r ; MILTON HUPPERT, Ph.B,
- Chief, Mycology

N

Y Research Laboratory
TO: Comnittee Moxbers, Study nmits, and other Parties Imtercsted in
the VA-Armed Forces Coccidicidomycosis Cooperstive Study.
| SUBJ: Minutes of the Second Annual leeting
1. There is a ceriain feeling of permenence in belng able to write of
the Second Amnusl 3eeting of the VA-Armed Forces Coccidicidomycosis
Cocperative Study. The mseting wes held at the Ios Angeles Reglonal
Office of the Veterans Administration on Decemkher 5 and 6, 1957, ths
transcriptas of the meeting have been edited and the following pertipent
materials are encloged:
8. izt of Study Units
b. List of Participants in the ¥eetings
¢, A Summary of Recommendations of the Ccsmitiee ot Plans
and of the Lzboratory Comnitiss
d. Minutes of the Meeting of the Commitiee on Plans
e. Mnubtes of the Meeting of the Laboratory Committes
) £. Revised iaboratory Standaxds for Labormtory Dlagnosis

of Coccidloidomycosisz.

2. Awong the achievements at the mseting were ths decisions to establiash
a protocol for treatment of disseminated coceidinidomycoszis with .
Amphotericin B, and to extend certain pheses of the retrospective study.
The tentative drafts of the necessary protocols and report forms are in
preparation and will be distributed for cosment as soon a8 possible.

3. We wish to express ocur thenks to Dr. Turmer Campy for arvanging
facilitiezs for the meetings; to Mues. Meryle Acosta and Bassis Z. Rubin
for invalusble stenogrepkic help in prepering the minutes; and %o all the
participants who kept the meebtings stimnlating and productive, yet
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LAVRERCE G. WAYEE, Fh.D.
Becording Secretsry, _
Coceidicidomycosis Cooperative Study

Encl.
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~ Yeterans Administration Hospital:
Albuquerque, IHew Mexico
Daellagz, Texss
Fresne, California
Houston, Texas
Kerrville, Texas
long Beach, Czlifciaia
Ios Angeles Center, Celifornia
Phoenix, Arizona
San Fernando, California
Tucson, Arizona
Hh'ip’pl&, Arizona
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U.8. Alr Porce
Parks Alr Force Base, California

U.8. Army, Fitzsimmons Army Hospital
Deaver, Colorado

U.S. Maval Hospital
San Diego, Celifornia.

PARTICIPARTS IN SECOND ANNUAL MEETIRG

#* Dr. R.8. Armptrong, VAH, Tucscn
Dr. C.4. Bachrach, VACO
Dr. E. Bogen, Qlive View, Calif.
#% Dr. B.A. Brosbe, VAH, long Beach
Dr., G.R. mr, VACO
Dr. T. Camp, LARO
,_\** Miszs C.C. Cempbell, Walter Reed
! Army Med. Center, VWash. D.C.
Dr. S. Cheu, VAH, Fresmo
# Dr. R. Egeberg, L.A. County
General Hospital
pr. 8. Finesnld VAC, I3 Angeles
Dr. C. Halde, UCLA
#% Dr. W.H. Ball, VAH, Minneapolis
Dr. R. Hampson, Kemm County
Health Dept.
# Mj. H.¥. Bensler, Faxke Alr
Force Base
Dra GG mek“mth} ﬂui'bb
Institute for Medical Research
Dr. D.H. Howard, UCLA
## Dr. M. Huppert, VAH, San Fermando

# Member, Committee on FPlens
##¢ Mezber, Iaboratory Commitiee

# Dr. L. Hyde, VAE, Long Beach
Mrs. Keetmmen, VAE, long Beuch
Dr. N.B. Rurnick, VAH, long Beach
Dr. X.T. Meddy, USPHS, Fhoenix
Dr. E. HcEall, UCLA
Dr. P.I. Melnick, VAH, San Fermando
Dr. W.E. Myers, VAR, Sam Fernando
# Dr. 8. Netzer, VAE, Tucson
Pr. V.D. Wewcamer, UCLA
% Capt. L. Ricen, U.S. ¥aval Hospital
Sen Diego
Dr. A.L. Ringle, VA Area (ffice,
San Francigeo
# Dr. D. Balkin, VAH, San Fernaado
# Dr. C.E. Smith, U. of Calif.
Dr. J.D. Steele, VAH, Sam Fermaundoc
Mrs. L.J. Walker, VAH, Sam Fernando
Dr. L.G. Wayne, VAH, San Fermando
% Col. J.A. Wier, Pitzsimons Army
Hospitel, Denver
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particularly prone to iin lesicaa.

iaboratory Deta. Lirect mieroscopic exawinntion of apubtum geve poor ylelds
Dr. Hippert feit tiat it was handly worth doing end recommended that cultures be
done on eputus end spinal fluid (see miniram Iaboratory Stendeyde). 1In bilopsy
material and pus, o the other hand, direct microscupic examination for C. fmmdtis
iz useful. .

Mice zppeared shout twice as semeitive to inceulation of C. ipmitis as did
guines pigs, according to the tables. These Tigures mey be bigeed . hovever Tor
several ressops. First, n laboratory with more experience with C. imnitis is
move likely to use mice, and secendly, it ig possible that some Gf he inoculatioa
were mede Tyom subcultures from the specimen recorded, perticularly in the case of
the mice. A study of the reletive effectivensss of imoculation of mice and
guines pige with the sctual speciren is needed. The streipn of mice and route of
incculation ave probably important factors.

B: CONCLUSICNS FRCM RETROSFECTIVE STUDY

Prognosis of cavitary disesse bas not beenm clerified in the retrospective
study. In order to detormine the need for surgery, & longer follow-up iz needed.
Dr. Wier suggested that sll of the cases in the 1056 ard 1957 retrospective
groups be Tollowed up foF GAoLRer b or b years. 4e rijms could De evaivaved by
% cantral Group. MR nilerpative o Chis would be & retrospective study extending
Baek 5 or & years.

pata were scguirsd on incidence and outcome of disseminated coccidiolio-
mycosis, upon which & program of chemotherapy could be based.

The data accumilated to date 4s too limited o permit publication at this
time. Tt was the consensus that findings may be published st a later date after
sdeguate ennlysis hog been made afi Upon soreement Of the commitiee.

Some Purther wincr modifications in the report fovm, to be used in sub-
sequent studies were proposed.

Upon completicn of discussion of the retrospective study, Dx. Egeberg’s
£41m on "Coecidicidomycosis: Its Epldemiclogieai and Climical Ampects” was
shown. (N.B. Dr. Egeberg's presence was particularly weleome as he was umable
+o0 sttend the previous yesr's Study aseting due to some personal resgarch he
was conduching om Clinical Asgpects of Coceidioidemyeosin).
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SECOMD ANNUAL MEETING (F THE VA-ARMED FORCES CCOCCIDIOIDIMICOSIES

CCOPERATIVE STUDY COGRRMITTEES

A, SIERARY (F SPECIFIC RECCHMMENDATIONS BY TEE COMMITTEE ON FLAWS

Eeeh study unit should bave at least oue representative on the comnititee,
sven though all will wmot be sble to attend meetings.

Recozendations regarding the retrospective study:

8a

b.

Co

d.

T,

£

h.

Since many Ietin Americans are included in the "white” category
of race, the report forms should bave a note added to Item 11
to "specify naticaal origin; e.g. Mexico, ete.”

Duration of stay in endemic area should be broken down Iinto
6-ponth intervals.

For the sake of wniformity, the X-ray findings will be used to
decide if e cavity exists.

A gas containing coceidioidel cavity will be defined as "open”,
regaxdless of presence or absence of a broachial block; all
others will be classed as "filled".

If o petient has ever had cavitary disease, this faet should be
recorded.

Films from the cases included in the 1956-1957 retrospective
study should be sent to & central wnit for uniform classification;
thess cases to be follwmed for ancther 5 or 6 years.

In gll fubure cases studied, films should be mede in duplicaie and
one of each sent to a central unit for uniform classification;
e.8. coe of a stereo pair, B

Findings may be published at a later date after adequate analysis
has been made and upon agreement of the commities.

The results of his studies on the in vitro and in vivo effect of varicus
antibioties and chemicals on Coccidioides immitis may be published

independently by Dr. Huppert.
Protocol studies on Amphotericin B (Pungizone):

8o

bo

A yprotocol study on intravenous Amphoteriein B will be adopted by
the Coceldicidomycosis Cooperative Study.

Caly €isseminated coceidioidomycosis will be included in the
protocol at the present time.
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e, The proboccl study cn disceminated csses will BOG
X

e
but resultz will be coopared to data alresdy available,

d. All Qicseminated eaces except meningitis are to be treated cnly
after 2 baseline 13 esteblished by criteria to be defiped.

e. All meningitis cases sre to g0 mmol as scon as diagnosed.

Considerstion of surgical protocols should be deferred until more
infore=ticn on cavibtary dissase is available.

Chemotherapy protocol report forms based op those adopted by the VA~
Armed Forces Histoplasmosis Cocperative Study are to be used after
specific modifications to be approved at e later date.

B. SUBARY (F SEECIFIC RECCEEENDATIONS DY TEE LABORAT(RY CCMEITTEE
Saphotericin B sensitivity testing is to be performed ca cultures from
protocol cases. This cen be dene within the Culture Bank Progran
provided additional help is made availsble.

A1l study units vill use coccidioldin skin test entigsn frem a single
bateh prepared by Dr. C. E. Smith apd distributed by Dr. H. Buppert.

Tndividual laboratories will perform their owm serology if facilities
snd entigen are available.

Spot checks ave to be performed om split specimens sent to reference
lsboratories.

Since uniform antiger is espential for meaningful serologicel studiea
in this program:

a. A central antigen preparation lsboratory should be established;

b. VA Cenbtral office shell be requested to make funds available
for such & central entigen prepsration laboratory.

The committes is o inguire about the U.S. Post Cffice regulations
regayding the meiling of infectious materials.

The committee ip to write to the Armed Foreces Institute of Fathology
shout setting up & program of meiataining e museum of coceldioido-
wycosis tissu=s.

Eommmmawwomskintaﬂarmwmlogsmyaﬁnbe set
up by this study group at this time.

The Iaboratory Standerds are to be revised and redistribubed.
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COMMITTEE OF PLANS

The committes on plans met on Thursday, Decesmber 5, and part of Friday,

Decembeyr 6, 1957. Dr. David Salkin served as chairmen.

I.

IX.

Iatroductory Business

Partieipants in the meeting, including zcmmittee members apnd ,isitors.
were lantroduced. Mentiom was made of meetiags of some of the compititee
menhers at St. Louls and at Pleasamton. Certails problems reletive to the
retrospactive study and the peed for a protocol study wers biimum at
dhose mtin@ and these toplcs were placed om the agends for the current
et ing.

Piae gusstion of compdtiee representation of all study undBe was ralsed.
Tt wag the consensus thet it was necessary to have some “orm of representsiiog
from every uait in order to maintein active interest in the study: 1t was
Purther recognized, howevar, that fund limitations would not permit all
representotives to attend the meetings.

the coomittes rescolved, by umaninous vobte, that euach study wait should
have at least one ‘repmsenta'tiw on the cmit‘bee, evern though il will not
be able w0 1ttewi meet,w

NS A e et

fetrospective Stuly
Ao FEPORTE

Dr. Salkin revieved some of the highlights of the retrospective study,
which coversd the calendar years 1955 ond 1956 and thanked Dr. Ryde for
handling report forms frem 130 cases outslide of the endemic area. There was
considerable discussion of certain features vhich needed furtber clarification.

Face. Although. as Dr. Bachrach pointed out, it wvas mot the intent of
the aTudy to determine epidemiology of the disease, it was agreed thet analy-
ais of disseminstion rates n diffTerent racial groups wae importent. It
was noted that the number of iatin Americans appeared low for the areas under
study. Inasouch s Americans of Mexicen descent have s high disseminstion
rate, it was felt that some messures should be taken to identify them oa
Tuture report forms. Reguiar VA records include all jatin smericans as
whites. #or the purpose of prospective studier , however, it was acgreed that
the report forms Al ahouid inciude a category for Mexicang e.g. on the retro-

- Spective report form, iten LL, bave & note added Lo 'Speciiy DAGiONAL Origis

&.2. Mexico." The high dissemination Tate fong Negross and Filipibos wae
sonfimmed in thie study.

Age. Approximstely 327 of the coccidioidomycosis cases in the series
involved patients over U0 ysars of sge. The problem of distinguishing the
disesse from pulmopary carcinome is therefore significant, Age does not
appear to be a factor in dissemination,



Duration of Stay in Endemic Areca. The anslysis of relationship of time
spent in on endewic eree to incidsace of eocceidioldomycosis was inadseguste,
glnce the swalliest time intervel recordsd was "under five years." ¥Months or
even weeks of exposure are significant. It was agreed that this ea‘?;ag&zv b2
broken dowa into € month intervals.

Cavitary Disease. As might be expected from previous experience in
tuberculosis studies, definition of cavitary disease in coseidioldomycosis
received a licrh shore of the discussica of the group. Two main aspects of
this problem were discussed: 1) Waat standardized definition of a cavity
should be adopted in future studies? &nd 2) In cases where the lesion chenges
or fluctuates between open and closed,; which classification should be applied?

1. Although there are discrepancies between X-ray and pathologic determi-~
nation of cevitation, nob many of the patients are resected to permit evaluatica
by the pathologist. Therefore, for the sake of uniformity, the X-ray findings
will be used to decide 1:? a cgvity exista. A gns conbtaining coceidicidal cavity
will be defined ac 'Open’, regaraless Of absonce or pressnce of 6 Dronchisl
block; ali others wi]I"Ee clageed as "filled". Dr. Smith pointed out that there
is a different progmostic eignificance to different typez of cavities. Thus,
although the classical smooth walled coceidicidal cuvity rarely if ever dis-
seminates, the chewed out liquefied lesions msy frequently accompany dissemination.
Therefore the type of cavity should be reported. Dr. Wier suggested that films
from the cases imcluded in the 1956-1957 retrospective study be pulled and sent
to a central commitiee for unmiform ClasSilicocion, and Loab GHEBE pHLICncs be
followed up in future yeors. Dr. Gteele recormended that, in all future cases
studied, ¥ilms be made im du licate, and one of each be gent to a central unit
for uniform classification (S.g. ONE Of & BLerco-peir).

2. Since coccidicidal pulmonary lesions may fluctuate between "open" and
"filled”, the gquestion arose as to when a cavity must have been open to be so
clasped. Dr. Hyde reported that sbout wlf of the cavities ke has seen closed
spontapeously by two years i.e. disappesred or left modules. They msy fluctuate.
Dr. Bogen felt that we should try to distinguish cevities that £1l1,from pneumonic
lesions that become nodules without evidence of a cavitary transition phase.

It was the consensus that if a petient hes ever had cavitary diszease, this fact
should be recorded.

Coexisting Pulmonsry Tuberculosis. About 10% of the coceidiocidomycosis
cases 1n the retrospective Study ped tuberculosis elso. Which came first? It
wes suggested that the TB occurs in eastern U.S. cases after admission for the
coceldioldomycosis, whereas, in the Arizona area, the TB patient pleks up his
coceidioidomycosis after coming west for his TR.

Digsemination. Amcng the dicseminated coses of coceidioidemycosis, over
60% had dissemimated within the first two months of the primary infection and
8he, within the first six momthe. Dr. Saoith felt that we must exemine "late
diasemimtim“ very criticelly. Ir. Wier raised a gquestion os to the progacsis
of those capes that survived six or eight yearaz of disgemineted disease.

of 61 disseminated cases reported im the study, 20 bad no X-ray evidence
of pulmorery involvement. As mentioned ebove, certain types of cavities may be
assccinted with dissemination, smd the total picture of pathogeresis, X-ray
Pindings end serology must be kmown before the relatiomshipy can be clarified.
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Dr. Ealde bad obgerved protection of mice using the inscluble form of
the drug on mice that were almost moribund from massive infection with C.
Swmitis. Dr. Halde also presented some very imteresting data on the de-
preesing effect of C. immitis cells {and cell wall polysaccharide) om properdin
levels in mice and sorvelated this with depressed properdin levels in patients
with disseminated coccidioldomycosis.

Dr. Huppert presented figures on his study of in vitro and in vivo sebivity
of smphotericin B. OF particuler interest were the different in vitro suscepii-
bilities of different strains of C. imumitis from the Culture Bank, o this drug.
The sobal population of a given aTrein aiso exhibited varying degrees of
registance.

Employing both the scluble and insoluble forms of amphotericin B, intro-
duced intraperitoneally into infeeted mice, Dr. Ruppert cbserved significant
protection against the disease, on edministration immediately efter infectior,
apnd after a 7 dsy delsy.

B. Nitrogen Mustaxd

Pr. Kurnick has treated some cases of disseminated coccidicidomycosis w. . th
nitrogen mustard with some encouraging results. He suggested that it might Lo
producing ite effect by reducing hyperplastic reactioas, which he has found wore
pronounced in Negroes.

Protocol Studies
A. AMPHOTERICIN B

It was generally agreed that the old, insoluble orel form of smphotericia B
is not readily absorbed end is not effective for treatment of coceidioidomycosis.
1t was furthermore decided to defer any protocol. for oral use of the goluble i.v.
preparation. It was agreed by unanimous vote, that an intravenous amphotericin B
protocol will be adopted by the Coccidioidemycosis Cooperavive study. .
Fildick-Smith indicated that more of this drug will be available to us than bad
originally been planmned.

Due to the toxieity of the drug, cbjections were voiced to a protocol for
treatment of acube primary and cavitary or nodular pulmonary disease. Iatey
if an effeciive, non-toxic oral form of amphoteriein B locks promising, a
protocol for the pulmonary form will be considered. The commitiee voted that
only disseminated coccidioidomycosis will vresently be treated ir a protoeol.

The group then engaged in intengive discussion of the problems of case
selection. Opinions vere expressed for and against randemizetion. Dr. Hyde
pointed out that old disseminsted cases usuzlly have a history of recurrent
spontanecus remissions, and wes in favor of studying fresh disseminsted cases
in the protocol program. '

With the limited number of cases which will be availsble for study, ranicm-
ization wes not considered practical. Furthermore, toxicity will eliminate come
patients from the study, upsetiing the randomizetion even further. In view of
the data already available on proguosis of disseminated coceidicidomycosis, it
was the consensus that the protocol study not be randomized, bub that all dic-
seminated coses be tresfed. The criteria for success, then, would be a aram:bic
ShifL in survival stetistics. If no such dramatic chenge is cbserved, Ghen =

T . At I e LYy [ eI |



VIII.

Ir. Bgeberg exprecsed the opinicm thet o peviod of stabilization wes
necessary before tresiment of dispeminated coccidioidomycosis, since spomiansous
renissions do ceeur. Dr. Maddy presenmted big experience with chemotherspeutic
trectment of dogs with disseminated coccidioldonmycosis wherein delasyed treatment
was unsuceessful due to failure of drug to penetrate the older gramwlcomatous
lesions. Eorly treatmeat, before extensive gramulome formatiom,was successful.
(This elso suggested that nitrogen musterd, affecting hyperplastic-reaction,
might be used in perallel with amphotericin B im old eagses). The consensus vas
that some baselinme informetion was necessary, but that too long a delay im treat-

ment wag wndesireble. Dr. Egeberg clarified his concept of gtabilizatiom: It

does pot mean the patient is om a platesu, but rather that the course and
divection of dissage are known. Because of the uniformly bed progmosis for
meningitis, o need was recognized for stabilizaticm in these cases. The eou-

mittee therefore voted thet dis 4 cages except meningitis sre to be
treated 19 ghe eriteria to be determi end that
B . ST £

The committee felt that drug semsitivities of the . immitis isolated from
2 o W S N ohe 5 g Vl‘.' cwl!mativﬁ

B. SURGICAL

Tnasmich o8 the retrospective study provided only limited imformation ca
course of cavitary disease, it was decided tc defer consideration of o surgical
protocol until more information was availsble €., through & foliow-up Of Our

retrospective m__ or wﬂ_ & b or O year reEEsgective group.
Report Forms for Cases Under Study

Case registry will continue, using the retrospective report forms, with
moditications edopted G LS &e%.u.ng’_rl L

e

For the chemothevepy protocol, it was voled to egploy report forms beged
on those in use by the VA-Armed Forces Histoplosmosis Cooperative Seudy, buv
With specific modificacions GO be approved av o later date. Specific recomsend-
ations Por modifications vere to be gent Lo the Chairman of the Flans Camittee
by Jamuery 1, 1958.

Exhibit

Ho fumds will be available for & eoccidioidomycosis exhibit in 1958, bub
we will plan one for 1359.

Kew busiress
The problem of represestatioa of all study units bad been disposed of

‘eariier. Iack of funis precludes special cross representation with the HEisto-

plasmosis group, but some exchange will undoubtedly occur at the Tuberculosis
Cocperative Study Conferences.



MITWUTES OF TEE SECCND ANNUAL MEETING OF TEE VA-ARMED FORCES
COCCIDIOIDOMICOSIS COOPERATIVE STUDY COMMITIEES

LABORATORY COMITIEE

The laboratory committee met on Friday, December 6, 1957. Dr. Militon

Buppert served as Chmirmen.

I.

1z.

Review of Isboratory Fhases of the Retrospective Study

Thie review was carried out as part of the retrospective study asalysis
during the plans committee meeting and was reported there. BRriefly, it was
reported that culture was supericr to microscopic examination of sputum or
spinal fluld for ¢. immitis, and that mice appeared superior to guinesa pigs
Por infectivity studies.

Decisions of Commitiee on Plans Affecting Isboratory Committee

Ant:{biatic Senaitivity testing. Tt was voted that antiblotic semsitivity
1 yrotocol cases, Soms Yepresentacived
hed have hospitals d n testing. Meny bospitals are nob
eq,uipped to do thi.s. A stm-dimd tes'b is essenti&l, agz is an cccasional
check on hospitels doing their owm work, by a central referemce laboratory.
The gtaff of the Coceidicides Culture Bank at San Fernamdo coan do some of
this extra work, But will require extra persompel in cxder to run the seasi-
tivity tests for the whole program. Dr. Buppert, im the meentime, will
prepare ond distribute a semsitivity test protocel.

Sero. . As with sensitivity testing, some study units will wish to
perforn own serological studies, whereas others will be umable to do
so. Two problems were discussed a.t l.enghb 1) Uniformity of autim and
2) wiformity of technique. :

1) Although akin test entigen is available commercially; all atuﬂy unite
will use coceidicidin from a singla batch prepared by Dr. Smith and baing
dTstributed by . agpe. an Fernendo VAH. WO Precipitin or compiement-
TTxation entigens are availoole cmmiaﬁy Dr. Smitk will not be able to
supply ell of the amtigen meeds of the protocol study, and suggested that
it would be econcmically most practicsl to pay & serologist tc prepare end
standerdize a uniform antigen for the vhole progrem. Uniform antigen is
essential for meaningful aerological egtudies in this program. The committee
voted that

a) tbcmmemcmmtovmthatacmlmtm

b) mtm TeCOu:
for such o _central mﬁwﬁm JRbOratory.

2) Dr. Smith poirted out thet, although be encourages initietive in
attempting modifications in serologic procedures, the cooperative study
would require uniformity of techmigue. ®e further invited laboratory persom-
nel who would be performing Coccidioides serology to vieit his laboratery to
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chgerve the techaigues. Unfortunately, limitations in funds would prohably
preclude any but local perscomel from taking advantage of this cpportunity.
Theve 13 alweys varietion in tecknique from kospital to hospitel; therefors
it was agreed that spot checks in cne or more reference lsboretories would

be necesgary. Miss Campbell, Dr. Smith and Dr. Buppert are all able to do

some serology for other study units but would not be able to take on ths

vhole program without extra perscnnsl. Another advantage to a central reference

laboratory would be the saving of antigen, since certain comtrols may be =et
up for one test or Tifty teats with the same amount of antigen.

The congeasus was that individusl laboratories will perform thelr oun

facilities entigen are Gvailable, and Uhav Spot checks are
A on :‘ 1 mc s

os by control laboratories.

Role of Isboratory Diagnosis

gfco . mumpperbhasmnammberdrcultmnwhichdnmtm
like the k pictures of C. immitis bub which were proven to be that
orgenism. Be comeludes that there is mo truly typicel C. immitis colonial
type. Similarly, he has received certain other cultures vwilch grossly amd
mieroscopically (cultures) resemble C. immitis but which appear to be sapro-
phytic contaminents. The criteria used by the culture bank for confirmetion
of identity of suspacled C. nmi%is cultures are endosporulating spherule
production in vivo and Actidione resigtance. A ysast agar culture is used
for prepering imoculum for the mouse. The culture needn®t kill mice to te
jdentified as C. immitis but on sacrifice at 2 or 3 weeks the mice mst be
shown Lo be harboring endosporulating spherules. Jala were presemted Indicet-
ing thet the nom-psthogenic naoceidicides~-like"” cultyres are inhibited by
400 ug/ec concentretions of cyclopeximide (Actidicue R})), whereas txue

C. imzitis is not.

Dr. Buppert hes developed & teckmique for antibictic sensitivity testing
of C. immitis, which he will try to simplify for inclusion im the Study’s
Iabozre 8. There is as yet no spectrochemical analysis for
Amphotericin B in body fluids. The Squitb company is working on this problem
and will notify the laboratory commitiee when one becomes available, This
will be necessary for evaluation of toxicity amd therapy.

The need for extreme caution in hendling C. immitis cultures wes elso
restressed. Dr. Egeberg mentioned perticulerly the infectious hazard of
older dry eultures. Dr. Hall suggested that the committee prepare a movie
on safety aspacte and laboratory methods in coceidioidomycosia. It was
genera.]u.}.'yagudﬂmttm eDC movie did mot present safe methods for working
with cultures. ‘

The comnittee is to imquire of the post office regarding infectious
materisl shipmentc mgz__ﬂ.ationm

Histopatho. g. seversl of the study units wish to keep portions of
pathologic spec for their owa mseums. On the otker hand, it was felt

that an errangement with the AFTP would &lso be depirable. Dr. Caliender
recopmended that we keep whet we wish for the museums, and send the re-
reinder to AFTP, He pointed out thet 0% of undiagnosed gremulomas are
diagnosed by specific histochemical examination at the AFIP. The committee
will write to the Armed Forces Imstitute of Pathology shout sebiing up a
tissue progranm.




Theres is & gap in our knowledge of the pathology of acute primary
soceidioidomycosis and Dr. Weyne suggested that the Armed Forces are particu-
larly well situsted to make a study of pathogeneeis of the diszease. Such
o program would emtail autopsies of accidental deeth vietims knowa to have
sonverted to coceidioidin a short period prior to death.

Trmmwnology. Az mentioned above, study units should get their supplies
of cocelcio by writing to Dr. Huppert at San Fernerndo VAH.

Problems of setting up routine precipitin and complement fixation
teating are discussed above.

A digeussion of cross reacticns between histoplasmosis and cocei-
dioidomycosis followed, particularly with regpect to skin tests. Miszs Campbell
pointed out that many primary histoplasmosis cases may have a negative skin
test, and Dr. Wier chserved that about 20% of coceidioidomycosis cases may
be negative to 1:10 coceidioidin, using the commercial antigen. Further
complications are imtroducad by the facts that a group component in histo-
plasmin cross reacts with coccidioidomycosis patients, but the reverse is
lesg likely to occur, and that many patients may be truly positive to both
antigens. In Some cases, a"cross titration" of skin tests may be necessary
to rule ocut the croes reaction.

It vas concluded that no screening program be set up by this Study group
at this time. Some studies of cross reactions are already being run else-
where 80 no such program was sdopted by the committee. '

Culture Bank

Dr. Huppert reported on the status and activities of the Coccidioides
Culture Bank. At the time, 'ﬁliere were 106 strains in the Bank and all were
being checked for Actidione( resistance and mouse pathogenicity.

The use of Millipore Filter technique for isolation of C. immitis from
spinal fluid was discussed. Among the sdvantages cited were total recovery
of very sparse spinsl fluid organisms and the practicability of washing
residual drugs out of the specimen. Also mentionmed was the lack of adscrption
of sugar and chloride by the filters so that filtrates can still be used for
analyses. Some protein is lost on filtration.

Among other activities of the culture bank are studies of the biology
of C. immitis, banking storage techniques, and screening of potential chemo-
therapeutic agents.

Dr. Ringle made a brief closing address and suggested we coatinue the
retrospective analyszes into 1957.



VETERANS ADMINISTRATICH
HCSPITAL
San Fernando, California

October 3, 1957

TO: Committee Menmbers, VA-Armed Forces Coccidioidomycosis
Cooperative Study

SUBJ: Agenda for next meeting

1. The proposed agenda for the next meeting is enclosed. Committee
members are urged to send any desired additions to the proposed agenda
to the undersigned a8 soon as possible.

2, Also enclosed is an outline of the suggested chemotherapy protocols.
Committee members are requested to study these protocols and to be prepared
to discuss and modify them at the meeting in Los Angeles.

3. The meeting will be held at the Veterans Administration Regicnal Office,
1031 South Broedwey, Los Angeles, Californis, om December 5 and 6, 1957
A list of hotels in the area will be sent out at a later date.

4., Information concerning travel funds and cther such matters should be

obtained from Dr. Dunner, at VACO. 2

LAWRENCE G. WAYNE, Fb.D.
Recording Secretary,
Coccidioidamycosis Cooperative Study

Encl.



PROPOSED AGENDA OF THE COMMITIEE CF PLANS THURSDAY, DECEMBER 5, 1957

Intrcductory business
A. Introducticons
B. Compents on meetings at St. Iouis and Pleasanton
¢. List of study units end structure of commitiees
D. Shall all study units have representatives on the committees?

-

IX. Retrosgpective stuldy

A. Reports
1. Statistical - Mrs. Iivings
2. Clinical -
3. Iaboratory =

B. Coaclusions from retrospective study
1. Extension of this study?
2. Publicetion of results?

ITI. Reports on new drugs under leboratory investigations - M. Huppert, Fh.D.
A. Perabens
B. Wekemen drug 4O-14
C. Weksmen drug Antimycoin (C-3817)
D. UMiscellansous
1. Cendidin, Candicidin
2, Aspirin end INH
3. Nepera #1968
L. Ciba #5U 3068

IV. Drugs under considerstion for protocol chemotherspy studles
A. Fungizone (asmphotericin B)
1, Reports end comments
C. E« Smith, H.D.
G. Hildick-Smith, M.D.
C. Campbell, B.S.
M. Buppert, Fh.D.

Y. Frotocol Studies
A. Chemotherapeutiec: Discussion of proposed protocol
B. Surgical

VI. Report forms for cases under study
A. Initial
B. Follow-up :
ViI. A coccidioldomycosis exhibit for
NTA - Fhiladelphia
Amer. College of Chest Phys. - San Francisco
AMA - San Francisco

VIII. Kew business
A. Representation of all study units?
B. Cross representation with Histoplasmosis Cooperative Study?
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