8 EChS: CNTMACT COST: SU-'Y COST: DATE OF CC;.-,I'.T7 EE P?PROVAL 0;
/A N/A R_____ A INVAL PROSMEsSS rREPCRT

-------------------------- ------------------------------- 
----STUDY Os..acrIVE: To determine 'the maximum tolerated doses, and toxicity oJf -Al-_

anosine in patients with acute lymphocytic leukemia, in relapse.'

7RC1'rCJ. ALPRO.'2: Investigate dose levels of L-ALanosine in order to evaluate the

optimum level of chemotherapy to be administered# and it's effectiveness
agig -hp tuimor. This is a Phase I and Phase II study.

Ppocgi-ss DiJmr, FY-82: No IiRAMC patients were entered on this study in -FY -2T

thkLS.ia OF SusBJECTS STUD [Eo:

FY-8: o TOrTL (To'DATE): 0 BEFoP=E CCtLErTM O7- STUDy: N/A

SEP IOUS/U XPVECTEO SUDE EFFECTS Mf SU3JECTS PARTICIPAThiIG IN PitOJECT( F IESO STATE):
NONE I

CON:CL'JS IOM'S:

Study remains open. Patient acession is very slow.

PUBLICAT!ONIS 0.1 ABSTRACTS. FY-S2:
NONE



DAE C 2 I,., n 0 6146- L~~~u:kTi~iX F w;'

SrAJ.,.--Q DATE: Feb 1982 DATrE OF C~j LuTiC:L 1984

KEY ;3zUS: Snlid tumors- mitoxatrone
TITLE CF PhoijECT: POG 8139 Evaluation of Response and Toxicity of Dihydroxvan-
thracenedione (Mitoxantrone) in Children with Solid Tumors unresponsive to
StandardTherapy (Phase II).

P~r~C(~. I,~T(A~a~)'Frederick B. Ruymann, MD, COL, MC

ASSOCIATE I1VESTrGATO'.(S): Paul J. Thomas, MD, LTC, MC et al

FACILITY: W2,9:C -~DEPTr/Svc: Pediatric Hemnatology/ Oncology

-- - - -- - - -- - - -- --- 
-- 

- -- - - -- - -

Accw:uP-AvE= iZUASE COST: ic-: ~ va CovrnAcr COST: ArCIUNULAT EVE SUPPLY COST:
N/A jN/A N7A

FY-83 F- CAKL: CONTRACT COST: S Pl'y COST: DA~TE OF Cac-n-T- rc hknowv 0;
NA__ N/A _____H'JUAL Pi1O-ZSS rRE~acr FEB 23 1983

----------------- ----------- ---------------------------------
STUOY 03JECTIVfE: To determine the toxicity, response rate arid duration of
response of dihydroxyanthracenedione in children with advanced malignant disease.

TECWV.. ~ROAH:* Non randomized study of the effectiveness of a relatively
new drug.

PRoR3sq-s D~jamrI FY-82:
No WRAMC were entered on this study in FY 82

thx*3aa OF SUSJECTS STUDIED:

FY-82 0  TOTAL (TO DATE): pBEFORE CCj.,tLETO,'! OF STUDY: N/A,

SEP.IOUSUEXECTED SmzE EFFECTS IN Su1j=CTS PA.RTICjPATjIkG Itl PiROJ--T( IF SO STATE):
NONE

CON-CL'J ramis:
The study remains open.

PUBLICATIONS oa ABSTPACTS. FY-S2:.

NONE
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DATE: OCT 82 - 1,0,,,.. N r No :: 147

ST,RTI:'; DATE; Feb 82 DATE OF CU-.cLETIO:: 1985

KEY _ns: Advanced, Acute Leukemia, mitoxantrone

TITLE CF PMOJiCT: POG #8067 Evaluation of Response anT loxcity 0

in Children with Advanced Acute Leukemia Resistant to Standard 
Therapy.

P.It:CAL ,,'-.ST(GATOA'S): Frederick B. Ruymann, MD, COL, MC

ASSoCtATE 1IvESTrGATO~(S): Paul J. Thomas. MD, LTC, MC et al

FACILITY: L-CEPr/S1C: Pediatric Hematology/OOncology
- - - - - - - - -- - - - - - - - - - - - - - ---------

Accu:.:rLAIV. QCAZ COST,* Acc.:uL.Av CO:;rRACT COST: A'c "YULATIVE SUPPLY COST:
N/A IN/A NIA .

FY-83 FECASE: CO TRACT COST: SJP Y COST: DATEs o= Co:.-?u-rrE[2 tArROvAJ 0;
'N/A ~ /A~ ________ knu~i. Pnoss REPORT EB 2 5 93

-------- --------- -------------- ~-----------------------
STWOY OJECTIVE: To determine response rate, duration of response, and toxicity of
two different regimens of mitoxantrone in children with acute leukemia.

'TECHiC'J.-PPRO.AC: Randomized study between two treatment regimens.

PRoR ss jiino FY-82:

No WRAMC patients were intered on this study in FY 1982

[R-1.1 OF S'.J3jECTS STUDIED:

FY-82: 0 TOTAL (TO DATE): 0 BEFORE CCO;PLETfOn OF STUY: N/A

SERIOUS/UNI-XECTED SIDE EFFECTS INi SUMJECTS PARTICIPATING iM PROJ-CT(IF 11:E SO STATE):

COCLUS 10.IS:
The study is still open. The protocol has been amended so. that there would

be no randomization for patients with ANLL.

PUBLICATIOMIS 0R ABSTRACTS. FY-S2:
NONE
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DAE C 2 1asUmJ r No. 6148 STx F:..Jw;i~ .!.±.i
STARTi:.*G J E: May 1982 DA\TE OF COjzLETIO:I: 1984

KEY ;D~s. Neuroblastoma, age and stage_______

TITLE CF Pa~oj.:CT:POG # 8104 Comprehensive Care of tlhe Mla~ witi' Neuro-pasoma:
A Stage and Age Oriented Study, Phase III

PNINC1PAL [.iLV,-$TfGATi'S): Frederick B. Ruymann, MD, COL, MC

ASSOCCATE hr!VESTrc.ArO(S): Paul J. Thomas, MD, LTC, MC et al

FACILITY: {DC L /Svc: Pediatric Hematology/Oncology
AccumVL.ATIV-2 RECASZ COST: k cCu:LATva Ca:;rACr COS: ACUULATIVE SUPPLY COST:
N/A I N/A N7A

FY-83 CASE: CONTRACT COST: 'SUp' Y COST: DATE OF' CC -%ITir NPROVft Or-
NI A N/ _______INUA Pi'O'.R-TSS PEPORqT 82 5 1983

------- ----------------------------- -- - - - -SrUOY Os3JECrrVE: To prospectively evaluate the prognsi impact-- * f -- ta-ge--- u-----g
a surgical, pathological s taging system. nsiimatosagIuig

7E~ii~.'..A~~a.'HPatients are treated with a variety of therapies, according to
their age, and the stage of the disease.

PROG.US5 BuiriC FY-82,: One patient from WRAMC was placed on the study in FY 82.
He-is now in remission, and feeling well.

NXSE OF SUBJECTS STUDID

F 82 TOTAL (TO DATE): 0 BEFORE CC.',LET[O~x OF STruy: N/A

SER[OUSMUNEXPECTED Sfoz EFFECTS itt Su3j--c-%S PARThCIPATIG Irn PRjojECT( IF NX-9 SO STATE):
NONE

CON:CLU3 IOMS;
Study is still open.

PUbLICATIO'.IS 0.1 ABSTRACT S. FY-82:
NONE
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14 9 Sr~u irn~iX -i

K-:y Ux-m: Cis-pjainm,_ Recurrent brain tumor

TITLE CF P0oJ-ECT: POG # 8140 Cis-platinum in Recurrent Brain Tumors, Pha~e II

P; IKC1?~L I1STTr(:Frederick B. fluyrnanri, MD, COL, MC

AssociATtE IrEIvGAiOCS): Eaul-J. Thomas, 1 1), LTC, MC et al

FA I L I _Y: :cFr/v:Pediatric Hematology/Oncology
-~~ ~ -.. - - - * - - - ---- - ---

AcCU-'...ATIV-: ELCAZE Cou r: ACL: ,r'~Cu:; .AL Cus r: A1-QX ULAI1- 'I..SJ?PLY Cof:
N/A LNAN'7A

FY-93 CCS:Co.Nr.c TRCTOST: S:), 'Y COSI: RLI IF o:- CC:--.,rrF jp %. 0
N/A N/A NlAkm~ O s p~ .. ~.~~

S-ruoy 03JECrIVE: To study anti-tumor aciivity -a-n"e--ib'1:ii-tr6iItrtoi-es:;fatinum
tTff e elt and advanced brain tumor patients.

T~ac,,'i..j A.~nouLF,: Non randomized study using Cis-platinum in the treaCm-Lff-of

recurrent brain tumor; developed by Oklahoma Children's Memorial Hospital.

P~O:~ !i~IC (jJ.One patient was entered on this study from WRAMC in-FY'l982.

*Fatlifft de-i16i.,id a severe reaction, and was removed from the study.

Or 'JJ-_CTS StUED;~J

F Y-8,2: 1 ToTm.- (To 1 Wo:ECc o o.T S,,.Dy: N/A

S~rzos/~tx.~c~ FSIi [cFcrs Iri S&i,,j:c.r T'1IPAi ii!c; iri h!0~J.L.,(1 rx j _srT-):
Suspected severe reaction to Cis-platinum in one patient at WRAMC

COW:CLU3 IO.%3:
The study is still open

NONE
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DATE: OCT 82 uaos 0.: r tL O.: 6150 S1 '.TuS:" ll,;i.r; I'. X Fi;,-.

STARr i.j D,,.rE: June 1982 DATE OF C_,'__LETIO:_:_1985

KEY 13.RDS: Costs, cancer

TITLE CF PROJECT: Non Medical Costs of Childhood Cancer at WRAMC

PRgi:C(PAL I! ': ThGATO(S): Martha C. Lupo, CPT ANC

ASSOCiAT- IfIVEST(GATOR(S): _

FACILITY: I, - I DEPT/Svc: Pediatric Hematology/Oncology
-- - - -- - -- - -- - -- - --- --------- -- - - - - - - - --- - - - - -

ACCU;..vLATIVEZ NEOEASc COST: k cwcit.Avc C0.~irRACT COST. kC'S;ULATIvE SUPPLY COST.

FY-83 V'GAIS: CONTR CCOST: Su.,' , COST: DATE OF 0Cci-E ;PiOV;. OF
__________ , A kJ 'NU P-o'.qSS REPORT -

-------------------------------
STU3Y 3JECT'E: To identify the average monthyly non medical cost-Hit d-y
parents of children with cancer, during the initial hospitalization period, and

i..riqn 1%h: first mointh o-f OR"s
TECHIICL APPROAo: Parents of cancer patients fill out questionaire on expenses

incurred during this time period.

P~~~sD:Iimii FY-82:
There have been no patients from WRAMC entered on this study from WRAMC in FY 82

VLUP3E- OF Susi-ECTS STUDI ED:

FY-82: Tota.. (To 'D.ATc.): BEFOPE CC.a"Erro',% o. STUy:

SEPOUS/L'I-XECTED SI.DE EFFECTS IN SU!3J-CTS P,.RTICIPATIG Irt PROJCT(IF r:; SO STATE):

NONE

COM:CLU310OMS:
The study is still open.

PUBLICATIOIS o.a AbSTRACTS. FY-S2:
NONE
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DATE: "T flo. 6151 STATUS Ilni;.o F -wy.
STARTI:.U DATE: 15 July 1982 DATE OF CUx'pt.ETIlc: September 1983

KEY ;.s~s: Memory hydration

TiTLE CF PPoCT: Effect of hydration status on short term

memory

PRI'tC!PL.. 1;, $TIOATORCS): (handTa M. Tiwary

ASSCtATE IVESTIGATOR(S):

FACILTY: M,' X DEPT/S':c: Pediatric

AcCu.Lp.AT!V. P DCA, COST: CCUtIb-ATiV- C0,;TRACr CO3T: kC1CU-;UL.TJ IV S J?PLY Casr

FY-83 HMI'fSE: CONTPACT COST: SIPPLY COST: I DATE O- Cc,. ", "I,. AL OF
-A.__ k.NUAI.L PRO'J5S REPORT £ER. 2iiqg
-------------------------- m-e-o----- ;--- n-----c-ed.-----tT~iFf-satus

of the subject. If a correlation exists between the plasme vasopressln

lua-l anAs hart term memory function."
'T..I. ;CAL M'PaO;'ciH:

No change

P,osa3'..s ,J1iRmt FY--82: 8 subjects completed both part of the study two completed
only one part of the study.

IJ1.ER O. SUM3J CTS STUDIED:

FY-82: TOTAL (TO DATE): B"FFOP CC-.'PLETIO,' O. ST.ny:

,RIOUS/U'-XPEC"D S-o. EFFECTS IMl SU3J-CTS PARTiCIP.1,TIiOG IL P.OJECT( IF I:S: SSTATE):

Differences in various aspect of short term memory function
are seen between the dehydrated and hydreated state. We do not know
if the d±fferences are statistically significant results are encouraging
and more subject should be studied.

PUSLICATIONS 0. P-3STRACTS. FY-82: NIL
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.. -.-- ._-.-.,.- --. -_ _......... . .. . --.-._-• ..............___________

DAT Eii 1_~- ~ - [rZ]ti1~ X F

ST. .-F . ,[o.. i C Ir e:i: 1985

KEY ;. s: Non-lyp.2hoblastic lymphoma
SCF P;.JCT: lOG # 8106 High Dose Cylohospnaiddr-.-h-igh6 ethotrexate

wth Coordinated Triple Intrathecal Therapy for Stages III & IV Non Lymphoblastic

Lymphoma.

Puj :crCfAl IC T (): Frederick B. Ruymann, MD, COL, MC

As.o.AT: PagJ. Thgmas M L C, MC et al

FCILITY: F_ ... rIhLtr/S,,.c: Podiatric 1lcnatoloy/Oncology
_7- -- ------- ------------------------- -----

AmcrL"-ATiv; E COS' ,C... CV CU;:(,Ar Co: A:' ..ULr'zV SPPLY COST:

N/A N/A N7A

FY-83 iM"E: C-Acr COSTt:COSI: i,uE o= Cc:',. irr App,,owjV. 0.:

--- --------------- ------ =7-------------------------
STuOY 03JCrIVE: To determine remission rates, remission lengths and survival rate

for children, on a high-dose intensive chemotherapy.Study will document toxicity-a. iGe ti.ns,_f-chemo-her-elpy-,-,and-aftay-laa--oO--thle-tglu_nce-af-histolOgiC

7ECH.;,'r :epaO.C)-:subclassificar ion (e.g. Burkitt vs non-Burkitt) and immunephenotype,

on outcome.
xE~tiveChmoth apy ia~gY- . t_ l_ ..I.. e_. time as conventional chemotherapy is

P,0i: 11oj.i iG FY-82: given, on this non-randomized study.

There have been no patients from WRAMC registered on this study in FY 82.

FY-82: 0 lor,,L (C A .0 B..o.s Cr ::, . rio' o.NI .... /

SERIOU ./XU"z CTEO Sro-z EFFECTS Iri S135-'Cr PA .TICIPria;c In POj&CT( i,: sr.T):

NONE

The study is still open.

",,- ,,cAr[LO?,I -i , '" .

NONE
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DATE: 24/9/82 I a MN{T No.: 7113 Sr 1rus: itr -IN X F :.. i

STARTI:. DATE: Jan '82 DATE OF CQ LETIOA:

Key pO-.qs: Interferon, ALS, Motor Neuron Disease

TITLE CF PROJECT: Interferon Therapy in ALS - A Pilot Study

PPIr;CEPAL IR;.VSTICGATOR(S): Andres M. Salazar

ASSCCIATE 1MVESTIGATOR(S):

FACILITY: M'?-_ DEPT/Svc: eurology

ACCUwULATivE PED(AS COST: ACUVtAT IVE CC-;TRACT COST: XCCU.--iULAT[V= SUPPLY COSr:

FY-83 MEDCASE: CONTRACT COST: SUPPLY COST: I DATE OF C IIIriEE hPPR" 0-
.NNUAL PPOSR-ss REPo.RrI'B t 5 1983

--T-- et e r i ne the t-1 er--------------------------- ---------
STUoY O3JECTIVE: 1) To determine the tolerance and safety of intrathecally

administered interferon. 2) to determine its therapeutic efficacy in ALS.
IC.4A CL APPOACH: Weekly and then monthly intralumbar administration of

nterferon to ALS patients.
PRoGR3s Vu.irr FY-82: No patient has yet been treated under this protocol due to
unforseen delays in delivery. Application for IND exemption has just been resubmit-
ted tA th FDA^ fad we expect to art the first pat'ent n tb next 10-50 days.

iA' oF'- JE Ti sTUDIED:
FY-82: 0 TOTAL (To DATE): 0 BEFORE CCOPLETIO;; OF SruDY: 10

SERIOUS UNEXPECTED SIDE EFFECTS IN SU3JECTS PARTJCIPcp,rl!G IN Pi'J.--CT(IF 'YSO STATE):

NONE

CONCLUS Ns: NONE

PUBLICATIONS OR ABSTRACTS, FY-82:

NONE
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DT:24/9/82 NocLJ1 ~. 7114 TAU:ITRf. X

ST%RT1%G DATE: July, 1982 DATE OF CW'LETIOWI ,July, 1884

KEY ; e-as: Interferon. Poll-JLC. Multiple Sclerosis______
TITLE CF PROJECT: Poly-ICLC in the treatment of Multiple Sclerosis

PRI!.CLPAL hIV.EiT(C.ATOaR(S)- Andres M. Salazar, COL. MC

AssccIATE IMVESTIGATOR(S): Blaise Ferraraclo, MO

SmoLIYO3~nE otrie:V9r D)PThvc saeyroflnrveosygdiisee

Sroy 0JCA PPRE: T o lyerine: Is adminisetered intravenously odmnisweeldai

for ten or more treatments to patients with chronic MS.

PRosRE3s Du'i~r FY-82: Five patients with chronic MS are currently under treatment.

14-S2ER OF SU3J1ZCTS STUD IED~:

FY-82: 5 TOTAL (TO DATE): 5BEFORE COMPLEriON OF STU:DY: 1

S-ctouSAnExPECTED SIDE EiFFEcTs IN S!u3j=CTS PAV.ICIPATIG Iff PflOJZCT(IF 13NE SO STATE): iOne patient
died unexpectedly with massive pulmonary emnboli; no relation to drug is suspected.
(:cce dispoestio for. 6-Ahmitted 'at time of acturr.en )
taONCLus I Otis.

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.

PuBLtiCATs IoN O ABSTRACTS. FY-82:

NONE
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DATF: 1/27/831 l "N'TO.: 7116 STATUS:" INTERIM X F Iw-.L

START I:.3 PATE: nATF nF (W OLETON:

KEY tU.OPs:
TITLE CF PPO.ECT: TREATMENT OF ACUTE INFLAMMATORY POLY NEUROPATHY

WITH PLASMA EXCHANGE.

PR[1.fCE? IW.VETIGATOR(S): Preston C. Calvert, CPT, MC, USAR

ASSOCIATE l.vESTIGArOR(S): Joan Kumar, MAJ. MC, USAR
FACILITYV: R.A.-- - DEPT/Sc: NeuroloRy/Pathology

kuup.AT Iva FEEE COST: I ACCU_.TIV E CWTRACT CoST: ACCU'4IJLAT VE SUPPLY COST:0 1 0I

FY-83 MIVMED : CcimfcT COST: SUPPi_ COST: DATE OF Ca.:1ITTEE APPROVAL OF:
________ __ _ MPL PRo-.--ss REPORT FEB 2 5 1983

STUOYO"JECTIVE: Evaluation of plasmapheresis therapy of Guillain-

Barre's syndrome.

ltai, .- &.APROACH: Multicenter randomized, controlled therapeutic

trial.

PRo sqJs RINGFY-82: Continued acquisition of patients toward study-

wide goal.

MPISE OF Su3JZcrs STuDEo:

FY-82: 2 TOTAL (To DATE): 4 BEFORE CC PLETION OF STUOYv_ 10

S&R[OUS/.'EXECTED SiDE EFFECTS IN Su-3JECTS PARTICIPATIC:G IN PPioJ-CT(IF W:3NE SO STATE):

None

CON'CLUS 10ONS:

Study in progress.

PUBLICATIONS oR ABSTRACTS. FY-82:

None
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DATE: 10/1/82 W'pl- I5! T_ N3.: 7117 TatsLINTEI X

START1:."j DATE: I Jul 82 D.TE or: CU'j-.LETION: 1 Jul 83
KEY VL^0-s: rholinergi c Mach-anfm. Brain -Stem Audi toryL *,-, CIA-~ -Ptentiel
TITLE CF PPoJ';:CT: Investigation of Cholinergic Transmission in Brain Stemn's
auditory system by observing changes of brain stem auditory evoked potentials in
Patients receiving high doses nf Artane

PRIKAL 11rSICATR fBaian Jabbari, M.D. LTC, MC
PnF~~?'~IR/ET~.AOWS: Carl~ 14 GunidersoA Mn D C01 f'c

ASSOCIATE INVESTIG.ATO3R(S): Michelle Filling COL MC

FACILITY: =-KI Evoke Lab IDEPT/SVC: Neurologye
AcctU.':UP.ATIVE rrDCASE COST: AcCU~~iuA.AivE Cr,.TRACT COsT: ACCU.ULATIVE SUPPLY COST'.

FY-83 iFEflEE OTA T: SNYCOST: DATE OF Cr-M:ITTEE tiP0VAL OF
____________ ___________ NNUAL PRO~rEqSS REPORTFE .9-

STUoY 03j~crtvE-: To detemine if a cholinergic neuro-transmitter transmits auditory
signals in the brain stem.

T~C~4~ALPPP.OAH:ratlents on high doses of Artane are tested by -Auditory Evoked
Potentials before and during treatment. Changes of Latency and

M~orphology of waves are recorded.
Ppor~iss Duainc; FY-82: One patient was treated before, while taking 20 Mg. and while
taking 40 mg of Artane daily. All Baep waves were slightly delayed at 40 mg daily
dnep hMt thpir interpeak latencpy did not change.

NVIB.E'R OF SU3JECTS STUDIED:

1Y32 ToT-w. (TO DATE): 1BEFoPE CCO.?LETIO,%1 OF STLMY: 4

SEP.IM£SAJNEXECTED Si-D= EF:FECTS ir S!J3JECTS PARTiCIPATII1G Irl PROJECT( IF NONE SO STATE):

None.
CON:CLUS IONS: On ths single patient, absence of any interpeak latency change
sUqgUb'rrat 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.

puSICAitoo~'s 01 ABSTPACT S- FY-82:
None.
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DATE: 1/28/33 I U-M IT tio.: 7221 STAruTs: [NrERmm F:.

START'.G DATF- June 1900 VATF M CrtwIETCON: June 1903

KEY iCFjS:
TITLE CF PROJECT: The Effect of Hypnotic Intervention on the Electroencephalogram

of Low, 1edium and lligh Hypnotic Patients

PpzI::CL. . IwIESrIcATORCS): Harold J. Wain, PhD

Glenn Harper, HD
ASsCC[ATE IIVESTIGATOR(S): ilahaman Jabbari. 1) c

FACILITY: IDEPT/S'c: e f Psiatry

Accu j .IV ~ [ECASE COST: kCU'.IJATIVE CO,;TRACr CosT: ACCUMULATIVE SUPPLY COST:

FY-83 "ESC : CONTRACT COST: SUPPLY COST: DATE OF CC"?'ITTEc APPROVAL OF
,____ _,-_. PRo'ztnss REPoGr _Er2 5 sa3'

STUDY .3JECTIVE: To explore the effects of hypnotic intervention on Ehe encephalo-

graphic tracings of low, medium and high hypnotic capacity patients before,
d..r,. M, f tar 01- inMt

4
n0 of n epn. rnrtp-

TEcHV. cA? PROAC: Each subject is to be evaluated for their hypnotic capacity.

The subjects and then placed in low, medium and high hypnotic roupillgs. EEG
recortqi z n- rhpn tkpfpn onne of ion before, during and After the inductionrOdRE U '*" FY-82:ot a hypnotic state.io

POGR.q-sS VU.ING FY-82 :
Nine (9) subjects (3 more than in 1930) have been evaluated

-. of this date.
H'SVBER OF SU3J-CTS STUDIED:

FY-82: 2 TOTAL (TO DATE): 9 BEFORE CtPLETIO' O= STUDY: 12

SEPIOUS/UMEXPECTED SI.DE EFFECTS IN SU3JECTS PARTICIP;,TI!G IN PROJECT(IF N:NE SO STATE):

,one

COC:CLUS IONIS:

.one at this time.

PUBLICATIONS OR ABSTRACTS, FY-82:
,one.
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DATE. 8 OCT 821 ',4V I U. 72 STATUS:__NTE R1.IX

START174 DAT." 15 AUG 81 PATF F C04.LFTION: 1 FEB 82

KEY cP s: Schizophrenia, Rorschach

TITLE CF PROJE-.CT: The Analyses of Thought Processes Using the Rorschach

PRIN:CIPM_ WIF.TIGCATOR(S): Lawrence E. Klusman, Ph.D., CPT, MSC

ASSCCEATE INvEST[iArOR(S): Susan Colligan, LT, MSC, (USN)

FACILITY: IC DEPT/SVC: Psychology Service, Dept of Psychiatry
-----------------------------

AccuX*?.AT EVE ?FDCASE COST: kaCC,*UIAT cvE CC.IRACT COS: --- A LA [V ~ PL OT
00

FY-83 FEDCAE: CorM.ACr COST: SUPPLY COST: DATE: OF CrVM11TEE f"?PR~VAL OiF
__________ NNVJAL PROGR~ss REPORT

- -------------------------------------------------------------

STUDY 33JECTIVE:
To determine the stage of impaired thought process in schizophrenics.
ncooiV.L APPROACH:

Time-restricted exposure of the Rorschach stimuli to schizophrenic subjects.
PPrO.REss-S REIOR FY-82:

All data collected and analyzed. Published as Ph.D. dissertation.

IS3ER OF SJ3JECTS STWUIED:

FY-82: 36 TOTAL (TO DATE):36 BEFORE C';LET{O; oF STUJY:

SERIoUsAJS'JEX*ECTED SIDE EFFECTS IN SUMJ-CTS PARTICIPATING IN PROJECT(IF ;:3;- SO STATE):

NONE

CON:CLUS IOS :

To be determined; final report to be submitted by I JAN 83.

PUL [CATIONS OR ABSTRACTS. FY-82:
Publication in journal form pending.
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DATE: 10/82 o Xo.- UIT (,0.: 72 23 AT

STARTI:U DATE: August 1981 DATE C, ClzLETIO:I: ongoing until 60 patients have
jena et.02-ad tntu to UdY

KEY .,3S: Extrapyramidal Syndrome

TITLE CF PoJZCT: incidence of Neuroleptic-Induced Extrapyramidal Syndromes in a

Double-Blind Study Using Anticholinergic Prophylaxia

PP, zct?*.L I,wESr(GTca(s): Antonio Blanco, MD, CPT, MC

Jon A. Shaw, MD. COL MC

kcwun AvaE irETAS. COST: Acct-t1_xin. CNOT ACT COST' ACCu'ULT VZ SUPPLY COsT:

NA NA

FY- iF SE: CONC , COST: SUPPLY COST: DATE OF C A ROVAL OF

I '_ _ "__ R P•

STUDoy O3jEcTIvc-: To determine incidence of neurolep tic-induced extrapyraia1l
syndromes in patients treated with a high vs. a low potency neuroleptic agent
-- j jp.h.Wejr the -y-hyletie Ug of ay -- hn r1gr4e eagnt siglificantly

I CM -, VAL 42O.: Sixty (60) patients will be evaluated at time of admission and

during first 21 days of neuroleptic therapy. At the time of initiating the

GOV-o1ep0l . Pationi will h .nt.ered into double-blind eauicholinergic-placebo

PAM-O ; W~it; FY-82:'
Due to change in principal and associate investigators, the study was re-started

in -Tuly 

iQR2

f4.. OF SUM3ECTS SCUDLE3D:

FY-82: 6 TOT.L (TO DATE): 6 BEFOP.E Ca' ETIO, S.: 60

SEP.IOUSA&I'EXPECTE0 SI.DE EFFECTS IN SU3J=CTS PArTICIPA-riuG it Pi3J=Cr(IF :Y SO STAT_):

No serious/unexpected side effects.

CO:CLUS ONs:

3A

PuBsuTOaS O ASSTRACTS. FY-8:

None
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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.

TECOlICAL 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.
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D-,TE: _ MC 82 1C CWT V0.: 7224 S FWALA

STR ri:4 D re: DATE OF CQ0'6LETIC:A: May 30, 1982
KEY $,y,-s: Luria-Nebraska Neuropsychological Battery Slide Version
TITE CF PROJECT:

A Comparison of Slide and Card Formats for the Luria-Nebraska Neuropsychological
Battery

P ,RI:C-AL l.,,ST[GATCRV,S): Francis J. Fishburne, Ph.D., Chief, Psychology Service

ASSCC[ATE 1INVEST1GATM(S): M- Kevin Parry

FACILITY: I tC I DEPT/S'C: Psychology Service. Dept of Psychiatry
----------------- ----------

kc%_Ai~ PECASE COST: AkcuaUAT[vE Coi;TRcr COST: I cx-'.j,:'ATivz SUPPLY COST'
0 0.0

FY-83 it'X.SE: CO,.rACT CosT: S ao.. COST: DATE oF CU.,1ITTE-. ', ._ OF
0_ 0______ _____ k4NuAx&.PorR~ss REPCzrT Pi:

------------ ---- -- ---- - ------- - ------

STUOY -- ---r- -- - --E:

To compare a slide format for presentation of the Luria-Nebraska neuropsychological
,H CL. _ APRO.AH: battery to the standard card format.
The stimulus cards of the Luria-Nebraska were converted to 2 x 2 slides which
are presented on a Kodak audio viewer.

PRCiazss aunz' FY-82:

Ten subjects were presented the material in a counter-balanced design.

NUiSE OF SJ3.:CTS STrUWIE:

FY-82: 10 TOTAL (TO DATE): 10 BEFOPC CUPLETIO' O: ST".Y: 10

StRIOUS/ xEEcTEo SIDE EFFECTS IM SU3JECTS PAT[CIPATi.G Irl POJECT( F f''E SO STATE):

NONE

CO:CLUS [&is:
There are no significant differences between a slide and card version of
the Luria-Nebraska Neuropsychological Test Battery.

PUB.ICATIONIS o.a AsSTRACTS. FY-82:

Paper is in preparation for submission to the Journal of Clinical Neuro-
psychology.
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DATE: 8 OCT 84 _10 1i{(T O.: 7300 -STTSi IITE4 X F__._,__

STAR -I:.G DAE.: October 1978 DATE OF CT-LETIOI: October 1983 (anticipated)

KEY t,,9S: NeuropsYchological Examinations, Normal Control

TITLE CF PROJECT:

LSD Followup Study - Establishment of Normal Controls for Neuropsychological

Examination
P INcIAL IeSTiC-ArO(s): Francis. J. Fishburne, Ph.D., Chief, Psychology Service

ASSCCIATE |NVESTICATOI(S):

FACILITY: VW'C. I DVT/SVc: Psychology Service, Dept of Psychiatry

CcX.OJtATVE MDEECST: -- OI'ivE CaM'ACT CosT: ACCUMLATIVE SJPPLY Cos-,-.
0 0

FY-83 IE DMES: CUrnMACT COST: SUP.PLY COST: DATE OF Ca'iiTEE iPPROVAL OF
- 0 .M.. P=O:.q-ss REPORT Ein 2 S lJqq

STUOY 03J:.CTIVE:
SAME

"i-CWH .,-C APPROA-CH:

UNCHANGED

PPc, co's DiJir*: FY-82:

Approximately ten volunteer subjects have been recruited to complete 
the

nP.um0 nychnncgial1 evaluation briniing the current total to 55 normal control

Fii 'ER OF SJ3J.-CTS STuoi subjects evaluated.

FY-82: loTAL. (TO DATE): BEFORE COILETIO . OW- STUD: UNCHANGED

SERIoJS/UEXPECTED SI-DE EFFECTS IN SU3 J-CTS PA.TICIPATI(IG ill PiOJ-Cr(IF R'OE SO STATE):

NONE

N/A

PUBLICATIONS OR ABSTRACTS, FY-82:
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DATE: 8 OCT 82 o:T to.. 7301 ISrTUS" hTR,. X F i

STARTrI.G DATE: 3 JAN 1980 DATE OF Co>LETIc:: OCT 1983 (anticipated)
KEY bPDS: MMPI. Military Norms

TITLE CF PROJECT:

Baseline MMPI Profile for an Active Duty Military Population

PI :c. ?A 1W1ESTICArORWs):Francis J. Fishburne, Ph.D., Chief, Psychology Service

ASsOCrATE INVESTYC-ATOq(S): Stephen C. Parkison, Ph.D.

FACILITY: V.Wrl DePT/Syc: Psychology Service, Dept of Psychiatry
----------------------- - - - - -- - - - - - -

kccu.'Uj'.AT iViE r'ElC Cos-T: ArCU-iu'jIVE CONTRACT COST: kaCumuL~aTIE SJPPLY COST:
$1,574.00

FY-83 iFEDCASE: CONTRACT COST: S.PPLY COST:; ~ Eo CWC1ITTEE2 APovAL OF!,
WhIE. . (.(o(._ n3 .. NU.._ PPOo.ERSS REPORT __'__-______

-- - - ---------------------------------------------- - - -

STuoy 0O3J;CTvrt:

SAME
~c H! C~:A.LPROACH:

UNCHANGED
PRosqE~si P&'u.' FY-82:

At the present time approximately 2100 protocols have been collected from
r:L&isE~R OF SUJ.JECTS STUDIED. Army installations in the United States ana uermany.

FY-82: TOTAL (TO DATE): BEFORE CQ%-LETIO:I OF STUY. 5_,000

SERIOjsAJtiEXIEcTED SI-DE EFFECTS IN SUsJ=CTS PARTIC1PATING Itl PPOJZCT(IF .:;- SO STATE):
NONE
Co:cLus IONS: Preliminary conclusions suggest that the Minnesota normative
data typically used for interpreting the M4PI is inappropriate for the
general military youthful population.

PUBLICATIONS OR ABSTRACTS. FY-82:
Symposium conducted on preliminary results at the American Psychological
Association Convention, August 1982. Papers presented are attached.
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STA.RTIG DATE: 1 October 1981 DATE OF CWLETIa:v 30 September 1984

KEY ',...s: Hyperthyroidism/hypothyroidism/cardiac function
TITLE CF PROJZCT: Radionuclide assessment of cardiac functional reserve in
patients with hyperthyroidism and hypothyroidism

PCf:C ?AL I'rF.$rTCcATOR'S): Robert C. Smallrtldige. LTC MC

ASSCcATE INVESTIGATOR(S): M. Goldman. K. Raines. D. Van Nostrand, K. Burman

FACILITr: g-C /WRAIR DEPT/S'vc: Medicine/Clinical Physiology

AcCtut.ATIVE PEEDCASE COST: Accui4ULATi vE CC,-,TRACT COST: ACCUJ';ULAT IVE SUPPLY COST:

FY-83 VSV.LS: CONTRACT COST: SUPPLY COST: DATE OF CC;-N'ITEE APPRO' 0p
... ...... P .NNUAL PRo-ss REPORT 25 1983

--------------------------------------------------------
STUDY '3JCTIVE: To determine whether patients with hyper- or hypothyroidism

have impaired left ventricular (LV) functional reserve

I CHC.'J. AOPROACH: Multigated acquisition (MUGA) scans are performed before
and after bicycle exercise. M-mode and 2-D echocardiograms are also done.

PRSR: s DuIG FY-82:The hyperthyroid phase of the study is almost completea.
Only three hypothyroid subjects have been studied.

fU,'ASER OF SU3JECTS STUDIED:

FY-82: 17 TOTAL (To DAT.): 17 BEFORE C0,4PLETION OF STUDY: 8-13

SERIOUSAkiZE"ECTED SIDE EFFECTS IN SU3JECTS PARTICIPArII G IN PiROJECT(IF rONE SO STATE):

None

CONCLUSONiS: 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.

PUBLICATIOIS O. ABSTRACTS, FY-82:

None
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DAT,: t8W IT No.: 8052 X_ [N.;IIX

STARTI: DATE: I July 1981 DATE OF Con'tET101: 30 September 1983

KEY URS: Anyiotensin-converting enzyme/thyroid function

TITLE cF PocT:Assessment of serum angiotensin-converting enzyme in

euthyroid individuals and in patients with altered thyroid function

PRC:CIPAL h tESTIGATOR(S): Robert C. Smallridge, LTC MC

AsSOcIATE ItvEsTiGATR(S). P.S. Verma, CPT MSC; J. Rogers, GS-10

FACILITY: hgP:C/WRAIR DEPT/Svc: Medicine/Clinical Physiology
-- -. --- -- ------------ --| -- . ..---------

Acctvu.A-cvE PEDCtiSE COST: AccuwjpAnv Cai:rACT Cosr: AWUAT IVE SWPp1. CgS-r.
I I.$1692.

FY-83 F"MVISE: CONRACT COST: SUPPLY COST: DATE OF C'*,iIITEE AIPPii.AL OF
... ... __ $2,000.00 (%Nu!L Po -ss REPORT

- ----------- J---------------PRT EB

STjoY 03JEcTIVE: To determine whether hyperthyroidism-or-hyPo yjtd1"..
affects serum levels of angiotensin-converting enzyme (ACE)

C,ij.L APROAH:Serum ACE activity is measured using i4 C-hip-his-leu as

substrate and determining the amount of hippuric acid formed.

PP Oss DURIrZG FY-82: Additional subjects were studed, and sequentlait dlses

were performed in those with abnormal thyroid scudies initially.

M,1-R OF SU3JECTS STUOO:

FY-82: 100 TOTAL (TO DATE): 250 BEFORE CC',NPLETIO' OF STUDY: 50-100

S.RIOU$/JEXPECTED SDE EFFECTS IN SUJMCTS PARTICIPATIG lIt Pi'-JCT(IF V.:, So STATE):

None

Co'.:CLUS OtiS:

Serum ACE is elevated in hyperthyroidism and decreased in hypothyroidism.

ACE activity returns to normal after therapy.

PUsL.CATnO4S Ot ABSTRACTs, FY-82:

Data presented at the American Thyroid Association meeting,

September, 1982.
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DATr-:2 7 Jan'83 I WOW trnT NO.: 9019 ISTATUS:* INTERV-1 F,::AL X

START MU DATE: FY77 ATE OF COPKETO:3: FY ___'83_

KEy tORas: Hemoglobin S, Sickle cell anemia, pyridoxal phosphate
TITLE CF PMO.FCT: Ant1s1CKling agents: alteration oiI6Meo1lbin

oxygen affinity.

PRINCIPAL IflVESTCC.ATOR(s): John.A. Kark, LTC, MC

ASSOCIATE InVESTIGATOR(S):. Rudolfo Bongiovanni, CPT, MSC, Peter G. Tarassoff,

FAC IL ITY: W R T DEPT/SVC: H tloo Oncology CIS, Hem, WRAIR---------------------------
ACCU;NULATivE PEOCASE COST: ACCtiATIVE CcTRrp.Cr COST: AccLA.%;,E SUPPLY COST:

I none
FY-83 i'EWCSE: CONTRlACT COST: SUPPLY COST: DAEo- P.miTr PRVLOAkwoL Pposq-=ss RpR

and pyridoxal phosphate.

-Mc.4N cAL A.-PROACH: 1. Sickle cells were l o a ded w it h P LP -or -py-OUxai,
using HPLC to measure hemoglobin modification. 2. Percent sickling was
determined as a function of PO? and %oxy-Hb

PROGRESS DURING FY-82: Control experiments were conducted demonStrrdflu
swelling of si-ckle RBCs in response to treatment. A paper was written
submitted, and was accepted in December, 1982.

flRs9isi OF SL13JECTS STIEDr:

FY-82: 10 TOTAL (To DATE): 20 BEFORE CC,.PLETIO'.1 OF STLu7,y: 3tO

SERPiousAEXPECTED Si.DE= EFFECTS IN SU3J--CTS PARICIPATING IMI Pi'Oj=CT(IF N.ESO STATE):
None: patient particlpatlon.involved only using venous blood which would
CO~~urotas heyl~wise have, been dise 14ed, being dA-., for -CCS~n qtiidy
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 rerlucing oxygen transport
function of the red cell.

PUBLICATIONS oRq 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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DATE 4 Oct 82 U~ NIT INO.: 9020 Sr,-rus:' !TERim x Fit

SrTxI- DATE: Jan 1979 DATE N: CWt.ETICI: Jan '83

KE ;ps Antisickling agent, Vitamin B, Oye affinity, Red Blood Cell
TITLECF PO~z-T: 1C I-LIZ YU~bUF1 cell oxygen -

Tinsc~ P.OJ~T: ffinity

PRIN:CE?& 1f1VrSI1GAT0R(S): -John A. Kark. LTC. MC
Assct7,E1MFS~GAOR(): Peter G. Tarassoff, CPT, MC

FACILITY: W-AI X DEPr/SVC: Hematology
-- - - -- - - --- - - -- -- --- - -- - - --- - - ---- -- - -- - - -- - -- -- - -- - ---

AkMU'VUATIVE ?EDCASE COST: IAccu-p.iULAtva Co:.ITRACT COSTZ AcCUMULATIVE SUPPLY COST:
0 0 1 0 1

FY8 L :CONTRACT CCST: SUPPLY COST: DATE OF Cc1 .91TTE APPOVAL OF

STUDY 03JECrIVE:
Establish the mechanism of effects Of B6 aldehydes on red

cell oxygen affinity and on red cell sickling.
1ECH(4.VCALAPP.OA;CH: Washed red cells were prepared from normal individuals
and from those with sickle hemoglobinopathies, were modified by incubation
-With %O- +n h- GhsAnCe in oxygn afflnityV andr cirki ing w~re noted.
PROGRES~?I FY-82:

A paper was submitted to the J. Clin. Invest, and an additional
i-onti~p aypprimpnt wg run in response to review, the revised manuscript

ftLPISEi OF SU3JECTS STUDIED: was re-submitted

FY-82: 10 OTAL (TO DATE): 20 BEFORE CCOPLETION Oz STU:Y:_____

S-P.IOUSAL'IVPECTED SIDE EFFECTS IN SUMECTS PARTICIPATIOG III PRO =CT( IF 1r*:N SO STATS):
none

Coxw Uso~ris: Pyridoxal phosphate and pyridoxal have opposite effects on

oxygen affinity of normal cells. Both lnlhblt sickling but by different
mechanisms due to hemoglobin modification.

PuBLICATIONiS o. ABSTRACTS, FY-S2:
An article is now in review by J. Clin. Investigation.
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DATE: 1j!_O:J:As r:ix Fi
STRTI:.G DATE: Noeme [lATE 0OF CWxLCTI': November 15, 1983
KEY 1"o-,s: Sickle Cell Trait, Altitude Chamber _____

TITLE CF PPOJ:CT: A pilot study of altitude chamber training for individuals
with sickle cell trait (SCT)

PRINCIPL Iu''mric-AToafs): John A. Kark, LTC, MC, Peter G. Tarassoff, CPT, MC,

-Asoa-k~s~eRs~Donald E. Butkus, COL, MC, Daniel B. Kimball, COL, MC. etc.

FACILITiY: MIC, AFIP, WRAIR I DEPT/SVC' Dept. Med, Airos-pace Pa-tholTogy, Hemtology

AccumpuArivE DCASE COST: k' A[' C:~rCs: ACCW'j-jj LE SU?PLY C05T:

FY-83 IPSEDCAS: CoQNTPACT COST: SUPPLY COST: B) rE OF Cc kn hPROVAL OF
________ kNUA PRO---17ss REPO~r £EB..2JJMB4

------------SDYOJCI: Toestablih:, the -risks of aflfitude ------- yxif CT-1fqa6d
candidates in NATO training. Pilot for future large field study.

1%;4--% A'' i'n L--ysilogic evaiuaition-of SCT and non,-SeT subjeets bfre,
6g , 1Td-I~ter flights in the AFIP altitude chamber. Preliminary study

added and consent froms modified in accord with AFIP review

WR.-S JI;IG FY-92: Protocol cleared three institutes and quipmentf pur-cflased
and set up. Procedures practiced in the laboratory.

t:LI6ER OF SO3JE-CTS STUDIEDJ:

FY-82: 0 TOTAL. (TO DATE): 0 BEFCo'z C('1.-LET!iJN 0.: Suy 30

SERIOUSAk&NEPETE SpoE EFFECTS IN SU3jz-CTS PARTic iP;\ru!G In foi-zci( n~~SO ri)
none

Co~c~s o~s.none

PU8LICATO.'IS oa ABISTRACTS. FY-82:
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



DATE: 1U/20/8, I NO T NO..: 9021 FSTATU5" ENTERS:' X Fi_:AL

STARTI|-G DATE: 26 Feb 80 DATE CF CW- LETIO1: 1 Jul 83

KEY o;,s: Marrow transplantation; heterologous transplant

TITLE CF PPOJECT:
Human-Marrow-in-Mouse Chimera

PRI;CIPAL hESTCGATOR(S): COL William H. Crosby, MC

ASSOCIATE 1IMVESTIGATOR(S): Mary Cutting, M.S.

FACILITY: 6-f' /WRAIR DEPT/SVc: Hematology/Medicine

kCIX.tATivEPEOCASE COST: kcCUrtJLAT(V CONTRACT COST: AcCLATI yE SUPPLY COST:

FY-83 FE.CASE: CONTRACT COST: S:JPLY COST: DATE OF Ca-t '.Ir'TEE APPROVAL 0j:

_.NNUAM. PPOSRESS REPORT 26 Jan 1982

STUDY 03JECTIVE: To transplant human (cadaver) marrow into a lethally irradiated

mouse in order to repopulate him with human marrow and blood cells.
1 CH,'.'. APNROACH: Mice are irradlia'ed (9ur) win whole ooy radtlaiun tu ablate

'umnapOeJ.5 and imune systems after heterologous marrow core has been implanted

subcutaneously ten days earlier. The radiation destroys the host and donor hemato-
,4syst i%., IId but Ltl~ ON zimeO tbe impknsted core

rt ES JRUG -... : 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

MUIB OF SU3JECTS STUWD:

FY-82: 0 TOTAL (TO DATE): 0 BEFORE Cc.H'LErra, OF STUoy:__10

S-ERIOUSA lEXPECTED SIDE EFFECTS I! SU3J=.CTS PARTICIPATIG I! PioJECT( i; r-E So STATE):

Co:CttUS IONS:

We have not yet begun to use cadaver marrow.

PUBLICATIONS o. ABSTRACTS. FY-82:
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DTE: 4 nt 3t:o.: 19021-82 EST.,,us. ,r 1_RI-.

STkrrI:.x DrE: October, 1982 D;TE OF Cai'LETIo:I: 'CTOL/? '2

KEY s Red Cells, Sickle Cell Trait, anion
TITLE CF PPoJZCT: Anion Permeability of Sickle Cell Trait Red Cells

PRMI:PA 1 n " ICATORW: John A. Kark, LTC, MC

Ass-c EATE IWESTIGATOI(S):

FACILITY: rC I DEPr/S;c:

Acc ._ATlVnoneiE A CosT: nAccu onIVE Cr TRAC]T Cosr: k0 C%'uT: r SJPPLY COST:nonenone

FY-83 !EScASE: CONTP'ACr COST: SJPPLY COST: DATE OF CC;.-',1IrrEZ ?~oA
__ _O _ k4UAL PROR=SS Repo. r _FEB 2 5 19R3

------------------------------------------------------ ------

STUOY 03JCTIVE: To determine whether anion permeability of red cells is
related to sickling or to increased membrane bingggb ?ymorphic

"'CH-11_-Lt APPROAH: A prospective paired study of anion permeability of
red cells of different hemoglobin phenotypes, using small samples of venous
blood, and determining (35-C11 efflux from red cells.

PRos.:.ss Vuatwr: FY-82: Equipment was purchased through WRAIR, and just arrived
at the end of FY-82

U 5'ER OF SU-3JCTS STIEDOI:

FY-82: 0 TOTAL (TO DATE): 0 BEFORE Ct-PLENo', OF ST'y.: 70

SERIOUSAJnI-X =TED SiWoE EFFECTs IN SU3JECTS PARTICIPATIMG IM PROJECT(IF .:' SO STATE):
none

COMM~USwlS: None

PUBLICATIOS . AssTRACTS FY-
Kark, JA, Hicks, CU. Enhanced anion permeability of membrane

anion channels in sickle erythrocytes. Blood 58:60a, November, 1981.

'5,63 a..I



DATE: 20 Oct.: 9022 ST\TUS: 1R 2 F::.L

STARTI:.G DATE: 9 Apr 80 DATE CF COWLETIOC: 1 Jul 83

KEY 1,RS: Iron Metabolism; Iron Absorption, Iron Deficiency

TITLE CF PROJZCT:
Iron Tolerance Test (ITT)

PR. prcp._ I;frjsrIGATORS): COL William H. Crosby, MC

ASSOCIATE IM1VESTIGATOR(S): Mary Cutting, MS

FACILITY: M,'-1C/WRAIR DEPT/SVc: Hematology/Medicine

Acc.Lt1LATIVE i'EDCASE COS: AcUuLATrvE CON;TRACT COST: J CU:JA(ESPL oT
FY-83 F"CUSE: CONTPACT COST: SUPPLY COST: i DATE OF R NTiTEE ePRO 0F i25 1983

AN NUAL PROG.R--SS REPORT t

STUDY ONJECTIVE: To identify and interpret the variables in the "small dose ITT"-- ;;-,7 ;;;_ -o ig 'i; a,- -; -e ---a i- ';-¥--  ---- --------- -- ----------- - --------------- -- "
that we have developed.

1ECHN.L_ PkPRo:.cxi: To mildy iron deficient subjects we give a small dose(O-
30 mg)

Ao iron by mouth, then measure the plasma iron concentration at intervals for 8

hours W the dynamics of the absor2tion curve by food, by changing the

*The test gives predicable results. Tests of iron with foods

have begun.

ftLMFR OF SU3JCTS STUDIED:

FY-82: 132 TOTAL (To DATE): 182 BEFORE CC.-LETION OF STUOY: 300

SRIOUSA/ic-JxECTED SI.DE EFFECTS IN SU3JECTS PARTICIPATIIG III PPOJECT(IF R.'ON--" SO STATE):

None

CO:cUSIOTS: The test behaves predictably in replicate trials. Normally iron

replete men have little or no change in plasma iron concentration. Iron deficient

subjects (blood donoro show significant increases. Tests with food iron show

a slower, shallower increase.

PUBLICATIONS 01 aSTRACTS. FY-82:

None
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DATE: 10/20/82. " Wc l r o.: 9023 STATUS: INTERI: X Fi::,.
STAIRTI:. DTE: 5 Aug 81 D.,TE CF CCY;LETIO:I: I Jul 83

KEY OPJS: Iron Absorption, Radioiron; Iron Deficiency

TITLE CF PROJECT:
Measurement of Iron Absorption

PRI.M;CIAL EST{CATOR(S): COL William H. Crosby, MC

ASSOCIATE InVESTIGATOR(S): Mary Cuttin2. M.S.
FACILITY: V,.RA;iC/WRAIR I DEPT/S,'C: Hematology/Medicine

ACCUM*LATIVE FUMES COST: ACCULtJLATCIVE CC.'T-RACr COSr: ACCUMU'LATI[VE SUPPL'.' COST.

FY-85 I EC.6E: CONTRACT COST: SUPPLY COST: DATE OF C:'">i TTFE APPPOVAjt OF
___NU_'_zL -P =RESS REPORT 26 Jan 82

---------- - --------------- ---- ----------STUoY 03JECTIVE:To correlate the actual amount of iron ifa¥Sb-s-o Tt -fi- namics of
'ffe cnanges of concentration ot plasma iron following a small oral dose of iron.

;9w bA"- o ; Normal suDjects with mitld iron deftecteay (blud doatr) are given
sma f ue ,=t i Ci) of 59Fe by mouth in carrier doses of various amounts (10-
50mg of iron). The retention of radioactivity after I week, determined by whole-body

, .s the prcentge o iron absorbe
as -.1. We have performed a pilot study of absorption of large doses of iroi

60mg versus 120mg. 30% of the iron was absorbed from each dose: 18mg versus 36mg. The
Cour':e of ITT want gt!-W'ic o ashigh Wi-b t-ho a~rAcp

Eliu.{R OF SU3JEcTs STUD :

FY-82: 3 TOTAL (TO DATE): 6 BEFORE CO.PLETION o STUDY: 30

SERIOUS/uIEXPECTED SI-Dc EFFECTS I SU3JECTS PARTICIPATh'G Irl PROJECT(F N.O.NE" SO STATE):

C0NCtLuSIOns: In a single pilot test there did seem to be a correlation between the

Aighqt of the curve and the total amount absorbed.

PUBLICATIONS o ABSTRACTS, FY-82:
none
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P 1: I Oct 82 r "3.: 9025 _ [U_ : [. .. LX F

STAr :ri.-Dr : I Jan 81 f.. .... P .c f ,_rr1,.: not determined

,KEi 1k-cs: Mvelopoiesis, Bone Marrow, Hematopoietic Stem Cells
TITLE CF PROJciCT: Studies of the Proliferation of Myeloid Precursor Cells

Isolated trom Normal Human Bone Marrow

Pnzl~..'.' ,!Cr..s.: Dr. Daniel G. Wright

Asscc !ATE I'VEST[C.AT,(S): Dr. August Salvado

FACILITY: ,..:, DEPT/Sc: Hematology Medicine

k~wcLW:!Ai_1V~ i'_ECASE Ccsr: kAU~AT-r[CCrMC COSTr: I,.-~A _i'. .PLY C'c-T:
none none Ln on . _ne

F-83 FZ'ICA : CONJTRACT CcST: SUPPLY COST: -[. r: o*C .' -i:r .. 0.'

-- - --- _______ - --- - - .- -
-

---------- - - - - -STUOY 'J.JECrr:: To study naturally occurring mediators that regulate the

production of myeloid cells in the bone marrow

Collection of bone marrow aspirates from normal human volunteers;
purirication of myeloid precursor cells from marrow by density gradient and counter-
E1 L, 1,it~l nr thniqu -gin. v u of bone marrow cells.
Py:3s -  1 U.,~~'. --?: Establishment ot techniques to purify myeloid precursor cells
(myeloblasts, promyelocytes, myelocytes) from normal human bone marrow aspirates.

-2 -Tcrifidcaacterization -of choliner.c receptors on myeloid precursor
S, *F SUb:CYs STuoio: 50 (appox.) cells.

FY-82: TorAiL (o DAT.): BEFORE C,LETiOM: 0.: STU:Y:

SZRIC US/'J:I cTD S: E-FECTS Mn SU3JE=CTS P,TICIp,rh'I r SJiR cr (!r . S STATE):

none
CO;:cLUs 3IO:IS:

on-going project

P'UBLICATIONS ( . kISTRACTS, FY-82:
Wright, D.G., Meierovics, A.I., Schoomaker, E.B., Tang, L. and Lucas, D.:
Muscarinic cholinergic receptors on human neutrophils during their
development and function. Clin. Res. 30:382A, 1982
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DATE: 9/18/82 i N oIr tl3.: 9026 Si,,TUS: fr7 X F:

STARTI;.U DATE: October 1981 PATE CF C(O"LETICIOuly 1983

KEY I;".DS: Intravenous Immunoglobalin
TITLE CF PROECT: The Prophylactic Use of Intravenous Immune Globulin in Adult
Neutropenic Patients with Hematologic Malignancy

P,?Amc.AL lh,,-4SrIcATCRs.: Barbara M. Alving

ASSoCIATE |NVESTIGATOR(S): Alan Cross, Gerald Sadoff, Howard Terebello, Phil Baldwin

FACILITY: .R.P - DEPT/Svc: H,-i-n1,pylIn-olo~y

ACcI"IUL.ATIVE 0C. COST: kCu-tPATtVE CC:;TRACT COST: ACCUMULATIVE SUPPLY COST:
t ~ 1500

FY-83 FicUnME: CONTRACT CCST: SU.P:Y CosT: DArE O- CC'1UrrEL kROVA_ O,

S- -~ k4MUAL PPO RESS R~EPORT

---------------------------------------------------------------------------- -------- ---
SruaY 163JXEcTE: to determine it infusion of IV immune globulin into neutropenic

patients will reduce incidence of infections

TEcM.Hm.cL A.OPROACH:A double-blind study is in Progress. Patients receive either immune

globulin or albumin at start of treatment for leukemia. Dose at half-level w111 be
rpgradn A Pup= twn WePek An lng as neutropenia persists.
PRO-_-ES DJ..I5I FY-2: Five patients have been entered into the protocol, four of whom

are from WRAMC and one whom is from Letterman Army Hospital.

14.BaER OF SJ3J;.CTS STUDIED:

FY-82: 5 TOTAL (To DATE): 5 BEFORE CO.PLETIC,, OF STUoY: 6U

SEPIMS/UN-VECTED SiE EFFECTS IN SUMJECTS PARTICIPATI(: IN PROJECTI- V:-3NE SO STATE):

No unexpected side effects have been noted.

CO:-CLusbo'iS: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 upable to fulfill the committment because of
funding problems..

PUBLICATInS o.a ABSTRACTS. FY-82:

None
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DAI'E:Sep 30 821 t+1 4 UNIT No.: 9027 STATUS:" INTERlJT X FI::L

STARTI.G D,TE: 7/1/81 PATE CF COLETIoMI: 30 June 83

KEY U .os: Antibiotic-associated colitis, clostridia difficile

TITLE CF PROJECT: Prevalence of antibiotic-associated colitis among
patients on prolonged therapy

PRI;:C:UIAL 1:M'EStTICATOR(S;: Alan S. Cross, M.D.

Arthur Dobek, Peter Gemski, Steven Opal, Charles Oster,
ASSOCIATE [tWVESTIGATOR(S): Robert Redfield, Sara Rothman

FACILITY: W'IC I DEpT/Svc: Medicine

kca.ULAtIVE _DCASE COST: Accutp.AtrvE CO;-:RACT COST: f-CCU'ULATIVE SLJPPLY COST:
0 10 1500

FY-83 iVciXAZE Co~m COST: SATE OFC- Ta p~vO
_0 AINNUAL.U PO.Ross REPORT Not applicable

---- -------------- - -------------- --- ---
STUDY 03JECTIVE: To identify the relative frequency of antibiotic-associa ed

colitis as a cause of antibiotic-associated diarrhea

ICH4.CALA PROACH: To obtain stool specimens from patiens on antibiotic therapy,
and to examine these stools for the presence of C. difficile
and/or its toxin.

PRO.s zs DuRIrr. FY-82: Progress during FY-82: We have now assayed a toca± of 46
stool specimens ror 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
NLVIBR OF SU3JECTS STUDIED: (see below)

FY-82: TOTAL (TO DATE): BEFORE CCO:LET[Orr OF STUDY: 300

SERIOUSAkI XpECTED SI-E EFFECTS IM SU3JECTS PARTICIPATIN:G IN POJ-CT(IF N:OX_ SO STAT): None

CoNcustons: Need more patients

PusuCATI as oR ABSTRACTS, FY-82:

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 specimens.
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DATE:9/20/82 ,x .r tk.* 90Z8 , ' X

STARTIM.J P,-.T: 1 July 1981 fl.;i Co"'. r:,', 1 December 1981

K.y tL.;.S: C;oumadin HPLC

T,TLE CF PPOJ*CT: Measurement ot Plasma Warfarin Levels With High Performance

Liquid Chromatography

PP !!;C-? L ! ,,:.Tia:rc. '.: Barbara M. Alving Jeff

Assc IATE I EST[GATI(3): Robert Knight, Charles Barr, Pat Strickler, Ted Gegoux, erenbe-

FACILT7Y: VPr:C - - DEP/S:C: Huema=gto.

ACcU.,U.ATLvi iC!. C$sr ACCU.A'T C;tPACT CC3 T: j[CciP : Uox AcrcV2 'ti L S IPL Th

FY-33 I'CE: CN.,Acr. Csi: y CosT: I o- . r:: ;i'.LCY

--------------- ------- - --- - - - - - -

STUo' 03JECTIVE: To establish a procedure for accurate measurement of warfarin levels

in plasma
TECH.." CAL .'P?.iAcH: A plasma assay for warfarin levels that utilizes HPLC has been

developed

P~o~~ ~ FY V?: AOc P& -e-n4s hsave 'AA"L nS-

placv-%o. ketvCdS OV wa ,Or% W %%Ac -+*o3"t@ 4kscl-%L

144 I~, Qf 4. 4 __ _ - _ _ _

OL S:J3j:ci- SStudy is

FY-C2: 20 TOTAL (ro DAT): 20 Stoud C yLrIc : a. Sw:: comple ed

_RIZJ3/U.'EXECTED SI.DE EFFECTS iN S'J3.JCTS PARTICIP.ATI:G INI PR!.J-C(!r :cj' s:

None

A sensitive method for determination of plasma coumadin levels has
been developed. Range for patients on adequate anticoagulation is 0.42 - 3.8514/mi

PUIBLICATiONS V! A83TRACTS, FY-S2:

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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-DAT: 9120/82 V,. j. :.: 9029 .... .... iN%;!!!.--.*-1* -X..

START:U4 D-kT:NoeMb~L.~j2 P.---Ct Cr M T!DA: Decemer- 2

KEY $;-.,.s: Coumdin
TITLE CF PRoj-: : investigation of Hereditary Resistance to Coumadin

Pp I';c:P.i_ I:.i:.sT1CATCsR': Barbara Alving. M.D.

Asscc IATE- It.-ST ICA.T-'( 3) - Robert kn;Bh*
FACILI,-Y: A;,C .]jD-pr/3,.C: Hematology/Oncology

- - - - -~- - -- - - - ---- - - - - -- - - - - - - - - - -/ ___, _ ! ______

FY-83 i*.i1CASE: Coiri cr Ccr 'f SU.LY Cosr: I [,lr;_ a- C&-c -r-: h': O..L o

- ----------------------- ------------------------
S-UY i)3J-zCT : ro determine if family members of our patient with coumadin resistance
also are restatant to this drug.

TrCo4L A"P;3A0 ': Normal volunteers were given coumadin (0.45 mg/kg) and prolongation
of the prothrombin time was measured at 36 and 48 h.

PO-'Ess Dj?::;- FY-&2:2 1 volunteers and four tamily members have been studied and the
data analyzed.

rSE4CFz S:Jij.-CTS Sf cJ:D:

FY-82: 21 280ntros TOTAL *J CTE): 25 Bg.FOR( C::.-L~ ,2:: C.: Sjuw'f: 25
4 Ea A4 ly Membersv

" ezosAJ3/U*xP-cE. Sici EFFECTS IrN S.:3J CTS N,7rIcP.;rh:. iL Pi-,'c;(: : so- srAfrc):

None

CoL:cOUSO r's: Two of 21 controls dId not have a pr-oI-giijaTIT-o--MotThyombin 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 persons with a higher dose of coumadin
(U.9 mg/kg). A resistant patient should show no response at this dogw, while
normals would have a prolonged prothrombin time.

PUbLICATIO4S 0.R ASsrRACTS, FY- :

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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DATE: 1.1 Oc S lW T NO.: 9030 SATUS, INTERIM__F_____

STARTMG DATE: 1980 DATE OF Cc'PLET ION: Indefinite

KEy V;ORDS: Ischaemic bowel, Surgery. Enzymes

TITLE CF PRO.JECT: Circulatory Serum Isoenzymfes

PRINIP[AL I,1,IESTIGATOR(s): Geoffrey Graeber, LTC

AsscrAe N~vEsTiGAroR(s): John W. Harmon

_________ ________ kVMAi PROSIM~S REPORT

STUOY 03JEcrrVE:

To identify a serum marker f or ischaemic bowel

rI-CMUCA. h-PPOACH:
to collect serum from patients with ischaemic bowel, as well as other conditions

for controls, and measure levels of potential marker enzymes.

PmroGwss DJiitir FY-92:
Eight patients with ischaemic bowel have been studied. The results of these

studies are being written up.

flUMiER OF S&C-JCTS STuogEo: Indefinite

FY-82: TOTAL (TO DATE): BEFORE COWLtETIa.' OF STU:OY:

S.-RiouS/UNEXPECTE0 SuDn EFFECTS IN SUSJ=_CTS PARTICIPATWOG IN PROJEcT(w FI SO STATE):
None

:0321O310S: None

PUBL.ICATIONS OR ABSTRACTS, FY-82: None
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DATE: 8 Oe't 82 I 1O110 IN{T NO.: 9031 NISESI R11 F .J.

STNRTjI,4 nfTF 1980 DATE F C wO ETION:

KEY boRs: Stomach, Acid

TITLE CF PPOJECT: Study of Control Mechanisms for Human Gastric Pareital Cells

PRz:c[EA. IiUV'EST(ATOR(S): John W.- Harmon. LTC. MC

ASSOCIATE INVESTIGATOR(S): Samuel Batzri, PhD

FACILITY: WPIRf DEPT/Svc: Surgery

ACCNJ. AT[vE I'EOCAS COST: AC TTCOST: ACCUMULATIVE SUPPLY COST:

FY-83 'IECASE: CONTRACT COST: SUPPLY COST: DATE OF Cc'.II'ITTEE APPROVAL OF

I _N AL PR0rRESS REPORT FF6 25 1983
------------ ----------- -----------------------------

STUDY O3JECTIVE: To study the control mechanisms of human pareital cells.

=CHN{C1.. APPROA.H: To study gastric mucosal cells which have been dispersed
using isolated cell technique

PRo0qE:S DJRIn FY-82: Further work has been done at USUHS gaining experience
with the cell methodology

PU43ER OF SU3JECTS STUDIED: None

FY-82: TOTAL.. (TO DATE): BEFORE COLETION OF STUDY:

SEPIOuJi-XPECTED SI.DE EFFECTS IN SU3JECTS PARTICIPATIG IN PiOJECT(IF FI3NE SO STATE):
None

CoCLUS IOtIS:

None

PUBLICATIMNS OR ABSTRACTS. FY-82: Attached are the results of 2 animal studies
using this technique
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DA1'E: ] t82 VC UNIT N~O.: 902STATUS. INLE!tj F IA

STARTI:. DATE: 1980 DATE OF COIETION: Indefinite

KEY UORDS: Colon. SurierT, Ion transport
TITLE CF PROJECT:

In Vitro Analysis of Human Colon Ion Transport

PRI:CIPAL IN.STIGATO(S): Harmon, John W.

ASSCIATE IlIESTIGATOR(S): RoyWong, Tai

FACILITY: R CE x DePT/Svc: Surgery

AccuwwUATV PEDC&S COST: ArCCUmLATivE C&;TRaC Cosr: ACCUMULATVE SUPPLY COST:

FY-8 FEM .SE: CONTRACT COST: StJPPLY COST: DATE OF CcM.ITEE APPROVAL OF
_ kNNuA. PO.-_ss REPORT

---------------------------------
S ov O3JECrIVE:

To investigate transport mechanisms of the human colon

itc4m , hoPROAcH:

To study colonic mucosa from surgical specimens using Ussing Chamber tichnique

PRoEss WJRING FY-82:
No work was accomplished on this protocol in FY 82 because of the PCS of the
key investigator R. Decker.
tkMBER OF S'3JZCTS STUDIED: Indefinite

FY-82: TOTAL (To DATE): BEFORE CC'*LETIO;; OF STLuY:

SERIOUSAJEXPECTEO SIDE EFFECTS IN SUMjECTS PARTICIPATIG iN PROJECT(IF :E SO STAT):

None

CO.\CLUS I: None

PUBLICATiONS Ott ABSTRACTS. FY-82:
None
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DATE: 4 OTt 82 1 WK UNT No.: 2035 STATUs: !tLR.Er. x , F...

STARTI:A DATE: Jun 1977 DATE OF COVLETION1: --

KEY VORDs: Altitude. performance

TITLE CF PROjEcr: Effects of altitude, mood, and dietary habits on performance

of a choice-reaction time task-

PRIIjCIPAL I!JVrTICATORS): Dixon, .J.P., CAPT, USAF, BSC

ASSOCZATE ItVESTIGATOR(S): r LT COL, USAF, IC

FxC I =y: AP DE/Svc:Aerospace Pathology

kamuAuiuvi iEDCA& COST kACCItLTve COnTRACT COST: ACCUMULANTIVE SUPPLY COST'

FY-3 iCAE: CONTRACT CoST: SUPPY COST: DATE OF CWM.MEE kApROAL Oi
__________ _________ wi PRoGREsS REPORT

SlODY 3JCTr E: To evaluate the subtle influence of mood, altitude, dietary

habits and other stresses on performance and to relate these decrements to

,6MW-AXW_2ROc ofMIMM27 par~unnut.

(over)

PRorEss Dwmr. FY-82:
(over)

MiX.ER OF SUJECTS STUIE:

FY-?: 9 TOTAL (TO DATE): 14 BFORE CC.nt.ETIOra OF STUMY: 6

SERIOUS/UfExPEcTED SIDE EFFECTS IN S'JE=-CTS PA.TICIP..TIr IN PiOJ-CT(IF CION SC STATS):
None

CoCLuS IOiS:

None

PUBLICATIOS oR ABSTRACTS, FY-82:
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TEL IM.AL APPROACH: By means of a choice-reaction time task,
efficiency (number correct divideo by average reaction time)
will be useo as the parameter to measure performance.
Efficiency will then be related to the physiological parameters
of oxygen saturation, respiration ano heart rates at various
altituaes. The test is uncergoing refinement to incluoe PAS
tests as oesigneo by the Department of Military Meoical
Psychophysiology, WRAIR. This will include the more sensitive
tests of iogicai reasoning ano oigit recall in which accuracy
and reaction time are specifically ascertaineo. The mooc scale
is more extensively stucieo in this series.

PRGGRESS: Due to learning effects, results in six subjects
were rejecteo. The composite tRT performance of seven other
subjects is not a sufficient data base from which to draw final
conclusions. Further experimentation is neeoeo, specifically
to refine out the requlrea 2-3 months of training neeaeo to
perform the taSK. Incluoing the PPh tests from WRAIR will
provide a computer test that is repeatable ana requires
possibly a week of training. Specifically, the logical
reasoning test and the digit recall test will add 2-3 minutes
of psychomotor testing each, and result in an efficiency grace
that will reflect the subtle differences in performance at low
altituce without extensive training.
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DATE 28 Jan I NT No.:- 90 36 S1rSITRIMY F i -:A
STAqrl,.GnArTF. June 28, 1977 PAW nF CrPLET1ON: Ongoing

KEY I ws: mvo-adenvlateg deaminase deficiency; lactate/ammonia exercise ratio

TITLE CF PPW4ECT: Urease and Deaminases in Chemistry and I.edicine

PRIP:C[IAL h,-vE§rIGArcaRS): WJ11i I~ I ~ 4 i MF;c ; f1 Ph - n

ASSOCIATE 1P!VESTIGATQR(S):

FACILITY: W,,"rP DEPT/SVMC: Biochemistry Division

AccumtATiVE OCASE COST: Wc~IAIE CON'TRACT COS1T:- -ACUkULATIVE SUP'PLY COST:
00 0*

FY-83 i"E :'" CONmAcr Cosr: SJPLY COST: W rE OF Ccu.:,i!rrE APPR0VA_ OF
I ____O_ PP__F..--ss REPoRT FEB 2 5 1983

----------------- --- - - - ------------

STUDY 03JECTWE: Development of a diagnostic clinical blood test for mADD

ECHNIVM,.. PoPRO;XH: 71easurement of lactate and ammonia in antecubital vein
blood drawn and after sponge-squeezing with partial venous obstruction.

PROgRESS D URgIn FY-82: Nine patients and 15 controls have now been tested
without side-effects. No drugs or WRM.IC funds have been used. The
nine patients show no increase in i13 despite normal increase in lactate as reported

1"ROF SU3JECrS SUD 1ED:

FY-82: TOTAL (TO DAT): BEFORE Ce,-LETr O.- STUDY: 30

S:RIOU5/U=XPECTED SI.DE EFFECTS IN SUBJ-:CTS PARTICIP,'TIlG III PiCJ.zCT(IF . SO STATE): None

COxCLUSIoS: Test continues to look promising

Pusuians wt ABSTRACTS. FY-82:
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PATE:4 Oct 82 I W Un" T O.: 9038 I STrus: Ittr.nu- X F:i;.

STAqTI;.4 DATE: Aug 80 DATE OF CWP'&I ETle'i: --

KEY ;10ppS: Quinine, performance

TiTLE CF PROJECT:Effects of low dose quinine on human performance of a choice
reaction time task at ground level and at altitude

PRI.Cr.PAL IMI.STIGATCR(s):Dixon, J.P., CAPT,USAF,BSC
ASSOCIATE Wagner,G.N., CDR,MC,USN Zaitchuk, J.T. ,COL,MC,USA

!flhadwick S.G.. M.A.

FACILITY: M AFIP DEPT/SVc: Aerospace PathoRylo

ACCuIAATIVE rDCASE COST: kCWuiLATivE CGO;TRACT COST: AcCUM;ULAT(VE SUPPLY COST'

FY-83 E SE: CONTRACT COST: SUPPLY COST: DATE OF C':,I-.I1-E IAPPRO'IAL OF
_P _____UL Ppoz=ss REPORT

STDY TI'time, and the degree of synergism which may exist due to decreased

oxygen saturation at altitude; to ascertain the ototoxic effects of quinine.

iT¢CHic-.. A:PPOACH.To evaluate auinine's effect on a choice-reaction time task under
normebaric and hypobaric c nditions. To measure abnormalities in the electro-
nystagmogram test series and audiogram due to repeated doses of quinine.

PRowiss DuJ.ir. FY-82:

No progress was made during this fiscal year.

rk,.ER OF SU3J-CTS STUDIMED:

FY-82: 0 TOTAL (TO DATE): 13 BEFORE CCO..PLETIO:; OF STUDY: 30

SP.iOUSA rIECTED SIDE EFFECTS IrN SU3JECTS PARTICIP.ATIG IM P.oJ--CT(IF 1:3;- SO STATE):

none

C '.;cLUS IO.'S:

none

PUBLICATIONS o.a AwSTaS. FY-82:

577



DAT: 2 / 2 Z/8 3iL UNT NO. 9042 SrTus- INTERINM xx

START 1;G DATE: March 1981 DATE OF CWLETIO: Termination 1982

KEY 1Uoos: Vitamins Cancer
TITLE CF PPOJ£CT: AN ASSESSMENT OF VITAMIN A, RIBOFLAVIN, VITAMIN G
AND VITAMIN E STATUS IN INDIVIDUALS WITH CANCERS OF EPITHELIAX
TISSUE.

PRIPtC!?AL I:WESTGATOR(S): Thelma S. (Arnold) Hendricks. LTC ANC

ASSCCIATE IMVESrGATOR(S): Judy Driskell, PhD

FACILITY: IC I DEPT/Svc: Food Service Directorate
~~~~~~~ ---------------------- i- - ----

ACcw.UATIVE P.DCASE COST: ACCuImuLT[E CO:mACT COST: ACCUm mLATIvE S PPLY COST,
NONE

FY-83 iEMSE: COTPACT COST: SUPPLY COST: DATE OF CWMITTIEC APPROVAL OF
No WRAMu.-un4_us d _'Nm. PROGRESS REPORT FEj 1Q83

STUoY 3jECTIVE: To evaluate the status of '9itamin.A, T-iVf
vitamin H- and Vitamin E status in individuals with a recent
d4agnosis- of ancer involving enithelial tissues.
TEcH* r.'vJ APPROACH: Evaluation of: 1) Plasma retinal and alpha toco-
pheral - high pressure liquid chromatography; 2) Vitamin B6 -
2lasma PO and CO enzyme stimulation: 3) Riboflavin -erythrocyte
PRo.iEss Du JinFY-82: Vitamin B6 was evaluated on (continued below)

15 patients at WRAMC using plasma PO 4 and co enzyme stimulation

fljMA3R OF &U3Z-CTS STUDIED:

FY-82: 15 TOTAL (TO DATE): BEFORE COC, PLETiOl OF STU : [
SERPIOUSAIJE,-ECTED SI-DE EFFECTS IN SU~j-CTS PARTICIPATI.G Itl PPOJ-'CT(IF iRNE SO STATE):

-NONE
CONcLuSIONS: When compared with age matched controls, patients
with cancer of epithelial tissues were found to have signifi-
cantly lower pyridoxal PO4 levels and higher co enzyme stimula-
tion values indicative of Vitamin B6 deficiency.

The study is terminated due to retirement of senior investigator.

PUBLICATIONS a, ABSTRACTS, FY-82:

NONE

Technical Approach (continued): glutathione reductase assay.
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DATE: 1 Sept 8 11& UIJT IO." 9 i STTi iFl:. Fus:. XX

STARTI,.G DATE: Aualst 1Q80 DATE OF COM,1LETIO'I: September 1982
KEY IbPOS: Quality Assurance, Oerating Rom Nursing,2Pnne~s Criteria.

TITLE CF PROJCT: Development of a Methodology to Monitor Operating Room and

Anesthesia Nursing Care.

PRL:C!?AL hNESTICATOR(S): MAJ Donna Sylvester/LTC Susan Shipley

ASSGCIATE I!VESTIGATOR(S): N/A

FACILITY: V'AC I Dpr/S,'c: Nursing Research Service

$5850 00 1 $1776 ,491

FY-8 2 ..CCPS: CONTRACT COST: SJPFILY COST: DArE .- 07'"ITE P-?PROVAL OiF

.$__m__ PRo"s.-Rss REPORT Fa2519_

STUDY Q3JECTIVE: To establish the statistical validity and reliability of a set

of process criteria to monitor perioperative nursing practice.

1TECHNI.L PROACH: A set of process criteria were identified by a working committee

and then ratified by a expert review panel. Each of six clinical facilities
pplifad q nunri n nhqbryation team which was trained to monitor operating room (Cont

PRomRcss DuJuirG FY-82: Criteria field testing which began in August 1981 was concluded
in January 1982 with a total of 794 worksheets completed by observers. Data has
been analyzed using frequency distributions of criteria responses, item-total (Cont.)
NLKI'LER OF S1U3JCTS STUDIED: Data collection is complete.

FY-82: TOTAL (To DATE): BEFORE COMPLETiON; OF STUDY:

SERIOUSAJnE=XPFCTED SIDE EFFECTS IN SUJeCTS PA iICUTL1:G Ir OJ- .: con ulant'
Work stopped on anesthesia criferia roi±owing zneaeses-n g consultant's

withdawl of support for any further development or use of the tool in Army si sat)

COCLUSI OS: Sixty-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 su.mary for further details.

PusucAmIOms Oa ABSTRACTS, FY-82:
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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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PA: .~ 1932 c)040'r . ~rr~:Lrr~~ FiNAL

T I T L E O ~ S C T : t h e C ,.!-d e d : u s e ' h :

PRINI~cP". -STfGA> ': N~ L-; u:~r h; an e- 7'__

ilSSOCIA) S :T11 C-;

MACIL~ *;*; Ll . P h-*eSea::C.. - 'e/DeprtL-=aC of Nf~zrsiaj

Cos-.:-.9 Cc__ 0__ COST: 3kL90.93

FY-81: i~ r* ,.- 2vc Cs UPLY . x oi~~z~ :

SmvO ii:To *:-:ibe the ->graphics The stu&L! -,.;iilation. 'C) .1scriba
the . . .es cu--:- .. y pertar- . the T . To ci=-. .' % t the s;d
po LL.. n thia n- -he dutie- .Id be i i- USAHC. ___

TEQK1CA 'l)4cH A :-crd-vide -.. out q~-:nai re l-~ dentifi~!! HC.
with clinic-?..-.,- !iead Nuxrs& . i'f Nurse' .- ) and L' S, Ambula-)vy Care
Nur!--;i. aevc lJ 223 ThD- .M.CEN.:. with ..Wtw~p~iag o~,

mon.a..ter to *:-ezpondcL.

i FS 7GSee Co=-,- , report -. crhed.

fNum'EP w: s 2IE.J-CTS Tr'.> STUDIE Coi ~

SE~os/J~:'-TD ~ E FFECTS 7,3JECTS XCIPATL I dP.OJEC f:
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I .. .. . o. . . .. .. .

DATE0 Sep 8 j J Lj(r .o.: 9048 xSTUS" RTZRIM Fg::L

START1:.G DATE: I Jul 81 ATE C= CCp".ETc'I: 20 Sep 82

KEY L-p.s:PatIent falls

TITLE CF PROJECT:
Positive Use of Patient Fall Reports

Pu .i..L I;J : T ATf(s): LTC Janet R. Southby, ANC, D.N.Sc.

LTC R. Guida, MAJ B. Conrad, MAJ V. Jonnson
ASSCCEATE .!VSTICrGTO.S);3nd MAJ j. 3olivet

FACILITY: 'run1t 52.5.,D DPT/S:c: Nursing Research

kcX':vAAT-- DCA; COST: CoACCst.-AT[VE Cczr-r.Rcr Co$: ACCtJ13JL
A

TIVE S
U
J

P LY COST':

FY-83 FIKEXS: Coiri~ct CcSr: SUPP'LY COST: DNrx cz Cc.*IEir- APRC-1AL 0:n I"=ci
-------------------- ---------------- --------------

S__0 O[-' P3,i..-sr POP:

To decrease the number of patient falls which occur at WRAMC

TCKWCAL AP-OAOH:

Same as stated in protocol

PRoI.IzSS DU?.r' FY-82:

Data were analyzed and final report was prepared.

HLY-ag-It OF Sus,.zcrsS STICIE :

FY-82: 0 ToTAL (To OAT-): 408 BEFORE C' >LETIC , 0.- STUOY: 0

SERIOUS/ikWECTEO SiOE EFFECTS IM U3J-=CTS PARTIC!PAT'1(G Ii PRCJ=CT( IF I-ONE SO STATE):

Record review only

See attached abstract

PUBLICATIOnS mi ASsTRACTS. FY-82:
Two nursing inservice programs were conducted and a paper was

presented at the Phyllis 3. Verhonick Nursing Research Course,

FSH, SAT, 7-11 June 1982. The asbstraet will be published In
the proceedinigs 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 on three nursing units
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 levels 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; activity, 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 identified on the Analysis of Unusual Occurrance
(WRAMC Form 322).

4. 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 nursing units and 408 were
assessed in relation to the dynamics of fall incidents. Seventeen
patients fell and were included in this sample. The 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 environment, and clarification
of th patient's activity status.

Patients who fell during the study period were interviewed; a
Report of Unusual Occurrance and an Analysis of Unusual Occurrance
were initiated. In addition to these reports, Nursing Personnel Time
Schedule and medical records of patients admitted to the nursing units
were reviewed to obtain comparative data.
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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 he 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 lib whereas only slightly over half of the fall group was up ad
lib 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 admission to the
time the fall occurred. Most falls occurred in the patient's room, at
the bedside, while the patient was alone.

4. Five 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.

RECOMMENDATIOS.S:

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
wheelchair, 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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INVESTIGATORS:

LTC Janet R. Southby, Chief Nursing Research Service
LTC Robert Guida, C, Nursing Methodsi Division, Directorate of Resources

Management
4A.J Barbara Conrad, Assistant Area Coordinator, 5th Floor
MUJ Valerie Johnson, Clinical Coordinator, Ward 52
MAJ Joann Jolivet, Assistant Area Coordinator, 4th Floor
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Date: 8 October 1982 1 Work unit No: 90.49 .I Status: Interim X Final

Starting Date: 1 August 1982 Date of Completion: 31 December 1983

Key Words: Patient Education, Coronary Artery Bypass Surgery

Title of Project:
Evaluation of a Preoperative and Postoperative Education Program for Coronary Artery
= Patient

Principal Investigator(s): Elizabeth A. Rimm, MAJ. ANC

Associate Investizator(s): LTC J.R. Southby, MAJ R. DeAngelis, CPT M. Rose

Facility: W C I Dept/Svc: Nursing Research Service
Accumulative MEDCASE Cost: Accumulative Contract cost: Accumulative Supply Cost:

Q I . $150.00 0 0

FY-83 MEDCASE: Contract Cost: Supply Cost: Date of Committee Approval Of
0 0 $900.00 Annual Progress Report: FEB 25 I

-------------------- - - - - - -

Study Objective: To evaluate an on-going teaching program for coronary artery bypass
patients to determine whether it is providing the patient with the information he
needs and wants to know, and if the use of a combination of patient education techniques
and teaching tools has an effect on learning outcomes.

Technical Approach: As per protocol

Pr6gre94 During FY-82, Knowledge questionnaires for phase I were pilot tested for
reliability, 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 inlex of
discrimination to be .40. Data collection began on phase I of the study in January
1982. Approximately half of the phase I sample group has been accumulated. See
£ttachment for details.

Number of Subjects Studied:

FY-82 h7 Total ,,(ToiDate): 47 Before Completion of Study: 120

Serious/Unexpected Side Effects IN Subjects Participating in Project (If None So ot*&,'):

NONE

Conclusions: See Attachment for data trends to date.

Publications or Abstracts, FY-82:

NONE



2 Feb 83 W=RK [WIT No.! 9050 STATn: INMRIMxx FiNL,

STARITTNt fE: 17 September 1981 1 OF COPILETION! December 1981

V'y bkMr'] Stress of hospitalization; middle-aged & elderly patients

TITL OF PIJEcT: The Stress of Hospitalization in Middle-Aged and Elderly Patients

PRINCIPAL INWSTIGATOR(S): Lona K. Ambrose, MAJ,AMSC, University of MD, College Park, MD

ASSOCIATE IWvSTIGAoR(S): Dana P. Schodt, MAJ, ANC

FACILITY: WW DUT/SVC: Department of Nursing

CLuqLATivE MEASE ACC1MUTVE CwRa AcCAnT Sm.y
COST: N/A COST: N/A COST: N/A

FY-83: M SE: CORcT COST: SiPpt.Y COST: A OF ITIE
N/A N/A N/A OF -SSIT/

-. FEB 2 5 1983

SM UBJECTIE: The purpose of the study is to determine the relationship between
chronological age and self-perceived stress of hospitalization as measured by the
Hospital Stress Rating Scale and the Profile of Mood State questionnaire.

TCHICAL E : 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.

pR(c S TDURING FY-83! To this date the data collection is finished and is being
analyzed. Expected date of completion is April 1983.

NIWER OF SUJECTS TO BE STMIES BEFORE CMPLETION OF STUDY: 60

SERIW0/1 MC TD Sie EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT:
None

CONCLUSIONS: Pending (april 1983)

PucATiN OR ASRAcTs, FY-83:
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DATE: 4 Oct 82 1o-~a U.N T (10.: 9 051 Suru:'I*i _X V l.

STA.RTI:.G DATE: See below VATE OF CUo(ILTIcA: -

KEY 1;ypos: chioroguine, primaguine, performance __________

TITLE CF PPOJEECT: Chloroquine-primaquine effects on human performance of a
choice-reaction time tisk at ground level and at altitude

PR IKU PAL INr,-STOATOR(S). Dixon, J.P. ,CAPT,UJSAF, BSC

ASSOCIATE INVESTIGATOI(S): Wagner, G.N. ,CDR,MC,USN

FACILITiY: MIXX AFIP DEPt/SyCAerospace Patholog
-------- -----------kX.pJ-.XI vEOCS OT kctu miLA(E CC:;TRACT COST: ACCUMULATIV= SUPPLY COST'

FY-83 FMLCAS: CONTRACT COST: SUPLY COST: DATE OF CCENT -iir APPROVAL 0;
__________ ANNUAL PROGREss REPORT FEB 25 1"3

STUDY 'J3ZCTIE TO eaut the effect of therapeutic level o- f c IT66id 'Uiie -
primaquine on performance of a choice-reaction time task and compare theireffects under normobaric and hvoobaric conditions.

IECFN4;VJ A"'PROACH: To evaluate the singular effects of chloroquine-primaquine on
reaction time, ad the degree of synerg sm which may exist due to decreased
oxygen saturation'by testing subjects Wo are on this drug regimen at altitudes

Research has yet to be initiated.

OWB4ER OF SU3JTECTS STUDI ED:

FY-82: 0TOTAL. (TO DATE): 0BEFOPE C03PLETION: 0.-SUD: 2

SERIousAJNE-VECTED SIDE EFFECTS MN SJECTS PAI.TICIPATIMI INt PiPOJECT F N~i SO STAYS):

none
Coa:..'jUS CONS:
none

PUBL ICAT IONS a.' AsSTRACTS. FY-82:
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t)ATE:2 0 Se D -8k UoxWr fb. .90 5 1B - 82 JS:us !ItMRIi Fi;:~ x
ST%.RrI:. DATE: September 1981 DATE OF C.fErTIo: September 1982

KEY iLPs: Thumbsucking, security object

TITLE CF PROJECT:

The Current Status of Thumbsucking and Related Behaviors

PR:CPAL It;,, TI-O-TCRS):LTC K.3j. Ammon (Ret.), Asst. Professor, CUA

ASSCCtATE htVESTIGATOa(S):LTC J.R. Southbv. ANC, D.N.Sc.

FACILITY: LWC Pediatrics I Research

ACcU j.J._7EVE OCAS"ES COST: ACc tMUATIVE CC:;TRACT C057: ACCuV"-J,-tT VE S'JPPLY CosT:
0 0 0

FY-83 C(SU : CoNm cr CCov: Su. y CosT: DArE OF Cc -...--Mr E fpRov.A OF

0 0 ::UAL Po-'ss REPoRr FEB 2 5 193
-------------------- ---- ------------ --

S UOY 193JECTIVE: To gain descriptive information con cerning Thf~-F -

sucking, security seeking and feeding behaviors of children

. . .. be .........f in ad , .. n....in parents.

Same as stated in protocol

PRQ?-.=ss Wpro' FY-82:
Questionnaires were distributed and returned;

data were coded and analyzed; and final report was prepared.

IL . R oF Su%3.CTS STUOIE:

FY-82: 797 TOTAL (TO DAT): 79 BFOR C,.lETEO o- STU0:

SRIOuAJ3?IE ECTED SFDE EFFECTS IN SUMJ-CTS PARTICIPATIMG IN' PROJECT(IF I.,XE s. STAT):

None

Comac-us Ion:5

See attached page.

PUB.ICATIO-iS oR ABSTRACTs. FY-82:
Copy of final report is attached. Professional publication

is planned.
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Conclusions

1. Children who used the pa-cifier tended not to suck their thumb.

*Pacifier users who did thumbsuck stopped using the pacifier at a younger.

age than the nonth'.bsuckers and more frequently discontinued pacifier.

use of their own accord. Perhaps 'the thumb was preferred in .lieu of the'~.:.

2. Children who were thumbsuckers were more likely to have a security

object; it seems that the thi~b ad blanket go together-.- Favored security

objectc. were a blanket or cloth often having a smooth satin edge, stuffed'

toy, both blanket and toy, and a pillow. Children frequently selected

seci~ity objects prior to &gig 1 year and let go after 3.L%/ 2 years 'of age. -

3. Children who were not thumbsuckers were, at present, more
frequet in the high weight category. It may be"httubukr

pus .ht habit for oral gratification when their nonthumbsucking-

i.Children who were thumbsuckers began attending day care centers

- earlier than children who did not thumbsuck. Since children tend to

suck their thi.b when tired, sleepy, insecure, stressed-or bored; a. chane

from the familiar environment may produce any of these conditions.' Also

'peers and school were cited as being associated with increased thiumbsucking,_

so this occurrence could be expected.

temos effective- method of dealing with it. Apparently, the actity

isj comforting, for the child and usually self-limiting in duration. -~

2. 15 .. -
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EYI .. S: Nasopharyngeal Carcinoma, Epstein-Barr Virus
TITLE CF PPO.JCT: 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.

Pr.,:C[PAL hivESTIGATCRCS ) : Dennis.K. Heffner. CAPT. MC. USN
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Apo .PjOaC: Identification of patients with NPC is made through the pathology
consultation requests received by the Registry of Otolaryngic Pathology, and an
initial reqpegt for erff, i made. Further data are obtained in cooperation with

PR0sciss DnLir 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

1.3. OF SusEJCTS STWUIE:

FY-82: 33 TOTAL (To DATE): 33 BFORE CO.N-ETm- o- STUDY: total identifi
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Cancer Detect. Prey., 4:307-312, 1981.
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Project Number: U909

PROGRESS REPORT

I October 1980 - 30 September 1981

4 Armed Forces Institute of Pathology
Washington, 

D.C. 20306

Title: Foveomacular Aging in the Rhesus Monkey Work 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.

Our second paper on lipoidal degeneration of the retinal pigment epithelium
involving the foveomacular region of aging rhesus monkeys was published.4 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.

A cillary work was carried out on cases of iris nevus syndrome,1 kerato-
conus, and on cases of glaucoma: a un4lateral glaucoma produced by an iris
nevus, 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.

Additional 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., Zintnnmn, 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 glaucma 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.

6. Fine, B.S.: Lipoidal degeneration of the retinal pigment epithelium.
Am. J. Ophthalmol. 91:469-473, 1981.
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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 personal accomplishment (PA).

Saple description: The 90 subjects of this study were registered nurses cur-
rently prcticing intensive care nursing. The CCU, NICJ, SIU/RR, TICU, 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 39 per-
cent of subjects who were married, the mean number of years married was
3.6±6.8. The subjects' most common level of education was the baccalaureate
dearee (64 percent) and their most common level of position was that of staff
nurse (78 percent). The mean number of months in nursing was 116.54J62.23
and the mean number of months in current job was 23.44±14.35.

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 frequency (F) and Intensity
(I) responses, that is, EE:F, EE:I, OP:F, DP:I, PA:F, and PA:!. The syndrome
of burnout would be demonstrated by increased EE:F, EE:I, and PA:I, DP:F, and
DP:I scores and by decreased PA:F and PA:! scores. Reliability and validity
of the tool is acceptable.

Methods of Data Analysis: Data from 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.

Findinas: The continuous variables of age, years married, and months in
nursing showed low 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:I and DP:I. Years married was negatively
correlated with EE:F, EE:I and DPI. Months in nursing was negatively
correlated with EE:F, EE:I, DP:F, and DP:I.

The discrete variables indicated a significantly higher 1) EE:F and DP:I among
military than civilian subjects; 2) EE:I among males than females; 3) EE:I,
DP:F, DP:I and PA:I among caucasians than noncaucasians; 4) PA:F and PA:I
among those with some college than those with BSN, Master's or other
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levels of education; 5) EE:F and DP:F among those with baccalaureate degree
than among those with other degrees or a diploma; 6) DP:I 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
three aspects of burnout seem to indicate the need for extreme caution 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 conseouences of
stress in intensive care nursing.

JOSEPH P. MALONEY, L:C, ANC
CLADUIA BARTZ, RAJ, ANC
Walter Reed Army Medical Center
Washington, DC
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Me t hodo1ov

A convenience sample of 50 female registered nurses from a local community

hospital in Baltimore City, Maryland and 49 fenale registered nurses from a lo-

cal military medical center in Washington, D.C. were asked to fill out a ques-

tionnaire devised by Margot Stillman in 1977 entitled "Women's Health Beliefs

about Breast Cancer and Breast Self-Examination". The objective was to repli-

cate her correlational study using one of the recommendations published in

Nursing Research (%arch-April, 1977). "A study should be -made of nurses in com-

munity health, industrial, high school, and hospital settings to deterrine 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

were distributed at the community hospital: 39 of the questionnaires 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

questionnaires were distributed: 42 questionnaires were returned completed, 3

were returned after the data had already been tabulated, and 4 were not returned.

32Z of the questionnaires were completed and analyzed.
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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-

alence of breast cancer. 89% correctly believed that most breast lumps are not

malignant (letter b). 80% of the sample in this study believed a woman's chan-

ces for developing breast cancer increaseafter age 30 or 40 (letters b and c),

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; 14Z 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 multiple choice questions in Section 1.

Section II (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

mean score of 18.7. An alpha coefficient of .51 was obtained for internal con-

sistency. A t-test for independent 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

yielded t=2.27, p greater than .05, df 60, indicating no signifi-

cant difference in the teaching of BSE with attitude.

Section 111 and IV (Practice of 3S1). 99, of the sample ans-

wered that they do practice :?SE at least monthly; 2Q1, perform

BSE 6-11 monthz out of the year; and 405' perform BSE less than

5 months out of the year.
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L chi square was parfor::ied on frequency, of perfo'amance eand

level of education which %.'as not significant. . .cond chti

square was performed cn frequency of performance and teachirng

,sf BSE which was also not sijnificant. A third chi soquare

performed on age and frequency of performance was not signifi-

cant. 85% of the sample are still having, their menstrual per-

iods with 67% performing BSE after their period. For those

w'o no longer menstruato, they perform BSE whenever they think

of it. 43% of the subjects had learned abcut 1S3 from a doc-

tor while 47% he.d arno .Lbout ,E ,om a nure * , o, the

subjects expre-.zed confidence in the 7iE technicue. In re-

re.ation to confidence lln ability to discover Co:ething ab-

normal 30% were "not sure"; 70% replied yes; and 9% said no.

Section V (Demorranhics) The sample's mean ar:e in ,rs was

with a range of 42 (63 being high, 21 being low). The modal

religion was Protestant (4C,) with 431o Catholic, 35 Jevish,

and 6% unspecified. 52% of the sample have a Bachelor of

Science in Nursing, 26% are Diploma school graduates, ,, have

an Associate Degree and 4% have their 1.1aster's Degree in 1Lur-

sing. For purposes of the various test statistics performed

using level of education, those with LSNI's and 2Z0' s were

grouped together and those with Associate Degrees and Diplomas

were grouped together. 53% of the subjects are married, 33,

single, 12% separated or divorced, and 1% widowed. 46% of the

samDle have children. 79% of the subjects have no family his-

tory of cancer while 16% have had a lump removed from their

breast. Only 1 person reported having had surgery for cancer.

95% care for cancer patients. A chi -:quare for significance

between level of ,ducation and the teaching of BSE was per-,

formed with no significance (X 2=.58, p greater than .X5, df 1).

OT}R. 99% of the nurses do perform breast self-examination

with ,!C% of tho- samrpl -c'rforming it on a monthly basis. 386

of the nurses in this sample do teach breast self-examination
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. "7 Ooto their patients. The 6 of the sample who do not teach ESS

to their patients reported "lack of time" as the nrLLary rea.on.

Only 121 were nct sure how to teach 'SE and 0&I rororted em-

barrassment about the task.

Limitat ions. The too' itself needs to be redeoi1-ned .and reeval-

uated. The review of the literature revealed multiple citings

of 0tillman's study yet the reliability of the tool had never

oeen reported. The answerc to the multiple choice question-

in Section 1 pertaining to factual knowledge may need to be

unaated in regard to current social mores(i.e. being single

:s married with no children as a i-redizsposi n[ factor fcr

developing breast cancer). Futhermore, it was unclear how to

score the multiple answer- available for Item 74. Section III,

Item 5 ,,as ignored in this study due to its oren-ended wording

which was difficult to analyze from one individual to another

although all of the responses given were anpro-riate. Section

V, Item 6, needs tc be rev.orded as the the age at which ne

delivered her first full-term fetus. %.omen who have their first
child at or after the age of 35 are at an increased risk for

developing breast cancer. Item 10 needs to be qualified ac to

the ty7e of patient taught DS3, w;hy, and how often an individ-

i:al nurse does teach.
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DATE: 1 Oct 82 ,V UNIT ,o.: 9Qo3-82 , ,x X

SrrI:. AE: 1 November 1981 DATE Oe CQ'LETtc:I: 29 September 1982

r'0-Y IbW: Nurs ing, Job Satisfaction

T|tLE c Pm=-cr: A Survey of the Job Sacisfaccion of Nursing Personnel A3signed

to the 5ch Floor, Walter Reed Army Hedical Center, during the peciod 1 4ovember

1981 to 15 MIay 1982.

CPT Buchanan, LTC Kulm, MPJ Johnson, LTC Lobody, MAJ Greene,

PR'tXtPAj TWA,,:sr(GATCR$ : MUj Svnakovski. MU Pickering-Scott, MAJ Tushbant, MAJ Weigand
LTC 'olle fson

ASSoc AsE ItwisrrGat1(s):

FACt.eTV: W&~fi' Der/sx: Iursina Research Service

ACCWNJi..E rEOCASE COST; ACCY:.k.ATfVm C +mAcT CoT: kAccui.AV! SPt.Y Cm:
0 . .|O0

FY-83 ?CASE: Comn"cT Com: SLLvY Con': DAT Ox Cwmmr- 1TAovA . OF
Q. 0 kiWous. P,-3".ss REoRT EEL25

SroY OlJcrfVE: 1. To determine the level.of Job satisfaction felt by the nursing

personnel assigned to the 5th floor, Walter.Reed Army Medical Center, at the time of

T :C.A IC.OPROAC : survey - Resurvey

Pp.ss DJtr' FY-2: Completed

Uu4ima oF SwrzaCs Stmvw:

FY-82: 250 Tot. (m vATE): 250 B ,FOR CaWt.ErOR~ O Sr-.3y: 0

,ERtoUSAhnexpCTe Sim reFcrs i Su3.CTS PARTICIPArI G itt Pt0j,-CT( tF ia, SO STAT):

None

CONCL3IoMS: 1. First line supervisors can institute changes which can effect the

satisfaction level on the nursing 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 job.

PuLicAriOms aa AsmTs, FY-: None
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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.
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DATE: in/18/82 I 11W U'mT 11O.: 9057-82. I S I NT'ES TRIM X-X Fi.

STAsru:jz DATE: May 1982 DATE OF c:LCtETlMC:: 27 Nov 82

KEY IbOWZS: Behaviors Activities. Tntraoperative

TITLE CF PPOJECT: A Descriptive Study of the Behaviors, Activities and Cognitive'
Functions of the Registered Nurse During the intraoperative Phase of Surgery.

PI:cIP&_ .%V.STIGATCRS): Major*Jean M. Reeder

AsscCiATE Ite EST ATM(s): m.ip rinn- , qvivpgtp

FACILITY: I RC DEPT/S':c:OnrIng Room N sing Service

CAJcc At1v.= i'ECAS. CoST; ACCU.UAtfv. Cai' ACT CoST: kcCU;'Acc-ATivS SWPLY COST:
N/A . N/A N/A

FY-83 V..E. SE, : CONT.ACT COST: SJ.-ftY COST: DATE OF CC'4!T; E AP, P"Td2_ 5 1%
I____'uAL PRoSR-ss REPORT 2 1983

- -- - ------- ---------------------------------

STUDY 15aJCTIVE: To Describe Nursing Activities and compare observed activities
ht b oetencies of perioperative nursing from the Association ofpera Ing oom ures.-

MC;I1J-V. APPROACH: Qualitive Approach - direct observation, interviews and questionnaires

PRok.iss D>JRIaG FY-82: Proposal approved data collection, 1st 3 Chapters of thesis
written and data analysis in progress.

MMAER OF SU3ZECTS S'WIr :

FY-2: 15 TOTAL (To DAT-): 15 BEFORE CC .LETiO% OF: SrUy:

S /UPioiStjI-iCTED SIE EFFECTS IN SU3J-cTS PARTICIPATiNG If P3J-CT(IF i.'3:' SO STATE):

None

Co,:CLUSIoPS: Data analysis in progress; expect to be completed by 27 November 1982.

PUSLICATimS aR ASnTRACTs, FY-2: Abstract submitted to AORN-Research Committee
for consideration as a presentation at AORN Congress, April 1983. Status
Imknown.
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.STArTr:.G PA.: frATF M (Cyr ETION: 17 Nov 83

KEY IOvs:Behaviors, Activities, Cognitive Functions, •Intraoperative

TITLE CF PROJECT: A Descriptive Study of the Behaviors, Activities and Cognitive
Functions of the Registered Nurse During the Intraoperative Phase of Surgery

PRINC.AL IUriESTCGATORCS): Major Jean M. Reeder

ASSCC[ATE ItVESTIGATMR(S):

FACILITY: 6'W'r DEPT/SVC: Operating Room NursinA Service

k CwtLiTV FDCASE COST: ACCuIttATiVE CONrRACT COST: ACCMULATIVE SUPPLY COST:

FY-8.3 ECFSE: CONTRACT CcOST: SUPPLY COST: DATE O C.',TrrEE APp -O 0I_ _ I,.AL PPOs.Ess REPORT F r_ _ _ 1983

---- --- --------------

STUOY 03_cr-\TIVE: To describe nursing activities during the intraoperative
phase of surgery.

"rlCflN,.",*. APPROACH: Q1ttvQualitative

PROGrq-3S DiR.G FY-82: Study completed in November 1982

F-uKIER oF SuJcrs SmEa:

FY-82: 15 TOTAL (To DATE): 15 BEFORE COWPtETON OF STUDY: X

SERIOUS AJEXPECTED S.E EFFECrS IN SU3J-CTS PATICIPATIG IIN POJECT(IF NZONE SO STATE):
None

Co&cLUSI Is: Approximately 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.

PUBLICATIONS OR ABSTRACTS. FY-82:
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TITLE ai PpmRO~: An Identification of the Expressed Needs of Family Members of t;he

Terminally Ill Patient in a Hospital Setting.

PN~rICcL!. TIGATGRoS): Mary E., O'Brien-Abt

ASsOCIATE IMESTIGATOM(S): N/A

FACILITY: -t' D!EPT/S,:c: Nursin-

ACmarLATilv r..-CAS COST: ACwuLAT mE COMTACT COST: ACcO.,u LATfVz SujPjLY CoSr:
N N/A. N/A N /A

FY-83 .PJESE: CoN w. c COST: SUPPLY COST: DATE OF Cc',rrEC hP,." AL OFF
NIA N/A N/AI l'um. Psosss REPO RT

STZVY 03J-CTIVE: The purpose of this study was to identify the importance of needs
of failies f the termia atien a it their needs were being met in nursing
pract ce, agn 9 vhee needg wee e nemc,

TOCNNVC.. APPROACH: An instrument consisting of three parts was was utilized to collect
the data. The paits were: participant information sheet, personal data sheet, and
45 statement information schedule. Twenty family members were interviewed.

PRosqns Wiutr;n FY-82:
-Completed as above

P.uwsia OF SU3JECTS S.Iu Dz:

FY-2: TOTAL (TO DATE): Bz.FORE C'-;LET1O7: OF Sry: 20

SERIouSAJtrIEr.TEa Sias_- EF:EcTs jil S&3j=_CTS PA.RTicinrATG irt PilOJECT( F tP2aE SO STATE5):
N/A

CLU31sMtS: 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.

PULICATIOIS OR kRACTS. FY-62^: completed, a full report attached
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DATE: 21.,8i 3 Il'$ N1:T NO.: 9080 ISrATuS:" ftfr ,,, Fi ;x XX

START!..ur;": Set_ 1978 DATF nFV MLETON' Oct 1983

KEYIL-Ros: coronary heart disease, Type A behavior

TITLE CF PROJCT:
Coronary Artery Disease and Coronary-Prone Beha-

vior.

PR:ct.PAL I.:3[irwATtoR(s): David Krantz, PhD, Assoc Prof, Med Psych

ASS.CIATE ItvEST[GATO(S): James E. Davia, COL MC, C, U

FACILITY: WANE & USUHS 
DEPT/SVC: Cardiology

AccumAmTZVE iEDCI&. COST: ACCJATv Co:TRACT COST: ACCue.%ATiV- SU.PLY COST:
None None I -None

FY-83 HCMSE: CONTRACT COST: ,PPLY COST: DATE OF CCIIITrEE APPROVAL OF
AtwiuA. PRO ss REPRrt&.9_2 cA1

STUMY 03JCrTIVE: Same as report for previous years.

EMC1*J;CAL A'PROACH:

P~omq;_3s Dimr FY-82:
Project completed.

NWu.BER OF Su3JZCTS STLUIED:

FY-82: TOTAL (TO DATE): BEFORE C.E.LETo. o.F S'r-,Y:

SERIOUSAkPiECTED Sm.DE EFFECTS m. SU3JECTS PARTICIPATIG Int Prf.JECT(IF - SO STATS):

SCO:cLUS 1O:s:

PROJECT COMPLETED.

PusuCATioas 0,t ABSTCTS. FY-82:

1) Psychosomatic Medicine, 1982, 44, 273-284.
2) Journal of Human Stress, 1982, 8(3), 4-12.
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Work Unit No.: 9082

Title of Prolect: Treatment and Rehabilitation of Knee Injuries at the United

States Military Academy, West Point, NY 10996

Investigators:

Principal: LTC Walton W. Curl

Associate: LTC Keith L. Markey

Objectives: To develop predictive parameters and programs to lover 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 undergo 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 0 for six weeks and
then a cast-brace at 30-60 0 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.

Proaress 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 95% the
strength of the other knee. The range was from 74% to 1002, with
the majority of knees being above 90% 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 6%Z difference In knees.
This finding would therefore indicate that a pre-season
Cybex rating of knees is not a good predictive parameter
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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
know when rehabilitating a knee that one only need to
rehabilitate the knee to approximately 90% strength in
order f or 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 600 and nine weeks in a hinged cast
from 300 to 600. 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 paramter 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 into 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.

Funds Utilized. FY-82: 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.

Fundins Requirements,* FY-83:

Personnel: GS3 - This individual really should be hired on a full-
time basis for FT 83 due to the increased amount of
weork to input data Into the computer.

Equipment: Lenox Rill Braces for bracing anterior cruciate liga-
ments - Approx $300.00 ea, estimated number required -60.
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Travel: $1,000.00 for MDY for the purpose of presenting
results as well as visiting other medical centers to
discuss the role of the anterior cruciate ligament.

Supplies: None

Other: None

Publications A bstracts FY-82: None as of yet.
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DArE,: 30Sep82 Nw~ Um r Na. : 9087 --- [SIAMS:'X FI;:AL

STAqTI:.$ DATE: 30 March 1982 DATE OF COM-tETION: Unknown

KEY tbo~s:
TITLE CF PROJECT:

Intraocular Lens Implantation

PRI rCIPAL 1.WJSTGATORfSa): ALLAN.W. BERG, MD, LTC, MC
ASSOCIATE h!VESTIGATOR(S): BENJAMIN LIBERATORE, MD, CPT, MC,Walson ACH"
FAcILITY: ME -Fort X.NJ I DEPT/SVC: Ophthalmolo

kcu'tr.TivE fEOCi&E COST: AC~tAIECONITRACT COST: PkC- r'ULA-T V5 JP COST.

NIA I NIA $ll,500
FY-83 EClCASE: Co,'rcT COST: SUPPLY COST: DATE OF Ca.1I-r EE APPROV 2 5

N/ NIA Unknown k4NuaL PposR-ss REPor rE 1

-------------- ----- ----- --------------------- ------ -

STUDY 0J-CrIvE: To evaluate the correction of aphakia with intraocular lenses,
to include primary and secondary implantation and adverse effects/complications.

TECHm v.. hPROACH: Standard cataract microsurgical techniques (extracapsular and
intracapsular) followed by implantation of posterior or anterior chamber intra-
ocular lenses.

PRogss DjuIIG f-82: Primary implantation, extracapsular with posterior chamber IOL: 14

"Intracapaular with anterior chamber IOL: 2
Secondary implantation with anterior chamber IOL: 1

U48ER OF SU3jrTS SmTWnE:

FY-82: 17 TOTAL (To DATE): BEFORE CCO',LETIO O STUDY:

SEROUsA$NEXPECTED SWE EFFECTS INt SU3JJCTS PARTICIPAT;G im PRnJECTO(F NI. E SO STATE):

None

Cox.cus [opts:

That, used appropriately, intraocular lenses are an acceptable means of

correcting aphakia.

PUBLICATIONS O. AssTRAcTs, FY-82:
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DATE: 14 Ot as I Wow m IT N.: 9088 I STATUS" iNTRM F i; -,At

STARTI:.t DATF: 29 April 1980 DATF (w Crt ETION: 30 . uly 1981

KEY Lbs: Obesity. Hpnsis Co mnitive-Therany- Group Therapy
TITLE CF P~O~JECT: A Comparison of the Use of Cognitive Therapy and Hypnosis in

a Group Setting for Treating Obsety

PRIKCUPAL I| STtGATOR(S): Ednmund G. Howe, M.D.

ASScc.ATE ItWvESTIGATM(S):

FACILITY: WlARr DEpr/Svc: Psychiatry

kcCTv.ATivz PEOCASE COST: kcIuwLATcve CONTRACT CosT: AccL-u.ATIV. SuE y COST:
0 j 0

FY-83 E 'Vf E: CONTi"PACT COST: SUPPLY COST: DATE a= C<Y-E,"TT.C- AiPR0VAL 0
. .JL..... o k4U.;WIZ PPOSR-ss REPORT .E.BL2i198W

SmoVY Q3JECTIVE: To determine whether the proposed treatment for obesitywil1 be
effective as a means of persons with obesity losing weight and maintaining weight
loss. TO compare treatmmnt 2nd to generate hypotheseio fpi iithpr Studies.

SA.PRo.CH. Original study has been completed at this time. Analysis of data

and writing up of results has yet to be done.
PROGEss DiJ.IIs FY-82: No further investigations were carried out. Modification
described in 14 October 1981 interim report to take place over 10 weeks was not

1--'ER OF StJ3JECTS ST=E u : none

FY-K2: TOTAL (TO DATE): BEFORE COPtLETIO.11 O7 STUoY:

SERIJS/UIEX.ECTED Si.oE EFFECTS IN SU3.JECTS PTICIP'r-.TG HtI PRO.JECT(IF IOE SO STATE):
none

CO.CLUS IONiS:

same

PUBLICATIONS OR ABSTRACTS. FY-82:

See abstract under FY 81 which is unchanged.
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AQ UNIFORMED SERVICES UNIVERSITY
11 I N--OF THE

HEALTH SCIENCES
SCHOOL OF MEDICINE

4301 JONES BRIDGE ROAD
BETHESDA, MARYLAND 20814

PEDIATRICS 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 Aln, SA - Professor and Chairman, Department of
Pediatrics, eSUSU

COL George Hansen, MC, USA - Chief Pediatrics, Walter Reed Army
Medical Center

TO: Timothy Boehm, M.D. - Chief, Clinical Investigation Service,
Walter Reed Army Medical Center

1. Reference: Your DF dated 2 August 1982, suspense date of 8 October 1982
was not received until 8 October 1982.

2. 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.

3. 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.

4. Please call me at 295-3136 if any questions arise.

LAW1
A.M. Margilet M.D.
Professor and Vice Chairman
Department of Pediatrics, USURS
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DATE: 14 October '82 VIURK UNIT NO.: 9089 ISTATUS: INTERIMx FINAL___

STARTINGD.PTE: 1 January 1982 DATE OF CQMPLETION: 31 December 1982

KEY IVORDS: Lymphadenopathy, skin test, PPD, Cat Scratch Antigen

TITLE OF PROJECT:
Infectious Etiology of Chronic Lymphadenopathy in Children & Adolescents

PRINCIPAL INVESTIGATOR(S): A.M. Margileth, M.D.

ASSOCIATE I VESTIGATOR(S): (1) Gerald Fischer, MD, USUHS (2) Richard Summers, MD, WRAMC
(3) Kenneth Hunter, ScD, USUHS (4) Monroe Vincent, USUHS

FACILITY: I',RAP' IDEPT/Svc: Pediatrics

kCLumLATIvE 12CASE ACCUIULATIVE CONTRACT ACCumuLATIVE SUPPLY
COST:. NoneI G=S: None COST: None

FY-83: '-TASE: CONTRACT COST: SUPPLY COST: DATE OF COmmiTTEE APPROVAL OF
None None None ANNUAL PROGRESS REPORfjE&.._ 883

STUDY OBJECTIVE"
We propose to continue our studies to determine the etiology of chronic adenopathy
in children and adolescents.

TEhcmIcAL EPRoAcH: 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.)

0ORES$ UG ff-.81 Results 6 January 1982 thru 29 September 1982. - 1 elow
Skin tests Cat Scratch Antigen Tests 50 Patients (Dual B&T Mantoux Tested)

PPD-T Tests 258 Cat Scratch Disease 42
PPD-Battey Tests 253 Healthy persons, PPD-T Positive 35

561 Healthy persons, PPD-B Positive 63
M. tuberculosis disease 4
--L'utuberculosis disease 12

* NusER OF SUBJECTS TO BE STUDIED BEFORE COMPLETION OF STUDY: FY 82 206 Apprx. 156

SERIOUS/UNEXPECTD SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT:
None in past 21 years

LMCUSTOW: Approximately 220 patients will be skin tested by 31 December 1982. See
attached abstract paper (submitted for publication) of data from 1967 - 1980,

RBLICATIONS OR mBSTRACTS, FY-8Z

• 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, LH, 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: II 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: Fungus Cultures in the Physicians Office:
Comparison of DTM with Sabouraud's and Mycosel Medial. Clinical Proc
CHNMC, 1982.

9. Margileth, AM: Nontuberculous (atypical)Mycobacterial Infections. In
Gellis, SS and Kagan, BM (Eds.). Current Pediatric Therapy, 11th
edition, Philadelphia, PA, W.B. Saunders Co. 1983.

10. Margileth, 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
,F/A SCHOOL OF MEDICINE

4301 JONES BRIDGE ROAD
BETHESDA, MARYLAND 20614

PEOIArRics17Jnay9 TEACHI1NG HOSIPITALS
17Jnur 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, USUES-

COL. George Hansen, M.D., MC, USA - Chief, Pediatrics'L 7

Walter Reed Army Medical Center C, p

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 USURS, 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 APIP, 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 USUES to obtain approval to perform a 3 year study of dual Mantaux
(PPD-B & T) skin tests on freshman medical students attending airborne school
each sumer 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.

A. M. Nargileth, M.D.
Professor and Vice Chairman
Department of Pediatric.
USUNS



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., USUBS (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: None COST: None COST: None

FY-'83: MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL
NONE NONE NONE OF ANNUAL PROGRESS REPO _2 5 M3

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.



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 initial battery of PPD tests 553 patients

had positive reactions; 513 (94%) 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 (MTB) disease; 131 had NTM disease.

Mycobacterial isolates recovered in 71 (47%) 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 NTH infections and should be a valuable guide in their

management.

14 October 1982 A.M. Margileth, M.D.

619



UNIFORMED SERVICr -VERSITY OF THE HEALTH SCIENC )ICAL SCHOOL Appendix A

SKIN TEST PPD/CAT SCRATCH STUDY ANNUAL REPORT - 1982

15 years 1980 1981 1982
(1967-3 1DEC82)

I. Lymphadenitis or adenopathy

Cat Scratch Disease 706 46 59 58

Mycobacterium (atypical) nontuberculous 131 13 9 10

Mycobacterium hominis 22 0 72 1
TOTAL 859 71 70 69

II. Positive PPD skin test results

PPD-T (STU)

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 0 1
TOTAL 266 39 41 38

Nontuberculous (Atypical) FPD (STU)

Healthy Reactors (chest x-ray normal) 345 42 43 70

Lymphadenitis 131 13 9 10

Skin granuloma/splenitis 7 1 0 2

Pulmonary disease 16 1 1 3
TOTAL 499 57 53 9,*

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 5 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
A OF THE

HEALTH SCIENCES

~SCHOOL OF MEDICINE

4301 JONES BRIDGE ROAD
BETHESDA. MARYLAND 20014

P*DIATAICS 15 January 1982 TEACPIF.G P4OSPtTAS
k WALrEN REED ARMC M GOICAL CP4TE

%ATIOF4AL %A A. MEDICAL CE%TER

MALCOLM 3mO* AIR FORCE M O.C&, CETEA

WLFORD MAL, AIR FORCE MEDICS, CNWFR

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,
Department of Pediatrics, USUHS

COL. George Hansen, M.D., MC, USA - Chief, Pediatri6 4t)
Walter Reed Army Medical Center

TO: Timothy Boehm, M.D. - Chief, Clinical Investigational Service
Walter Reed Army Medical Center

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.
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.

6 Incls A. M. MARGILE , M.D.
Professor and Vice Chairman1. Detail SheetCWRAMC CIS Form) Department of Pediatrics

2. Abstract: NTM Infections

3. Publications/Presentations
4. Appendix A
5. Appendix B
6. John L. Sever, (ltr), M.D., Ph.D

CC:
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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15 Jan 82 JORK UNIT No.: 9089 STATUS: INTERIM____ FINAL-...DATE: 1 a 298

STARTING DATE: 1 January 1981 (DATE OF COMPLETION: 31 December 1981

KEY VbRDS: Lymphadenopathy, skin test, PPD, Cat Scratch Antigen

TITLE OF PROJECT:

Infectious Etiology of Chronic lymphadenopathy in Children & Adolescents

PRINCIPAL INVESTIGATOR(S): A. M. 4argileth, M.D.
(1) Gerald Fischer,M.D.-USUHS (2) Richard Summers, I.D.WRAMC

ASSOCIATE INVESTIGATOR(S): (3) Kenneth Hunter, ScD-USUHS (4) Monroe Vincent, USUHS

FACILITY: WRW CI DEPTISvC: Pediatrics

kapCuATvE OC ?ASE ACCUMULATIV CONTRACT kAMULAIV SUPPLY
COST: _None COST: None COST: None

FY-81: OECASE: CONTRACT COST: SUPPLY COST: DATE OF COWI'rITTEE APPROVAL OF

_ ANNuAL PROGRESS REPoRTFEB 25 198

STUDY OJECTIVE: To determine the etiology of chronic (> 3 wks) adenopathy in children
ana aoolescents by skin tests with PPD-T and atypical (NTM) PPD antigens and cat
scratch (CS) antigens.

TECHNI rAL OA : We will attempt to identify and purify the active component
or 60 antigen, and determine its sensitivity and specificity as a diagnostic skin
test antigen. We will also determine the sensitivity and specificity of PPD-T and
NTM antigens. Results are enclosed correlating these PPD skin test reactions with
specific mycobacterial isolates.

PgOESS DURING F-&: Diagnoses made in 153 patients were:
Cat Scratch disease 58
PPD-T reactors 42

Healthy 38 * See bottom of pg,cont.
lymphadenitisBC -itispu monary disease

NUMBER OF SUBJECTS TO BE STWDIED BEFORE COMPLETION OF STUDY: 150-160 year

SERIOUV/[LEPECTED SIDE EFFECTS IN SUBJECTS PARTICIPATING IN PROJECT:

None in past 20 years in over 900 children, adolescents and adults.

COWLU N: 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 ABSTo S, 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.
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DATE: j Oct 82 1 V U.N T NO.: 9090 _Sr,_us .

STATqTiV DATE: . SeDt 2 DATE OF COWLETIZ: _0 Sept 83

KEY ICRDS: Immune Serum Globulin, Neonates

TITLE CF PROJiCT:

Modified Immune Serum Globulin in Neonates

PRIN:CI?AL I'VESTIGATOR(S): Gerald W. Fischer

ASSOCIATE lItESTIGATo(s): Leonard E. Weisman

FACI-I-Y: ME I DEpT/SVC: Newborn Medicine Service

AcaJuRJLATivE iEOCASE COST: kcutLATrve CONTRACT COST: 1CCXIULATIVE SLIPPLY COST:

FY-83 iPUASE: CONMCCT COST: SUPPLY CosT: DATE OF C- -1TTEE -PROVAL OF
_:__ _U PRos.-ss REPORT

- -------- -------------------------------------------SmJov 03,k r VE:

Evaluate kinetics and safety of MISG in neonates

7ECCHJ AJOPROACH:

Infusion of MISG into neonates

PRONgmss D'j.Rar. FY-82: Two patients have been enrolled at WRAMC. The patients
tolerated the infusion well and no problems were noted. During the last
yoAr rAMC and MAMC have also contributed 12 patients to the project safely.
tL9'ER OF S u3JzCTS STUDIED:

FY-2: 2 fw E ToTAL (TO DATE): 12 aftWIME BEFORE CalVLET1IO.1 OF STUOY 30

,ERIOU:sAk exPECTED SIDE EFFECTS IMl SUBJ=.CTS PXATICIPATIG Iti PROJ-CT(IF i.oz3, SO STAT_):

No serious or unexpected side effects noted.

CanCLUS IOis:

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.

PuBLIcATI S oa ABSTRACTS. FY-82:

None
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DATE: 9/20/82 I V! CNT O.: 9092 is:T r-ITjJ., x F,:AL

STAqRTI:. DATE: 1?/7i/R1 DATE oF CcWLETIOI: Q/ jn!R1

KEY IO DS: HepArlh

TITLE CF PPOJ.CT: Pharmacokinetic Modeling of Heparin Therapy

PRINCIPAL fiR.F.STrGATCRWS: -Taffrgy .-V T irnbr MD. T.TC. Mr

AssOcIATE IMVESTIGATOR(S): Barbara Alving, MD. MAJ, MC, Carl Peck, MD, COL, MC

FACILITY: b, g:. I DEPT/SVC: Medicine

AccIX.LTrV,-z PE IOST: ACCUt-ULATtVE CW-RmACT CosT: ACL.:ULATIVE SULY Cos-:
. None None

FY-83 FECCASE: CONTRACT CosT: Su.P,Y CoST: DATE OF C11.'',: APPROvA OF
_________U m PO-nsSS REPO.qr F3

- ---- ---- - ----------- -- ---------------------STUOY 03JECTIVE: Development of acceptable and clinically useful mathematical
model of heparin pharmacokinetics/pharmacodynamics

T ,CK° V 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

PRORa3ss DtJRJIG 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.
tN'sE. OF SU.C-CTS STU ED:

FY-82: 7 TOTAL. (To DATE): 7 BEFORE CC.LETIO.i OF STUoy: 20-30

SEPIOJS/UEXPECTEO SIZE EFFECTS III SU3JiCTS PARTICIPA-Tjf! IN, P.,J.CT(IF N:. SO STATE):

None

CW:CLUO[sIS: Too early to make a statement.

PUBLICATIOIS Oa ABSTRACTS, FY-92:

Technical Approach continued: embolus or arterial thrombosis. The latter category
was approved in an addendum (29 June 1982).
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DATE: 9 Oct 1932 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:

Lv lu~ti~no7-: Cc!'uter Assis tedA Drug -Dru-~It~ t~~M~iIr

PRINCIPAL INVESTIGATOR(S): Carl C. Peck, COL, MC

Brian Schuster, LTC, MC, Lawrence Fleckenstein, Pharm.D.,ASSOCIATE INVESTIGATOR(S) :. JmsWloPam
~James Wilson, Pharm.D.

FACILITY: WRAMC/USUHS DEPT/SVC: Clinical Pharmacology
Department of Clinical Investigation

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 REPORI'B 2 5 19S3

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 regimens.

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

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

None

CONCLUSIONS: 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 potential drug-drug interactions (PDDI's) were detected b.. MEDIPHOR with
a mean of 1.8 PDDI's/patient (range 0-5), and 42% of PDDI's were poteittially 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 PDDI's detected in these potentially high risk patients, the
detectable incidence of adverse reactions was low.

PUBLICATIONS OR ABSTRACTS, FY-82:
I. Schuster, et al., National Pleeting, AFCR, February 1982.
2. Fleckenstein, et al., National Meeting, AFCR, February 1982.
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m 9 Oct 82 i 'ORK UNIT iO.: 9101 ISTATUS: INTERIM x FINAL-

STAXCING DATE: April 1981 DATE OF CCMPLETION:

KEY cbns: WR 14902-, Shock

TITLE OF PROJECT: PILOT STUDY OF WR 149024 IN SHOCK PATIENTS (IND NO 13518).

PRIcICPAL Ir-sIiGATOR(S): Craig J. Canfield, COL C

ASSOCIATE INVESTIGATOR(S): Schuster, B.G.; Dimond, R.C.; and Tellis, C.
FACILITY: WPPR't/WRAIR D-T/Svc: Exp Therapeutics, Pharmacology, Medicine

PCCL.JLATIVE ODCASE ACCUmuLAT YE Coi 'rrAcT ACCUMULATIVE SUPPLY

COST: -0- CosT: -o- CoST: -0-

FY-8 : rMaCASE: CorTRACT COST: SUPPLY COST: DATE OF Czn4iTrEE APPROVAL OF
-0-.-0- -0- . NA'L PROGRESS RaEORTFEB 2 5 1983

1) Determine whether WR 149024 produces improvement in CO measured
STUDY JEaT[_:, by thermodilution; 2) Determine whether WR 149024 improves perfusion
of vital organs as evidenced by clinical signs; 3) Determine whether WR 149024 can in-
crease urjne output in anuric or oliguric patients; 4) Determine the dose range .at. which
hemodynamic improvement occurs; 5)Determine nature of any side effects; 6) Provisional

nion wneter, on the basis ot clntcal signs, tue arug wK 14uVZU may reeffec-
RI 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 in wtom all other modalities of therapy have been ineffective.

PROMGESS DURING FM-. No patients have been entered on this study yet.

N BvER OF SUBJECTS TO BE STUDIED BEFORE COMPLETIO. OF STUDY: 20

SERIOs/UNSA<Ecrt SIDE EFFECTS IN SUBJEcts PARTICIPATING IN PROJECT: None

C&CLUSICS: NA

PbLICATIONS OR ASmACTS, FY-82: None

Futsding requested, FY-83: $500.00 travel.
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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 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 I (immediate) and possibly type III (Arthus)

and type IV (delayed or cell mediated) allergic responses. The PK tests

showed that the immediate reactions weze due to a heat labile transferable

reaginic or homocytotropic antibody. As all of the subjects who were examined

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 antigens

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 alboictus antigenr. 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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r.±-ponse was from one of the subjects who showed an immediate reaction.

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 0.1ml 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 in 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 I (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 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 antigens

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, is 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 in 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 is

contraindicated, at least in its 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.
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Table I

Reactions to Intradermal Skin Tests with C6/36 Sham Vaccine*

Subject Immediate Delayed (12 hrs.)
Wheal Flare Grade Wheal Flare

BLB 4** Neg + 4** 6**

DDB*** 11 35 +++ Neg Neg

EAR**** 5 9 - 10 11
KDJ Neg Neg 0 11 13

MKG Neg Neg 0 Neg 10

MJ 8 ++ 8 8

MHS*** 10 50 ++++ Neg Neg

NLG Neg Neg 0 Neg Neg

uis Neg Neg 0 Neg Neg
RMS Neg Neg 0 5 8

WEB 5 15 ++ Neg 13

WHB*** 9 50 +++ eg . Neg

* 0.1 al inoculated intradermally
** Millimeters
*** Positive immediate reaction, did not receive sham vaccine subcutaneously.
**** Delayed reaction biopsied.

Table 2

Reactions to the Prauanitz-KYnster* Test

Subject Unheated Heated
Wheal Flare Grade Wheal Flare

DDB 8* Neg ++ Neg Neg

EAH 11 Neg +4 Neg Neg

KDJ 9 Neg +-1 Neg Neg

MJB 7 Meg ++ Ng eg

MRS 14 50 H- Neg Neg

WEB 8 Neg -+- Neg Neg

WHB . 9 ., Neg .. Neg Neg

* The prausuitz-K/(nstar test was performed using the back of RJS.
** Millimeters
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DATE: 6 Oct 82 W'fORK UNI. ,0,: 9200 1STAbS: INTERIM X FIrmAL

STARTING DATE: 5 nec 80 DATE OF COMPLETION: 1 Oct 84

KEY WORDS: Head Injury, Epilepsy, Post Traumatic Sequelae

TITLE OF PROJECT:
Vietnam Head Injury Study

PRINCIPAL INVESTIGATOR(S): LTC J. n. DLLCN, MC

ASSOCIATE INVESTIGATOR(S): COL A. SALAZAR, Mc

FACILITY.: WIRAPC DEPT/Svc: Clinical Investigation
---- z----------------------------------------------------- -------------------------
ACCUmJuLATIVE MEDCASE COST: ACCUMULATIVE CONTRACT COST: ACCUMULATIVE SUPPLY COST:

0 0i 0

FY-83 1_ECASE: CONTRACT COST: SUPPLY COST: DATE OF CO(IMITTEE APPROVAL OF
_ ANNUAL PROGRESS REPORT

------------------------------------------------------------------------------------STUDY OBJECTIVE:

To examine selected veterans who received head injuries in Vietnam

TECHNICAL APPROACH: Each subject receives a neurological exam, CT Scan, Speech Pathology
exam, M.otor 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 by ARC Field Study
35 Reinterview cases completed

NUMBER OF SUBJECTS STUDIED:

FY-82: 245 TOTAL (TO DATE): 278 BEFORE COMPLETION OF STUDY: 950

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

CONCLUSIONS:

NONE

PUBLICATIONS OR ABSTRACTS, FY-82:
-Anatomical and Functional Sequelae of Heae Injuries Incurred in Vietnam.
-Hemispheric Representation of Simple Distal Motor Processes
-Text Processing in Brain Lesioned Patients

-AA.J Scientific Program Abstract Form
-The Brain Bases for Language Functioning: !ew Insights From Penetrating Head Injuries
-Persistent Speech n0ysprosody Following Penetrating Head Injuries
-Staggered Spondaic Word Test
-Dichotic Digit and CV Pesults for Indivi,'uals with Head Injuries

(COrITIMIuE) ON REVERSE) 631



"-tes on Posttraumatic Epilepsy 
ill I.Missile Vounes of the Prain

-An Analysis of Brain Abscess 
Following Penetrating C-aitiocerebral 

i'Juries

-Prognositc Factors for the Occurrence 
of Post-TrauLatic rpilepsy

61
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DATE: 4 Oct 82 1 WORK UNIT No.: 9201 FSTATUS: INTERIM x FINAL

STARTING DATE: 25 Aug 1981 DATE OF COMPLETION: 1I Oct 84

KEY WORDS: Head Injury, Heterotopic Ossification

TITLE OF PROJECT: Incidence, Location and Functional Significance of Clinically
Significant Heterotopic Ossification in Head Injury Adults

PRINCIPAL INVESTIGATOR(S): MAJ Hlicnael A. Slutok, APSC; ",AJ Jane Sweeney, At'.SC

ASSOCIATE INVESTIGATOR(S): CCL '!. Levine, tiC; COL V. :etcalf, AMSZ

FACILITY: WRAIC DEPT/Svc: Clinical Investigation/W/HIS

ACCUMULATIVE MEDCASE COST: ACCUMULATIVE CONTRACT COST: ACCUMULATIVE SUPPLY COST:

0 0 0

FY-83 MEDCASE: CONTRACT COST: SUPPLY COST: DATE OF COMMITTEE APPROVAL OF
0 0 0 ANNUAL PROGRESS REPORT FB2I 93

---------------- - ----------------------------------- - --------------------
STUDY OBJECTIVE: To ascertain the incidence location and significance of non-traumatic

heterotopic ossification in subjects who received head injury in Vietnam.

TECHNICAL APPROACH: Shoulder, elbow, hip & knee joints of each suhject are surveyed for
loss of motion pain & presence of palpable mass about the joint. Joints with loss of motion
or pain or palpable mass with no past history of trauma are X-rayed to rule out heterotopic
oits-fication nnly giihijrtg with npurnlngic dysfunction will he radiographed. Incidence,

PROGRESS DURING FY-82: location and significance will he determined upon completion of VRIS

-U iubjects surveid
u jects met c inical criteria for x-ray in one or more joints

30 Subjects were rediographed/ Heterotopic ossification identifipd in 3 subjects

NUMBER OF SUBJECTS STUDIED: (0 shoulder, 4 elbows, 2 hips)

FY-82: 245 TOTAL (TO DATE): 278 BEFORE COMPLETION OF STUDY: 950
Approx

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

NONE

CONCLUSIONS: Study not completed

PUBLICATIONS OR ABSTRACTS, FY-82:
NONE

632



STA r u.J DATE: July, 1982 DATE OF CUILETIc:J: July, 1985
KEY;L&.Ps: Interferon, PoLy 1CLC, Guillain-Barre, Dysininune Polyneuropathy
TITLE CF PPOJECT:
Poly-ICLC in the treatement of Chronic Guillain-Barre Syndrome

PINIPAL 1!M.T(C-ATC!1S): Andres M. Salazar, MO

Ass ccAT-E 1gNVESTrC.ATO(S): Albert Cuetter, MD

FACILITY: VAN I DEPr/S-rc: NEUROLOGY
- ----- - ----- --------------------------

_________ mJUAL Pi'O-1'tss !Epc.R- FEB 2 542

STO 1)J-CI:------------ -------------------------------

To determine the therapeutic usefulness of Poly-ICLC in Chronic Guillain-Barre

TrhCwI! VJ.. .-PROACHI:

I.V. administration of Poly-ICLC weekly for two or more months.

Ppmoaz-s NDi. FY-82: One patient has been treated to date with a slow but
measurable improvement in leg strength.

1,413V~ OF Slj3J=-CTS STUIED

FY-82: I TOTAL (To DATE): I BEFon- CCO.PLETI0N OF STL.' Y: 10

S-r~iOu3&/U-E~pcTED Srio.E Ei:FECTs III SS.3,JECTS PARTICIPATIG III PROJECT(IF HaNE: SO STATE):
NONE

COX:cU3'..ucos: Poly-ICLC appears to be beneficial in the one patient currently
under treatment, but no final conclusions can be reached.

PuaLicmro-,is ai AssrniACTS. FY-82:
NONE
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DATE:15 N Vbw(NL (ji.: 925 1-82 STATUS:-NER$ X F~
DAE 5Nov kzstX F
STAQT I''X DATE: I OCT 1982 nATF oF r.PPtEFTO1?:

KEY UoRos: Cholesterol, Apolipoprotein, HighPerformance liquid chromatography

TITLE CF PROC.CT: Quantitation of apoliprotein and total cholesterol in human

plasma lipoprotein by HPLC.

PRIr.CIPAL [:.ST-GATOR(S): CPT Patricia Young, PhD, MSC LTC Timothy M. Boehm, MC

ASSOCA rig VESTGATIf (S):

FACILITY: 19I DEP/SVC: Clinical Investigation

kCX:U-.ATIVE MDCASE COST: IAccui':uAT{V: SUPPLY COST:
58,000 0 3, OO L CO

FY-83 PU.DC: CONTPACT COST: SPPY COST: DATE OF Cac-'rrEr APPRMIAL OF
45 ,O NONE 5,000 oeU. PR'.=ss REPORT

------------- 
---- --------

STUDY 03JECTIVE: To quantitate component parts of human lfpoproteins and to

correlate these with various disease states.

CH, .C A~LAPROACH: Classical lipoprotein preparation by ultracentrifugation

golhg8d by solvent extraction to prepare lipids and proteins for separation

PRO~sE3 DuJPIr;G FY-82: We have developed a protein separation system on ti'.; and

have resolved apoUpoprotefnsrifxom-.DL. We have also developej a lipid

quantitation protocol to determine cholesterol, cholesterylester and

,SVER OF SU3JCTS STUIOz: triglyceride by HPLC.I I ot

FY-82: T IOTAL (TO DATE): I BEFORE CO.PLETIOI OF STUDY: known

SERIO-USIfExpECTED SIDE EFFECTS IN SUBJ!CTS PART[CIPATIO'G Irl PnJ-CT( IF EP: E SO STATE):

No serious/unexpected side effects

Ct:CUJ Eoess:

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.

PUBLICATIONS o, ABSTRACTS. FY-82:

NONE
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DATE: i I UIT to. #9301 STATUSINTERIM X Fi-:A.!

STkRi:. DATE: 26 July 1981 PATE OF CO"eLETIcI:

KEy bP.DS: Use of Computer Assisted Instruction (CAI) for foodservice employee trainin

TITLE CF PROJECT: Effectiveness of a Computer-assisted Instruction Program for
Teaching Sanitation to Selected Hospital Foodservice Employees.

PRItCIP.L I.VIESTG'ATCR(S): Wolf J. Rinke, Ph.D., R.D., MAJ

ASSOCIATE INhESTIGATOR(S): Kathleen P. Waddell, R.D., CPT

FAcn..Iv: WRPC DEPTI'Svc: Food Service Directorate

Acu'wnvE P",EDCAS CosT: rkcaiuilAT VE CO:;rRACT Cosr: I ACCUZ'ULATIVE S.JPPLy COST:
$2550.00 (FY 81) 280.00.

PF-83 EEDcUsE: CaNTRACr COST: SUPPLY COST: IDATE OF C'i41HTEE i .- RRvP-L OF
... ...____ $120.00 ANNUAL PRoss REPORT

-- - - - -------------- --------------------------------

STUOY Otj.CIVE: To determine efficacy of CAI, when used as training modality
for foodservice employees.

TICHi,."CAL APPROAcH: Sanitation lessons were sequenced and programmed on tIhe Aids
Teaching Machine. Program was tested by subject specialists for content
validity. Volunteers were selected from the population to e~ayatp.the effectivenessprogram.
PROr.REsS DuR.i:c 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.

1U'tE-R OF StU3JCTS STUDIE:

FY-V:_90 TOTAL (TO DATE): 90 BEFORE CO.WLcETI' 0. STUDY: 90

&RIOUSA'N!XECTED SI.DE EFFECTS IN SU3J'CTS PA-RTICIPAThIG IN PROJ-CT(IF j;.:OE SO STATE):

None

CON~CLUS IOPS:

PUBLICATIONS O ABSTRACTS, FY-82:

Paper presentation and publication anticipated in early FY 83.

635

goS



DATE: i5 Oct 821 V"O0W UNIT NO.: 9401 STATUS" Nir~ hL FINTER..

STARTIG D,TE: 24 June 81 DATE OF CWPLETION: In progress

KEY U: Analgesic efficacy in third molar surgery

TITLE CF PROJECT: A double-blind, controlled study to evaluate th, short-term
analgesic efficacy of two different doses of Cl-583 (Meclomen) in comparison
wilh CI-757 (buffered aspirin) and placebo in patients with post-surgical den-

KENNETH K. KEMPF, DDS
PINCEx. lflWrWATORSY: JOSEPH KONZELMAN, DDS

ASSOCIATE !ITvESTIGATro(S):
Oral Surgery Servige,

FACILITY: WiAC kEPT/SVC: Hospital Dental Clinic

ACCU,%?..ATiVE ifOCASE COST: ACULM'ATi WE CON;TRACT COST: ACUMPULATIVE SUPPLY COST:

FY-83 SIC/Z: CONTRAcT COST: SUPPLY COST: DATE OF Cw.mITEE A'PPoQ 0-ANNUAL PnpoGss REPORT ;"- t 5 198

------------ -- -- ------------------------------------------

Smoy 03JECTIVE: Therapeutic, dose finding, placebo controlled, double-blind
comparison with buffered aspirin.

ECHN.-CAL APPOACH: Subjects are randomly selected to participate in the study.
ratients must require the removal of at least one third molar. 72 hrs follow-
up via written forms and phone interviews is obtained.

PRo& ,g-s Dua,[G FY-82: 93 subjects have participated in the study.

Il.',SEq OF SUSJ.CTS STUDIED:

FY-82: TOTAL (TO DATE): BEFORE CaPLETIO- OF STUDY: 100

SERIOU$/UPIEXPECTED SIDE EFFECTS IN SU3JECTS PANTICIPATIW!G Ifn PROJCT([F .O SO STATE):

None

CONCLUSIOiS: None at present

PUBLICATIONS OR ABSTRACTS, FY-82: None
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DATE:N 8 v s2 VW W NiO.:_p _gnSAU: tri _xF,,a~

ST.RTI:.. DATE: -Feb al ~ NJDAE OF CO-fLETION: '
KEY-n M aud on stages or disease

TiTLE CF PPOJEECT: Aett cancer:

PRnMIPc[L INIFSTICATOR(S): Major James L. Maurv.ACSW

AsscCaTe IMIVESTIGArOR(S): None

AcaJP.L.T:IRWICOT kCUL.T/SvEc: S~cia wosrk seCrvicT [e SPL

-- --- - ------- _CCk ----- ----------

TUDY OV_)3JEcT -- To -identifythe-c coping -behaviors -o-f the chi L-d-patint,the
parents and the siblings and to study the association amaong stages of disease

1CNV.AS'PROACH:
Through interviews with each parent and child.

PRorRa;ss D'jifir FY-82: 13 child-patients; 7 siblings; 22 parents

MRIB4EIR OF &J3JECTS STUoIE):

FY-82: 42 TTAL (To DATE-): 66 BEFOPE C0*1LETION OF ST,.'Ru/A

SEPIOUS/UteXPECTED SI*DE EFFECTS I SU3JECrS PIRTICJPArjJ!G if[ PROJ~cr(IF f~SO STATE):
N/A

CO~rCLUS IONIS: See attached Abstract and sunmmary chapter V.

PUBLICATOn o 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

Eul C, Fein HG, Smith TJ, et al: Nuclear binding of 125i
triiodothy- ronine in dispersed cultured skin fibroblasts from
patients with resistance to thyroid hormone. J Clin Endocrinol
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. Prese nted at
the 14th Annual Meeting of the American Society of Nephrology,
Chicago, Il, December 1982. (Abstract)

Moore J, et al: Radiocontrast dye induced nephrotoxicity:
Relationship with uric acid excretion. Clin Rsch 30(2): 449A,
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,
1981.

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, 1982.
(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

ijAbstracts:
Wray HL, Meh]rnan I, Butler V, Dawson E, and Bruton J. Effect of dietary
phosphorous restriction on serum 1 ,25(OH)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 hxzman 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, Worten 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 X, Whorton NE, Ferguson EW, and Burman XD. 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
effects of testosterone. Endocrinology 110 (Supp):407 9Abst 1311),
1982.
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Department _r, 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 co. 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 Triennial
AIN/ASA Meeting, 1982.

Vigersky RA, Rice M, Cole D, Shohet R, and Poplack D. Estrogen
receptors in human peripheral lymphocytes. Clin Res, April 1982.

Smallridge I, 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 1R1, Berenberg J, and Glass AR. Testicular
dysfunction in untreated hodgkin's disease. An J Med (in press).

Borst GC, Burman KD, Osburne 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 82.

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 IW, Wartofsky L, and Latham KR. Beta
receptors in peripheral mononuclear cells increase acutely during
exercise. American Thyroid Asasociation, Sep 82.

Zaloga GP, Chernow B, Burman KD, Rainey M, and lobe CR. Hemodynamic
and catecholamine response to TRH in patients undergoing cardiac
surgery. Clin Res 82.

O'Brian JT, Michenfelder 3, and Burman KD. The effect of fasting and T3
upon urinary excretion of catecholamines. Submitted to Annual Air Force
Physicians Meeting.

O'Brian JT, Michenfelder J, az Burman 1 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-i.-cabolism Service (continuea,

Abstracts (continued):

Baker J, Likes 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 by.pass surgery raoidly alters thyroid function. Society
of Critical Care Medicine Annual Meeting, Dec 82.

Chernow B, Zaloga GP, Burman KD, Chin R, Zajtchak P, Rainey TG, and Lan*
CR. Diagnostic dosages of TRH raise blood presaure 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 ?,,.,-ent testicular failure due to combination
chemotherapy. Am Soc Andrology, Mar 83.

Newian FP, Levine MA, and Wray HL. Pseudohypoparathyroidism with
apparent recessive inheritance in two sisters with normal erythrocyte 1
unit activity. Abstracts of Fourth Annual Scientific Meeting of Am Soc
Bone Min Res, p. S43, 1982.
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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,-1782.

Smallridge RC, Glass AR, Wartofsky L, 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. II. FSH hyperresponse
to castration and supersensitivity of gonadotropin secretion to androgen
negative feedback. EndocL..ology 110:1542-1546, 1982.

deShazo R, Boehm TM, Kmar D, Galloway JA, and Dvorak HT. Dermal
hypersensitivity reactions to insulin correlations of three patterns to
their histopathology. J Allergy and Clin Immuno 229-240, 1982.

Thompson Fr, 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 tu1rd World
Congress on Biological Psychiatry, 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):

Endocrinology-metabolism Service (continued)

Kark JA, Haut 1., Schechter GP, 1cQuilken CT, Vigersky RA, and Duffy
TP. The biochenical response to vitanin B6 in refractory sideroblastic
anemia (RSO). I. Pyridoxal 5'-phosphate concentrations in plasma and
erythrocytes. Biochem Med 27:109, 1QR2.

Kark JA, Haut MJ, Schechter GP, Vigersky RA, and Hicks CU. The
biochemical response to vitamin B6 in refractory sideroblastic anemia,
(BSA). 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 lymphocytes. J Clin Endo Metab
(in press).

Vigersky RA, Chapman R, Berenberg J, and Glass AR. Testicular
dysfunction in hodgkin's disease: evidence for hypoponadotropic
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 WT and Glass AR. High correlation of percent body fat in rats
with body density determined from submerged weight. J Nutrition
112:398-400, 1982.

Vigersky RA, Chapman M, Berenberg J, and Glass AR. Testicular
dysfunction in untreated hodgkin's disease. Am 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 CIin Endo Metab 54:872, 1982.

Vigersky RA. The pituitary-testicualr axis, in Infertility in the ale,
Howards, SS and Lipshultz LI eds. Churchill Livingstone Inc., New York
(in press, 1982).

Vigersky RA. Anorexia nermosa, in Current Endocrinologic Therapy.
Krieger DT and Bardin CW eds., BC Decker Inc., Trenton, NJ (in press,
1982).

DeRuyter H, Burman XD, Wartofsky L, and Taylor S. Effects of thyroid
hormones on the insulin receptor in rat liver membranes. Endocrinology
110, I982.

Borst GC, Peachandra BN, Burman D, and Osburne RC. Euthyroid familial
hyperchyroxenemia due to an abnormal thyroid-hormone binding protein.
Amer J. Ved 73:283-289, 1982.

DeRuyter H, Burman KD, Wartofsky L, Smallridge RC. Thyrotropin
secretion in starved rats is enhanced by somatostatin antiserum.
Submitted for publication.
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Department of Medicine (continued)

Endocrinology-Metabolism Service (continued):

Burman KD, Lukes YG, Ewel C, Wartofsky L. Suppresser cell members
decreased in Graves' disease. Submitted for publication.

Borst GC, Sil C, and Burman KD. Euthyroid hyperthyroxinemia. 'Annals
Int Mted (in press, 1982).

Burman KD, Boehm T, Bongiovanni R. Compendium of the joint FTA/USP..
workshop on drug and reference standards, for insulins, somatropins and
thyroid axis drugs, NIH 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).

Fears WB, Glass AR, and Vigersky RA. The role of exercise in the
pathogenesis of the ame.. rhea associated with anorexia nervosa. J
Adolescent Health Care, (in press).

Burman KD, Ferguson EW, Djuh YY, Wartofsky L, and Latham K. Beta
receptors in peripheral mononuclear cells increase acutely during
exercise (submitted for publication).

Burman K, Smallridge RC, and Wartofsky L. The effect of a dopamine
antagonist, metoclopromide, during fasting (in preparation).

Vigersky RA, Mozingo D, Eil C., Purohit V, and Bruton J. The
antiandrogenic effects of testolactone (teslac) in vivo in rats and in
vitro in human cultured fibroblasts, rat =wmmary carcinoma cells, and
rat prostate cytosol. Endcrinology 111:214, 1982.

Chernow B, Vigersky R, O'Brian JT, and Georges LP. Secondary adrenal
insufficiency after intrathecal steroid administration: A case
report. J Neurosurgery, 56:567, 1982.

Vigersky RA. Hypothalamic hypogonadotropism. in weight loss associated
amenorrhea in Brown G1 ed. Neuroendocrinology and Psychiatric Disorder.
Raven Press, New York (in press).

Riccardi R, Vigersky RA, Barnes S, Blyer WA, and Poplack D.
Micropuncture studies of the blood-testis barrier to Methotrexate in
rats. Cancer Res 42:1617-1619, 1982.

Vigersky, RA. Weight-related hypothalamic dysfunction in anorexia
nervosa and simple weight loss. In Proceedings of the IItrd World
Congress on Biological Psychiatry, Jansson, B, Perris C, and Struwe, G,
eds, Elsevier/North-Holland Biomedical Press, Amsterdam (in press,
1982).
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Department of Medicine (continued):

Endocrinology-Metabolism Service (continued)

Kark JA, Haut MJ, Schechter GP, Vigersky RA, and Hicks CU. The
biochemical response to vitamin 86 in refractory siderohlastic anemia
(RSA). II. Pyridocal 5'-phosphate metabolism by erythrocytes (in
press, 1982).

Vigersky YA, Rice I(, Cole D, Shohet R, Light J, and Puplack DG.
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).

Glass AR, Steinberger A, Swerdloff R, Vigersky RA. Pitutiary-testicular
function in protein-deficient rats: FSH hyperresponse to castration and
supersensitivity of gonadotropin secretion to androgen negative
feedback. Endocrinology, 110:1542, 1982.

Vigersky RA, Qiernow B, Ziegler M, Coyle J, Hughes P, and Lake OR.
Failure of Isoproterenol and propranolol to affect testosterone and
estradiol levels in normal men. J Clin Endo Metab (in press).

Vigersky RA. The pituitary-testicular axis. In Infertility in the
Male, Howards, SS and Lipshults, I., eds, Churchill livingstone inc.,
New York (in press, 1982).

Vigersky RA. Anorexia nervosa. In Current Endocrinologic Therapy,
Krieger Ur and Bardin CW eds, BC Decker Inc., Trenton, NJ (in press,
1982).

Vigersky RA. Endocrine status in anorexia and obesity. In Fzting and
Weight Disorders, Goodstein,RK ed, ChurchillLivings tone Inc., New York
(in press, 1982).

Glass AR, .9allridge X, Vigersky RA, and Burman KD. High serum T3 in
nephrotic syndrome (NEPH): A reflection of increased T4 availability?
(In press, 1982).

Smallridge R, Whorton NE, Ferguson EW, and Burman KD. Effect of
physical condition and acute exercise on serum thyroxine (T4)
thyrotropin (TSH), and prolactin (PRL) in man. Presentation of the
Society of Air Force Physicians, Sacramento, CA, March 1982.

Wray HL, Mehlman I, Sheldon 94, Bulter VM, Dawson E, Bruton J. Effect
of dietary phosphorous restriction and manesium/aluminum-containing
actacid treatment on serum 1,25(OH)2D in Pseudohypoparathyroidism in
Vitamin D-Chemical, Biochemical and Clinical Endocrinology of Calcium
Metabolism, eds Norman AW, Schaefer K, Herrath DV,Grigoleit H-G, p. 665-
667, Walter DeGruyter Publishing Company, New York, 1982.

Baker JR, and Wray HL. Farly management of hypercalcemic crisis: Case
report and liter,. Cre review. Milit Med 147:756-760, 1982.
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Publications and Presentations, FY-82 (continued):

Department of Medicine (continued):

Endocrinology-Metabolism Service (continued:

Kidd GS, Smith CE, and Wray IL. The effect of thyroid status on
therenal responses to vasopressin (submitted forp ublication, 1982).

Thcmpson PT, Burman KD, and Wartofsky L. lodothyronine leqels in
cerebrospinal fluid. J Clin ,ocrirol ',etab 54:653-655, 19,82.
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PRESENTATIONS AND PUBLICATIONS, FY-82:

Hematology-Oncology Service

Taylor HG, and Weiss RB: Bone marrow phagocytosis in
sarcoidosis. Arch Intern Med 142:479, 1982.

Terebelo H, Evans WH: Effects of normal and inflammatory serum on
C-glucocamine and 3 N-thymione incorporation onto normal human
granulocytes in-vitro. Blood 58:.5, Suppl 1, 116, Abstract #376,
1982.

Voorheis, et al: Effects of difference forms of CNS proplylaxis
on pituitary function of children with ALL. Am Soc of Clin Onco,
1981, (Abstract).

Freeman, et al: Comparison of intermediate dose MTX with crainal
radiation in children with ALL. Am Soc Clin Onco, 1981.

Pulmonary Disease Service:

Rajagopal KR, Abbrecht PH, McCumber TR, Hunt KK: Medroxy proges-
terone acetate inobstructive sleep apnea. Am Rev Respir Dis 125,
(4):128, 1982.

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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PUBLICATIONS AND PRESENTATIONS, FY-82) (continued)

Infectious Disease Service (continued)

Dobek AS, Klayman DL, Dickson ET, Jr, and Scovill JP: Inhibition
of clinically significant bacterial organisms in vitro by 2-
Acylpyridine, 2-Acetylquinoline and 1- and 3-Isoquinoline
thiosemicarbazones., Published and data was presented at the
Annual Meeting of the Am Soc for Microbiology, Atlanta, Georgia,
7-12 Mar 1982.

Cross AS, and Wooldridge WH: Ability of monoclonal antibody
2-2-B to kill K1 positive E. coli in conjunction with cord blood
neutrophils and sera and neonatal spinal fluid. Interscience Conf
on Antimicrobial Agents and Chemotherapy, Miami, Fla, 1982.

Peripheral Vascular Surgery Service

Clagett GP, Rich NM, McDonald PT, Salander JM, Youkey JY, Olson
DW, and Hutton JE, Jr: Etiologic factors for recurrent carotid
stenosis: A case-control study. Accepted for publication in
Surgery.

Ophthalmology Service

Cupples HP, and Whitmore PV: Vitrectomy -surgical techniques in
the management of intraocular foreign bodies. Presented at the
9th Biennial Walter Reed Ophthalmology Postgraduate Course 27
April 1982.

Otolaryngology Service

Montgomery AA, and SooHoo G: ANIMAT: A set of programs to
generate, edit, and display sequences of vector-based images.
Behavior Research Methods & Instrumentation 14(1), 39-40, 1982.

Montgomery A, and Jackson P: Physical characteristics of the lip
underlying vowel lipreading performance. Submitted to Journal of
the Acoustical Soc of Am.

Prosek RA, and Runyan CM: Temporal characteristics related to
the discrimination of stutterers' and nonstutterers' speech
samples. Journ of Speech and Hearing Rsch 25, 29-33, 1982.

Scheer C, and Schwartz D, and Montgomery A: Follow-up survey of
new hearing aid users. Manuscript submitted for publication in
the Journ of the Academy of Rehabilitative Audiology.
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PUBLICATIONS AND PRESENTATIONS, FY-82 (continued)

Organ Transplant Service

Light JA, Biggers MR, Alijani, Smith M, and Oddenino K: Proc
Clin Dial Transpl Forum 1067-72, 1980 (published July 1987.

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 K. Cellular
characteristics of stored blood used for transfusion. Presented
Feb 1982 to the Am Assoc of Clin Histocompatibility Testing, San
Francisco, CA. (poster presentation).

Ghaselli G, Schaefer E, Light JA, and Brewer B: Apolipoprotein
A-i isoforms in human lymp: Effect of fat absorption. Jour Clin
Invest (in press) 1982.

Ghaselli G, Schaefer E, Zech L, Light JA, and Brewer B: Arteriso-
sclerosis (in press) 1982, (Abstract).

Light JA, et al: Nonspecific monitoring for transplant
rejection: Beta 2 microglobulin and C-reactive protein. Poster
presentation at 3rd Int Imm Monitoring Symposium, 21-24 Nov 1981,
Miami.

Metz S, Simonis T, May F, Light JA, Strong DM: Primed lymphocyte
testing using mini microculture technique. Poster session at
AACHT, San Francisoco, May 1982.

Allergy Service:

Edwards M, Evans R III, Baer H, Anderson MS, and Turkeltabu P:
Standardization of allergen extracts: A comparison of RAST inhi-
bition, isoelectric focusing, and skin titration. J Allergy and
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 2:348A, 1982.
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Publications and Presentations: (continued)

Rheumatology Service : (continued)

Fleisher TA, Attallah AM, Tosato G, Blaese RM, and Greene WC:
Interferon-mediated inhibition of human polyclonal immunoglobulin
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