MILTON HUPPERT, Ph.DB,
Chief, Mycology
Research Laboratory

TO: Comnitiee Mosbers, Study Units, snd other Partiss Intercsbed in
the VA-Armed Forces Coccidioidomycosis Coopersiive Study.

SUBT: Minutes of the Second Amaual leting

1. There is a cerisin feeling of permenence in being able to write of
the Second Annual Meeting of the VA-Armed Forces Coccldicidomycosis
Cocperative Study. The mseting was held at the [os Angeles Reglonal
Office of the Veterans Administration on Decenber 5 and 6, 1957, the
transcripta of the meeting heve been edited and the following pertinent
materials are encloged:

8. IList of Study Units
b. List of Paxticipants in the ¥eetings

¢, A Summsry of Recommendations of the Coammdtiee ot Plans
and of the Laboratory Commitise

d. Minutes of the Heeting of the Committee on Plans
e. Mnutes of the Meeting of the lLaborstory Comities

£. PRevised lsboratory Standards for Iaboratory Diagnosis
of Coceidloidomycosisz.

2. Awong the achievements at the meeting were the decisions to establish
a protocol for trestment of disseminated coccidiridomycozisg with
Amphotericin B, and to extend certain pheses of the retrospective sbudy.
Tee tentative drafts of the necessary protocols and report forms are in
preparation and will be distributed for comment as soon as possible.

3. We wish to express our thenks to Dr. Turper Cemp for arvanging
facilities for the meetings; to Musa. Meryle Acoshta opd Beasaile 7. Rubin
for invalusble stenogrephic belp in preparing ths minutes; and %o all the
participants who keypt the mesbings stimulating end productive, yst
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LAWRERCE G. WAYHE, Fh.D.
Becording Secretary,
Coccidicidomycosia Cooperative Study

Encl.
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Iaboratory Deta. Direct miceroseopic examination of gputum gave poor ylelds
Dr. Huppert felt timd it was hoxdly worth doing end recommended that cultures be
dene on sputus end spinel fluid (sece minimm Isboratory Stenderxde). In blopsy
mnterial and pua, oo the other hand, direct microscopic examination for C. imdiis
iz useful. ¥

Mice syppeared chout twice as sensitive to incculation of C. tis as &id
guines pigs, according to the tables. These Tigurss mey be biased, hLovever Tor
several ressons. First; 8 laboretory with more experdence with . lmmitis io
more likely to use mice, and secondly, it is possidle that some of €he imoculatica
were made fyom subculturee from the epecimen yvecorded, perticularly in the csse of
the mice. A study of the reletive effectivensss of incculation of mice and
fuinea pigs with the sctual specinen is needed. Toe sirain of mice and route of
inoculation are probably irportant factora.

B: CONCLUSICHS FRCH RETROSFECTIVE STDY

Prognosie of cavitary disesse hag not been clarified in the retrospective
study. In order to detormine the need for surgery, & longer follow-up iz nesded.
Dr. Wier suggested that all of the cazes in the 1056 ard 1957 retrospective
g s be Followed up foi another B Or O year@. T Tiims could be evaiuated by
& CBRLTB. rouUp. A% SLLErvACive 10 LhL8 Would De & LCLIoSpechbive BLULY eXLenfiing
E3ck 5 or O years.

Date were acguirad on incidence and outcome of disseminated coccidicido-
mycosia, upon vhich & program of chemotherspy could be based.

The data sceumiiated to date 48 too limited to permit publication at this
time. It was the consemsus that findings may be publighed at a2 later dale after
adequate enalynis has been made and o, asreement oF the conmiouee.

Some further minor modifications in ¢he report form, to be used in sub-
pequent studies were proposed.

Upon completion of discussion of thw retrospective study, Dx. Egeberg’s
film on "Coeccidioidomycosis: Tts Epidemiclogienl and Clinical Aspects” was
shown. (N.B. Dr. Egeberg's presence was parficulaerly welcowe as bhe wes umchle
+0 attend the previous year's Study mseting due to some persoral ressaveh he
was conducting on Clinical Aspects of Coccidioidemvcosis).
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SECOUD ANNUAL MEETIIEY OF THE VA-ARMED FORCES COCCIDIOIUTCOSES

CCOFERATIVE STIRY CGRIITIEES
A, SIERARY (F SPECIFIC RECCHMMENDATICNS BY THE COMMITIEE CR FLAUS

Eeeh study uni® should bave st least oue representative on the comniftee,
sven though all will umot be gble to attend meetings.

Recormrendations regerding the retrospective study:

2., Since many Iatin Americans are included in the “white™ category
of race, the report forws should have & note added to Item 11
o "specify naticnal origin; e.g. Mexico, ete."

b. Duratiom of stay in endemic area should be broken dowvm into
6-ronth intsrvals,

¢, For the sake of uniformity, the X-ray findings will be used to
decide if e cavity exlsts.

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

e. If =2 petient hes ever bad cavitary disease, this fact should be
recorded.

£. Films from the cases ineluded in the 1956-1957 retrospective
study ehould be sant to & central wnit for wmiform classification;
thess casse to be followed for another 5 or 6 years.

g. In all fubture cases studied, films should be mede im duplicete and
one of each spent to a cenbtral unit for uniform classification;
e.8. cne of s stereo pair, A

h, Fipdings may be published et a later date after adequate analysis
hos been mede end upon agreement of the camnittee.

The results of his studies on the in vitro and in vivo effect of varicus
antibiotics and chemicals on Cocelid¥oides immitis may be published
independently by Dr. Buppert.

Protocol stwdies on Aurhotericin B (Fungizone):

e. A protocol study on intravenocus Amphoteriein B will be adopted by
the Ceceidicidomycosis Cooperative Study.

b. Cnly disseminated coccidioidomycosis will be included in the
protocol at the present time.
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¢, The probtoccl study ¢ disceminnted esses will not be vendopized,
i

but resultz will be coopaved to date alresdy avallasble,

d. All diczeminabed cases except meningitis ave to ba tzoated cnly
after & baseline iz esteblished by criteria to be defiped.

e, mmmtismsmtogommmolwmmdea

Considerstion of surgiecal protoccls should be deferred until moze
information on cavitary dicsase is available,

Chemotherapy protocol report forms besed on those adopted by the VA-
Armed Forves Histoplasmosis Cocperative Study are to be used after
specific modifications to be approved &t & later date.

B. SUISIARY (F SPECIFIC RECCMMENDATIONS BY TEE LABORATORY CCIMMITTER
Anphoteriein B sensitivity testing is to be performed ca cultures from

protocol cases. This can be deoe withian the Culture Bank Prograam
provided additional help is made availeble,

A1l study units will use coecidioidin skin test antigen from a single
bateh pregared by Dr. C. E. Smith and distributed by Dr. K. Buppert.

Individual laboratories will perform their owm serology if facilities
end entigen are available,

Spot checks are to be performed om split specimens sent to reference
laboratories.

Since wniform antigen is espential for meaningful serologieal studies
in this program:

&. A central antigen preparation lsboratory should be established;

b. VA Coentral office shell be requested to make funds avallsble
for such & central antigen preparation laboratory.

The committee is to inguire about the U.S. Post Office regulations
regexding the mailing of infectious materials.

The commmittee ip to write to the Avmed Foreces Institute of Pathology
sbout setting up a program of meintaining & museum of coceldioido-
mycosis tisguzs.

Fo sereening progrem on skin test or on serology surveys will be set
up by this study group at this time,

The Iaboratory Standeyrds are To be revised and redistributed.
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COMMITTEE OF PLANS

The committee on plans met on Thursday, Decesmber 5, apd part of Friday,

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

I.

IX.

Tatrofuctory Ruainess

Partieipants in the weeting, including committee members and .isitors.
vere introduced. Mentiom was pade of mestiage of some of the commitiee
merhers at 3%, louls and at Plessantan. Certals problems relative to the
retrospective study and the need for a protocol stuily wers dlscussed at
shose mtina. snd these toples were placed om the agends Tor the ~current
mmeting,

Piae gussticn of compdtiee representaticn of all study undBe was raiged.
Tt was the consensus thet it was necessary to have some “orm of representstioc
from every unit in order to maintedin active interest in the study: 1% was
Purther recognized, however; that fund limitations would aot permit all
representatives to attend the meetings.

the coomittes resclved . by umsninous vote, that each study uweit should
bave at least cne mpremtativa on the committee, even Uhough cil will noo
e sble to attend “mestings. i i

e e L e O B S MR T

fetrnepective Stuly
Ao HEPURTE

Pr. dalkin revieved mome of the highlights of the retrospective study,
which coversd the calendar years 1955 and 195¢ and thanked Dr. Ryde for
haadling report forme from 130 cages outslde 0Of the endewlc area. There wag
coasiderable disecuseion of certain featurses vhich needed further ciarification.

Face. Although, as Dr. Bachrach poiated oui, it was not the intent of
the study to determine epidemiology of the disease, it was agreed thet analy-
sis of Adisseminstion rates o different rucial groups wae important. It
was noted that the mumber of iatin Americans sppeared low for the aress under
study. Inasouch as Americans of Mexican descent have = high disseminstion
rate, it wvas felt that some measures should be tsken to identify them on
“ubure veport forms. Reguiar VA records dnclude sll latin Ssmericans as
whites. #or the purpose of prospective studier , however, it was cgreed that
the report forms sl should include a category for Mxicans e.g. on the retro-
spective sr-eport Torm, item 1l, have & note aAded L0 'Specily pavioual origim
&.2. Mexico." The high dipsemination Tate among Negross and Filipinos wes
sonfimmed im this study.

Age. Approximetely 387 of the coccidioidomycosis cases in the series
involved patients over U0 years of age. The problem of distinguishing the
disesse from puinopary carcinoms is therefore significant. Age does not
appear to be a factor in dissemination,




Duration of Stay in Endemic Area. Tiwe anslysis of relaticnship of time
spent in on endewmie eree to incidsace of eoceidioldomycosis was insdsguate,
glnce the swelliest time intervel recorded was "under five years." Months or
even weeks of exposure are significant. It wvas agreed that this category ke
broken dowa into € mooth intervals. .

Cavitery Disease. As might be expescted from previous experience in
tuberculosis studies, definition of cavitary disezse in ccscidioidomycosis
received a licr: shave of the discussica of the group. Two main aspecis of
this problem vwere discussed: 1) Wt standsydized definition of a cavity
should be adopbted in future studiea? and 2) In cases wherse the lesion chenges
or fluctuates betueen open znd closed, which classification should be applisd?

1. Although there are diserepancies betveen X-ray and pathologic determi-
nation of cevitation, nobt 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 if a cavilty exiets. A gns containing coceidioidal cavity
Will be defined ac Open’, regardlens oL SDSenCe OF presence Of 6 Dronchial
block; all otbers will be classed as "filled". Dr. Smith pointed out that there
is a different proguostic eigniiicance to Gifferenmt types of cavities. Thus,
although the claseical smooth walled coccidieidal cuvity rarely if ever dis-
seminates, the chewed out liguefied lesions may frequently asccompany digsemination.
Therefore the type of cavity should be reported. Dr. Wier suggested that films
from the ceses included in the 1956-1957 retrospective study be pulled and sent
to a central commitiee for umito:m clessiijcation, end that Chede patients be
followved up in fubure yeers. Dr. Steele recommended that, in all future ceses
studied, Tfilme be made im duplicate, and one of each he sent to a central unit
for uniform Classilicavion (€.5. One Of @ BLerco-peir).

2. BSince coccidicidal pulmonary lesions may fluctuate between "open" znd
"filled”, the question arose as to when a cavity must have been open to be so
classed. Dr. Hyde reported that sbout helif of the cavities ke has seen closed
spontapeocusly by two years i.e. disappesred or left modules. They mey fluctuste.
Dr. Bogen felt that we should try to distinguish cavities that f1ll,from pneumonic
lesions that become nodules without evidence of a cavitary transitiocn phese.

Tt was the consensus thet if a patient hes ever hed cavitary disease, this fact
should be recorded.

Coexisting Pulmonary Tuberculosis. About 10% of the coceidicidomycosis
cages in the retrospective study ned tuberculosis also. Which ceme first? It
wes suggested that the TB occurs in eastern U.S. cases after admission for the
coceidioldomycosie, vhereas, in the Arlzona eres, the TB patient plcks up his
coccidioidomycosis after coming west for his TB.

Dissemination. Amcng the disseminated coses of coccldioidomycosis, over
50¢ had disseminaved within the first two months of the primery infection and
811-%?’; wvithies vhe first six momths. In. Soith felt that we must examire "late
dipsemination” very criticelly. Im. Wier raised a question es to the prognosis
of those cages that survived six or eigt years of disseminnted disease.

of 61 disseminated cases reported im tke study, 20 hed no X-ray svidence
of pulmonery involvement. As menmticmed sbove, certsin types of cavities may be
associated with dissemination, and the tobal picture of pathogevesis, X-ray
findings end serology must be known before the relationship can be clarified.
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Dr. Ealde bad cbeerved protection of mice using the imsoluble form of
the drug om mice that were almost moribuad from massive infection with ¢.
immitis. Dr. Balde alsoc presented come very interesting data on the de-
pressing effect of C. immitis cells (and cell wall polysaccharide) cm properdin
levels in mice and correlated this with depressed properdin levels in petients
with disseminated coccidioldomycosis.

Dr. Huppert presented firures on his sbtudy of in vitro and in vive =zctivity
of amphotericin B. OF rparticular interest were the different in vitro suscepii-
bilities of different strains of C. imuitis from the Culture Bank, to this drug.
The total population of a given strain also exhibited varying degrees of
resistance.

Employing both the scluble snd imsoluble forms of amphotericin B, intro-
duced intraperitoneally into infected mice, Dr. Huppert cbserved significant
protection sgainst the disease, on sdministration immedlistely efter infection,
and after a 7 day delay.

B. Nitrcgen Mustard

Dr. Kurnick has treated some cases of disseminated coccidioidomycosis w . th
nitrogen mustard with some encouraging results. He suggested that it might L2
producing ite effect by reducing hyperplastic reactioms, vhich he has found rore
promounced in Negroes.

Protocol St!ﬁies
A. AMPHOTERICIN B

It wes gemerally agreed that the old, insoluble oral form of amphotericia B
is not readily absorbed and is not effective for treatment of coccidioidomyecsis.
It was furthermore decided to defer any protocol for oral use of the soluble i.v.
preparation. It was agreed by unanimous vote, that an Iintravenous amphotericia B
protocol will be adopted by the Coccidioidomycosls Cooperative Btudy. ir.
Hildick-Smith indicated thet more of this drug will be availablie to us than hed
originally been plamned.

Due to the toxicity of the drug, chjections were voiced to a protocol for
treatment of acute primary and cavitary or nodulayr pulmonary disease. Iater.
if an effective, non-toxic oral form of amphotericin B locks promising, a
protocol for the pulmonary form will be considered. The commitiee voted that
only disseminated coccidioidomycosis will presently be treated in a protocol.

The group then engaged in intensive discussion of the problems of case
selection. OQOpinions vere expressed for and against randomization. Dr. Hyde
pointed out that old disseminated cases usuzlly have a history of recurrent
spontanecus remissicns, and was in favor of stulying fresh disseminsted casen
in the protocol program.

With the limited number of cases which will be available for study, ranicm-
ization wes not considered practical. Furthermore, toxicity will eliminate come
patients from the study, upsetting the randomizotion even further. Ia view of
the data already available on proguosis of disseminated coccidiocidomycosis, &
wes the consensus that The protocol study not be randomized, but thet all dio-
seminated cases be treefed. The criteria for success, then, would be & dram Gic
shift in survival statistics. If no such dramatic change is observed, then o

e i il Raa aaie i asesear i




VIII.

Dr. Egeberg axpressed the opinicn that s pericd of stsbilizobion wes
necessary before trestment of disseminated coccidioidomycosis,; sinece spontansous
remissions do oceur. I, Maddy presented hig experience with chemotheraspeutie
trestment of dogs with disseminated coceidioldongeosis vherein deleyed treatment
was unsuccessiul due to failure of drug to penetrate the older gramulematous
lesions. Barly treatoesat, before extensive gramuloms formation,was successiul,
(This also euggasted that nitrogen musterd, affecting mz'plantic-matim,
might be used im parallel with amphotericin B in old cases). The conssnsus vas
that some baseline iInformmtion was necessary, but that too long a delay in treabt-

meat was undesirable. Dr. Egeberg clarified his concept of stabilizatiom: it

dees not mezn the patient is on a platesu, but rather that the courme and
direction of disease are known. BPBecause of the uniformly bad progmosis for
weningitis, no need was recognized for stabilizatiom in these cases. The com-
mittee therefors voted thet 2ll disseminated cases except meningitis are to be
treated after o baseline is cstabliished by eriterie to be determined; ead Glat

all meningitis eases areé to go0 on protocol as goonm &8 diagnosed.

The commitiee felt thal drug semsitivities of the C. immitis isolated from
protocol cases should be deteriined 88 i8 done in the tuberculosis cocperative

STy
B. SURGICAL

Inasmuch as the retrospective study provided only limited information c=
course of cavitary discase, it was decided to defer considerstion of & surgical

protocol until more information was availeble €.g. through a Toliow-up of our
reirospective stﬁ m_r a 5 or o year reéchects.ve group.

Report Forms for Cases Under Study

Case registry wﬂl continue, as:lng the retrospective report forms, with
modifications 8 mee

with specific modifica’ 0 De approved 2t 3 . : iffrecmnﬂ-
ations for modiﬂca.timn vere to be aent t-.o m o:r the Plans Camdttee
by January 1, 1958.

Exhibit

Ho fumds will be swvailable for & coccidioidomycosis exhibit in 1958, but
we will plan one for 1359.

Bew businsss

The problem of representation of all study units bad been disposed of
earlier. lack of funds precludes special cross representation with the Fsto-
plasmosis group, but some exchangs will undoubtedly occur at the Tuberculosis
Cocperative Study Conferences.



MINUTES OF TEE SECOND ANNUAL MEETTNG OF TEE VA-ARMED FCORCES
COCCIDIOIDOMICOSIS COOPERATIVE STUDY CORMITIEES

LABORATORY CCEMITIEE

The laboratory ccamittee met om Fridsy, December 6, 1957. Dr. Milton

Huppert served as Chairmen.

I.

1z.

Review of Isboratory FPhases of the Retrospective Study

This review was carried out as part of the retrospective study emslysis
during the plans ccamittee meeting and was reported there. Rriefly, it wms
reported that culture was supericr to microscoplic examimation of sputum or
spinel fluld for C. immitis, and thet mice eppeared superior to guinea pige
for imfectivity studies.

Decisions of Comzititee on Plans Affecting Isboratory Committee

Antibiatic Senaitiviﬁy testing. It was voted that anbibiotic msitivity
i i from , cases. Some represen
equipped to da thi,s. A stsndardim test 1.3 esmmial, as is an occesional
check on hospitals doing their own work, by & central reference laboratory.
The staff of the Coceidicides Cultuve Bank at Sen Ferrando can do some cf
this extra work, But will require extra perscnmel in crder to run the sensi-
tivity tests for the whole program. Dr. Buppert, in the meantime, will
prepare and distribute a sepsitivity test protocol.

Sero. . As with sensitivity testing, some study units will wish to
perform own serological studies, whereas others will be unable to do
so. Two problems were discussed at langkh 1) tniformity of auti@n and
2) wiformity of technique. :

1) Although skin test entigen is ave.ilab]e coumereially, all sttxly upits

will use coceidioidin from & s:mm batch prepaved by Dr. Smith and being
distributed by 1. BUppert ot San Fermendo VAN, NO piecipibin or complenment-

Tixation entigens are aveilavie emrcialﬁ' Dr. Smith will not be sble to
supply all of the entigen needs of the protocol study, and suggested thot
it would be econcmically most practical to pay & sercloglst to prepare end
standardize a uniform entigen for the vhole program. Uniform antigen is
essential for mesningful aerological studies in this program. The committee
voted that

a) the Committee recmni t0 VACO that & central aatim
preperation laboratory be ebbteblished end thet

b) the Commitbee recommend that VACO make funde availaoble
For such o central SRULZeR Preparation JBDOratory.

2) Dr. Smith pointed out thet, although he encoursges initistive in
attempting modifications in serologic procedures, the cooperative study
would require uniformity of techmique. §e furtber invited laboratory persom-
nel who would be performing Coceidioides serology to visit his lsboratery to
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cbgerve the techuiguss. Unfortunately, limitsbtions in funmds would probsbly
preclude any but Jocel persormel from taking advantage of this opportumity.
There 18 always variation in technique from hospital to hospitel; therefore

it was agreed that spot chiecks in one or more reference lsboretories would

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

some serology for cther study units but would not be able to take on the

vhole program without extra personnel. Another sdvantage to a cenbral reference
laboratory would be the paving of antigen, since certain controis may be set

up for one test or Tifty teats with the same amount of antigen.

The congensus wag that individual laboratories will perform their own
serology if facilities and entigen are avallable, and that 3pOL Checks are
%o be periormed on split specimens by comtral laboratories.

S

Role of Ieboratory Diagnosis

% . Huppert has sesen a munmber of cultures which do not look
like k pictures of C. immitis but which were proven to be that
orgenism. He comeludes thet there is no truly typical C. immitis colomial
type. Similarly, be hss received certain other cultwres vhlch grossly emd
mieroscopically (cultures) resemble C. immitis but which appear to be sapro-
phytic contaminests. The criteria used by the culture bank for confirmetion
of identity of suspacted C. immitis cultures are endosporulating spherule
production in viveo and Actidione resistance. A ysast agar culture is used
for prepering Imoculum for the mouse. The culture ncedn't kill mice %o te
identified as C. immitis but on sacrilice at 2 or 3 weeks the mice must be
shoun to be harboring endosporulating spherules. Jalta were presemted indicet-
ing thket the nom-pathogenic "Coceidicides-like" cultyres are inhibited by
400 ug/ce concentrztions of cycloheximide (ActidicuelR)), whereas txue
C. immitis is not.

Dr. Buppert bes developed a technique for antibiotic sensitivity testing
of C. immitis, which he will try to simplify for iuclusion im the Study’s
Isboratory Stendarcs. There is as yet no spectrockemical amnlysis for
Amphotericin B in body fluide. The Squitd company is working on this problem
and will notify the laboratory coamitice when one becomes available. This
will be necessary for evaluation of toxicity and therayy.

The need for extreme caution iz hamdling C. immitis cultures wes also
restressed. Dr. Egeberg mentioned perticularly the infectious hazaxd of
older dry cultures. Dr. Hall suggested that the committee prepare a movie
on safety aspects and laboratory methods in coceidioidomycosis. It was
generally agreed that the CDC movie did pot present safe methods for working
with cultures.

The cormittes i3 to ingquire of the _yost office reM infectious
materisl shgumnt regila.tiouo

Histopathology. Several of the study units wish to keep portions of
pathologic specimens for their own museums. On the other hand, it wes felt
that an arrangemen’ with the AFIP would £lso be desirable. Dr. Caliender
recommended that we keep what we wish for the suseums, and send the re-
reinder to AFIP. He pointed out thet 0% of undisgnosed gremulomse ere
diagnosed by apecific histochemical examination at the AFIP. The commitiee
will write to the Armed Ferces Imstitute of Pathology about setiing up &
vissue program.




Thers is & gap in our knowledge of the pathology oOf acute primaxy
soceidioidomycosis and Dr. Weyne suggested that the Armed Forces are particu-
larly well situsted to make a study of pathogenescis of the disease. Such
o program would emtail autopsies of accidental denth vietims kmowm to bave
sonverted to coceidioidin a short pericd prior to death.

Tmmnology. Az mentioned above, study units should get their supplies
of cocelaio by writing to Dr. Huppert at San rernerdio VAH.

Problems of setting up routine precipitin and complement fixation
testing are discusned above.

A discussion of cross reactions between histoplasmosis and ceocei-
dioidomycosis fellowed, particularly with regpect to skin tests. Miss Campbell
pointed cut that meny primary histoplasmosis cases may have a negative skin
test, and Dr. Wier cbserved that about 20% of coccidioidomycosis 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
less likely to occur, and that many patients may be truly positive to both
antigens. In some cases, a"cross titration™ of skin tests mey 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 ere 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 tim,(ﬁlyem were 106 strains in the Bank and all were
being checked for Actidicne resistance and mouse pathogenicity.

The use of Millipore Filter technigue for isolation of C. fmmitis from
spinel fluid was discussed. Among the edvantages cited were tofal recovery
of very sparse spinsl fluid orgenisms and the practicability of washing
residual drugs out of the specimen. Also mentioned was the lack of adsorption
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 continue the
retrogpective analyszes into 1957.



VETERANS ADMINISTRATICH
ECSPITAL
San Fernando, Californis

October 3, 1957

TO: Committee Menbers, VA-Armed Forces Coccidioldomycosis
Cooperative Study

SUBJ: Agenda for next meeting

1. The proposed agends for the next meeting is enclosed. Committee
members are urged to send any desired additions to the proposed egenda
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 end to be prepared
to discuss and medify them at the meeting in Los Angeles.

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

L., Informetion concerning travel funds and other such matters should be

obtained from Dr. Dunner, at VACO. 2

LAWRENCE G. WAYHE, Fh.D.

Recording Secretary,
Coccldicidamycosis Cooperative Study

Encl.



FROPOSED AGENDA (F THE COMMITIEE ON PLANS THURSDAY, DECEMBER 5, 1857

Intrcductory business
A. Introductions
B. Comrents on meetings at St. louis and Pleasanton
¢. IList of study units end structure of camittees
D. Shall all study units have representatives on the cammittees?

b=

II. Retrospective study

A. Reports
1. Statistical - Mrs. Livings
2. Clinical -
3. Iaboratory -

B. Ccnclusions from retrospective study
1. Extension of this study?
2. Publication of results?

ITI. Reports on new drugs under leboratory investigations - M. Huppert, Fh.D.
A. TPerabens
B. Wekemen drug 4O-14
C. Weksmen drug Antimycoin (C-3817)
D. UMiscellansous
1. (Candidin, Candieidin
2, Aspirin end INH
3. Nepera #1968
L. ciba #sU 3068

IV. Drugs under considerstion for protocol chemotherspy studies
A. Fungizone (amphotericin B)
1. Reports and comments
C. E. Smith, M.D.
G. Hildick-Smith, M.D.
C. Campbell, B.S.
M. Huppert, Fh.D.

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

VI. Report forms for cases under study
4. Initial
B. Follow-up 2
ViI. A coccidioidomycosis exhibit for
NTA - Fhiladelphia
Amer. College of Chest Fhys. - San Francisco
AMA - San Francisco

VIiI., New business
A. Representation of all study unite?
B. Cross representetion with Histoplasmosis Cooperative Study?
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