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TITLE OF PROJECT: ™"Studies on the Psittacosis-Lymphogranuloma

Venereum Group"

Qbjectives: 1. To search for a specific complemert fixing

antigen. At present, there is no satisfactory
ser~ologic procedure available for differentia-
ticn between infections caused vy members of

this group.

N

To stuay mode of growth and multiplication
end other biologic cheracteristics of this
group of agents. These studies may heave a

bearing on the problem listed under (1).
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Furthermcre, knowledge obtzinea from these
studies may help define the position cf these
agents in the microblal world.
3. To study the effect of therapcutic cagents

(entibiotics) on these viruses tnd on the
diseases caused by them.

tstract {or S of he s

A. Since Sturt of Project:

The following phases of the work have been completed:

1. Studies on mode of multiplication of the psittacosis-
lymphogrecmuloma venereum group of viruses in the chick embryo and in
tissue cultures.

24 émdics on the cffect of aureomycin on neningopncumonitis virus.

3. Studies ca the preservotion of viruses under various conditions
of storage.

4. Preliminasy investigutions on the demonstration of the specific
complcement fixing component.

Thesc results have already bcen prescnted in previous scmi-ennual
reports, ONR Progress Renort Abstruct, &nd in the following p.pers alrecagdy
published or about to be published:

1. Studics on the psittacosis-lymphogranuloma group. I. The

pattern of muitiplicction of meningopneumonitis virus in
the allantois of the chick embryo. M. M. Sigel, A. J.

Girardi and E. G. Allen. J. Exp. Mcd., 94, 401, 1951.
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2., Studies on the psittacosis-iymphogronuloms group. II. A

non-infectious phipe in virus levelomment following ad-

te

sorption to host tissue. 4. J.-Gloeordd . G. filon znd

s
M. M. Sigel. J. Exp. Med., 26, 233, 1952.

3. Studics on the psittacosic-lymvhogrznulons group. IIT.

The effect of aurcémycin on thc propagotion of virus in
the chick embryo. E. G. Alleq! A J. Glrordi, M. M. Sigel
end M. Klein. J.-Exp. Mecd., 97, 783, 1953.

4. Distrilbution =nd ﬁefsistcnce of aureomycin in the chick
embryo. E. G. 4llen, i. J. Girerdi, M. M. Sigel snd
M. Klein, Proc. Soc. ﬁxpj Biol. & Mcd., 82, 542, 1953..

Dis Preservatioﬂ 6f ﬁiruses of £he psittacoéis—lymphogranulpma
veneréum group and herpes simplex under verious conditions
of storage. E. G,.Allcn, B. Kcnede, 4, J. Girerdi, T. Fo M.
Scott =nd M. M. Sigel. J. of Bact., 63, 369, 1952.

6. Studies on.the psittecosis-lymphogrenulome group. IV,
Demoﬁstration of speceific CF cntibodies following
cbsorption of scrum. R. Pollikoff cnd M. M. Sigel.

(To be published).

7. The re’uction of greup re:ctivity of the complcment fixing
cntigen of mcningopneumonitis virus by potassium periolate.
il. M. Sigel -nd R. Pollikoff. (To be published).

B. During Currcnt Report Periocd:
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Work on tl.: Prop gation of MI' Virus in Tumor Cells

Further cttemptc were mz’c to quantitete the interaction betwecn
MP virus ond Krebs-? ascites tumor cells. The results obteined differed
in some respects from previcus findings. I(uc¢ two sets of experiments
were conducted in different strains of mice. It now apvears that mice
may differ with respcct to their susceptibility to virus as well a«s to
tumor cclls. We are therefore contemplating purallel determinations in
the two strains of mice cs soon ¢s the previously used strain becomes
available agein. Work was clso continued on zdaptetion of tumor cells
to growth in tissue culture. Thus fcov we huve foiled to grow the Krebs-2
cnd the Fhrlich tumor cells in vitro. Successful growtn wos obtainel with
the foliowing types of cells: The Earl L cells, scrcoma 180 and Hela

cells.

Epidemiologiciul Studies on Lymphogrenulome Venercum

In Philedelphic

In order to determine tne importance of lymphogranuloma vencreum
6 & public hcelth prohlem a survey was corried out in two VD clinics
in Philadelphia. R.ndom samplings were ccrricd out during several dcys.
In el11, 270 pctients were tested. The results obtained cie most reveal-
ing:
140 were negative for both LGV and syphilis
50 were positive fer LGV and negotive for syphilis

0f these, 23 were mcles, <6 were females and 1 on whom the sex was not
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specified. This is intercsting in view of the frct th.t the overt form
of the dJdiscase is seen more frequently in the mele then in the female.
7 pctients hacd serologic recctions for both LGV and syphilis
10 had o positive recction for LGV aond doubtful for syphilis
3 had doubtful recction for LGV ond positive for sypailis
2 were doubtful by both tests
6 were doubtful for LGV und ncgutive for syphilis
There were 30 individucls with positive serology for syphilis cnd 1€ with

doubtful serology for syphilis who had negotive test for LGV. This cttests

to the relective specificity of the LGV test in syphilitic sera. It should
£lso be mentioned that many of the scra were cbsorbel with sheep cells in
order to remove Forssmen typc of antiboldy. There were 4 nonspecific re-
actions, 3 in people with syphilitic recctions. The positive results for
LGV were based on 2 titer of 10 or nigher 2’ in orler for a scrum to be
considered positive it had to give such titers on two occasions. The
ages of the inuividucls runged from 10 to 50 yezrs with the mcojority be-
ing }n the 20 to 40 cge group. Among the 270 p~tients therc were 34 of
the Caucasian race. Among them, 29 were negutive for both syphilis .nd
LGV, 1 was doubtful for LGV, 2 were positive for LGV, -nd 2 were positive
for syphilis cnd nonspecific for LGV.

The importent finding is that even if one disregerds the positive
LGV reactions in those individucls with positive or Jdoubtful syphilis re-
cction, there were 50 out of 270 individu.ls, or 18%, who showed evicience

of previcus infection with < member of thc psittccosis-lymphogrcnuloma
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venorcum group of viruses - bosed on - titer of ot locst 1:10.
Joint Studics Carried Out in Jemaicz and ot Children's Hospitcl
of Phil:.delphia
Sera from 75 prostitutes in Jomoica were tested for catibodics to
LGV, gonorrhea, ~nd syphilis. The results with the GC untigen cre (iffi-
cult to interpret because specificity of the test wcs not ascertained.
The test for syphilis in Jomcica was the VDRL test.
19 h:-d o positive test for syphilis
27 hed = positive test for LGV (Of these 16 had o negative test
for syphilis, 5 n.d o coubtful test for sypuilis cnd 6 were
positive for syphilis.)
It mey be important to stress theat o the 27 reactors, 14 had - titer of
less thaon 1:40.
9 h-d &« titer of 1:40 or 1:80

3 had

0

titer of 1:160 - 1:320
1 hcd ¢ titer of 1:640.

Complement {ixction tests hove been completed on the first yecr's
blood specimens of the school children in several poarts of Jemcica. As
was stoted in tho summary of the initial phase of study in Jomcica: "Very
little is known =bout the cxistence of psittccosis or trachoms in Jemcdec.
It wes felt that continued examin.tion of serc from chillren moy throw
some light on the question os to what proportion of LGV “ntibodies repre-

sents venereclly acquired infections." These investigations caver chil-iren
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storting with ages under puberty ~n! continuing on for severci ye-ors
into the cges vwhere sexucl wetivity begins te <evelop. The serc werc
tested chiefly for ontibodies to the LGV group of viruscs. In cdlition,
o number were exomined for serologic evidence of infection with other
virel and rickettsicl agents. It moy be scid in pessing thot nony re-
ccted with influenzr cntigens ~n¢ severzl reacted with neurotropic
viruses and rickettsice. We wish, however, to postpone finsl con-
clusions cbout the significcnce of the neourctropic virus and rickettsial
findings until certcin additioncl stulics are corric! out in order to
c8sess the specificity of the results. 4s reg-rls rcsults obt-ineld with

the LGV ocntigen, they may be summarized in the following fashion:

£3

Calober School, Kingston, Jrmcice

102 uerc testel - 1 positive

b. St. Aloysius School, Kingston, Jumcica
18 serc testel - O positive

c. St. Joseph School, Kingston, Jomciceo
49 serc teste?d - 0 rositive

1. School in Vere
80 ser. tested = O .positive

e. School in My Pen
71 sera tested - O positive

f. School in Wntermount

62 serc tested - 1 sugpestive, 0 positive
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It should be pointed out thot Wotermount is loc~ted in o yows endemic (rec.
It is pl.nned to obtcin the svcon bleeling from 11 the children
under study -uring the f-1i of 1953.
In order tc fixrther .sscss ine specificity of the LGV tests, - number
of ser~ from paticnts with ycws were testod in the complement fix:.tion test.
70 ser:. tested - 8 pesitive
3 loubtful
Thus it cppe:rs that y-ws .locs not ccuse « significrnt nunber of frlsc posi-
tive recctions. It is not ‘mown :t the present time wht cge groups these
scrn. represented . nd it is thus impossible to stote wheticr the foew posi-
tive rerctions reflect true infection with memberc of the psitt-acosis-
lymphogranulon.. venzreum group of viruscs or whetuer they -rc ncnsgecific
rcections.

Similar studies were carricld out on 14 sera froa patients with

leprosy. The following results wcre obt:ined:

2 gave nonspecific rerctions

2 verc -nticomplementory

1 was pesitive

1 was cdoubtful

8 were negative.
Thus it r~ppezrs thot leprosy per sc Joes not cousc nonspecific reactions
«s Jetermined with the Lygrinum-Squibb 'ntigon. However, the number is

too smcll for Jdefiaite cenclusions.
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Effect of Thercopy on Lymphogr-nulome Venercum
Thus for, 96 p-tientc in Jemeico were tre~ted with vorious drugs.

31 with Aureomycin

13 with Ilotycin

1/ with Chloruvmycectin

5 with Mognomycin

8 with Terrumycin

13 wvith Triple Sulfon-milc

12 with Sulf-thi-zole
The initicl response has been good except with Mognimycin. Potients re-
celving this drug hcd to be retre-tud with o 2iffercnt antibiotic. It
is pleonned to incrccse =11 trectmecat groups.

Dr. Burgoon visgited in J-mzica ond checkc? on the prcgress of the

- work there in the month of Mcy. @' found the stucdy progressing quite

sctisfretorily. We ore extremely plceoscld witn the work md cooperction
oa the part of the investig-tors in Jrm~icc. Serum specimens were
collected from 21l the patients unider treatment. The number of specimens
per patient rangeld from 1 to 6. It is nopel that the serologic pzttem
rerecleld by these tests will imp-rt infommcotion i3 to whether or nut in-
tensive cntiblotic theropy c¢in influence antiboly fomntion anl us to
whather or not clinic-l improvement (or curc) in LGY is .:ssocicte with

2 Jecre.se in ntiboly level. Thus far, it w:s possible to observe o
Jecrease in ~ntibo<ics in 10 inlivilu.ls. This work is being continucd

ncd more illumin-ting inform~tion is cnticipate:! when more patients and
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espceiclly when cilition:l sern on the sime potients <re ex-nmine!l.

PUBLICATIONS DUNIL..G PaST 6 #M0LTHS:

-

l. Stulies on toe psittocosis-lymphosronulom: group. III
The offect of ureomycin on the propogution of virus
in the chick cabrye. E. G. Alien, A, J. Girseli,

. M. Sigel .nd M. Klein, J. Iwp. Hoed., 97, 783, 1953,
<. Distribution :nd persistence of ureomycia in the chick
embryo. E. G. Adlen, A, J. Gircrdd, i, i, Sigel 'nd

M. Klein. Proc. Scec. BExp. Biol. & iful., 82, 542, 1953.

3. The mounting incidence of psitt: cocis. M. i, Sig-l,

L. S. Celn .2l 0. Hunter (rccepted for public.tion in
the . J. Pub. Heiltn).

4. The reiucticn of group retctivity of the cumplurent
fixing :ntigen of mcningopncumonitic virus by potessium
periolite. 4. M. Sigel :nd R. Pcliikoff. (To be
publishe..)

5. OStudies on the psitt-.cosis-lynphogronulom: group. IV,
Demonstiwition of spoccific CF rntibrlics fellowing
cbsorption of scrum. R. Pollikoff nl w. M. Sigcl.

(Te be publisnhel).

PL.NS FOR THE FUTUKZ:

Investig:ticna will Le coatlnue! on ¢ liaite.: senle on tic problem

of intercction oetween tumcr cells ‘nl 4P virus, The principal port of
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the resecrch will consist of continu=! epidemiologic, serologic -nd
therapeutic investigatiops in colleborction with the Univorsity College

of West In.ies ..nld the Meliczl Service of the Covernment of Jomeicc.
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