
TO: 

MILTON HUPPERT, Ph.0, 
Chief, Mycology 
R~cil Laboratory 

Com:li'ttee P.Dbers, study auta, am other 1:-srt:1.et!I nitcrosted. in 
the VA-Armed Fcreea COCcidioidarizy'cotti& Cooparat1ve stu:iyo 

SUB.Ti Minuttes of ~ Second Amlual HDeting 

l. There ia a certain f'eellng o!' :pernmence in being able to "#Tit-(! o:£' 
the Second Annual J!ffting of the VA-Anled Forcea COeeidioidalt{cotd.e 
Cooperatiw studyo The meting we.a held at the IJ>a 1\nplea Reglcma.l. 
ottice at ~ Veterans Nlmiru.stration on December 5 and 6, 1957, the 
trenacr ipta or the meeting bave been edited am. the foll.owing pertinent 
mterialo are encloeed: 

ao Litlt ~ Study U11.t8 

b. Li.et ot Partici:pantl!I in the ~tags 

co A St.mPnsry ot Ree0tllli0ndat1oos of ta coazd:ttee on Pl.ans 
am or the LaboratQ?'Y camm.ttee 

do Minutea ot the Mel!ting ~ the Caatlttee an Plans 

e o Minute: at the Meeting or tm I.tlboTator;y 0(Dn:l.ttee 

~ o BeviJled laboratory ~• -ror Labore.-tor,y, D1Q6DOtlia 
or Coccidioi~coeiao 

2 o Among the achievuaents at the meting wire the d.ecisiwa to eetabliah 
a protocol ~or treatment of diPeem:!Mted coecid.1riidaQ'coaia with 
.Amphoter1c1n B, am to e..xtend certain pbaaea or the :ret~ctive ~o 

'Die tentative drattG ot t.be neceaas.r:, protocol.a am report tOl'JIS a.re in 
prepara:tion am vill be dis~ibuted tor cCllllmleilt as 8000. a.a };IC>asible o 

3 o we wish to expreaa our thenka to llr'o Tu.rlllar Calrl> fer ~ 
facilities ~or tht aetinsn; to Mneno Meryle Acosta am Beaie Zo Rubin 
-ror imaluable etaographie help 1n prel)Qring the minute£:!; am t.o all tbs 
:pe.rtiei~ vho kept the meet1Dgs atimulating aal prcduetive, :,at 
1nfonnl am enjo;ysble o 

Enclo 

~~~ 
LAWBE!ICE Go WADE, Pl"loDo 
~cordiDg Secretary, 
Coccidioidaeycoaia 'Cooperative study 
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* Dr. L. B3de, VAK, Long Beach 
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Labcr~to:cy D::ta.. ., 0 !1C~t :r:1.er:)cccr,ic' c..rei:.1i.nc:~:lo: .. 01· 3::9ut~ cave :poor y_.., ld 
D2". Hup~rt,~j~ •.:::·i't :i.t '\;M }:...:.rd.ly "Jo_-..;h c-.oin:; t:..=u .. l :.:o,r:-... nd~::! ~bat cul.tu.1-~ ·o 

d~t! on 8J?1.l"C'Ull c-w. sp:lnfl...! :?1-:t~.tl (uce min:l·.tcu lnbor..:=.tc:..--1 ~~arJ.c). In bic -Y 
rnteri!l.l e.."l:l p-~, ct.\ ¼;r,c othe:.-- ~, ~ ~c microoco:;? .. c <'xcn:ir.otion fer C. :f 1 
i .. t1Gl'?f'u.l.. 

I~ce s:oneal'('G. c.bout "tt--1.cc M i:e!l!l'i.tiv~? to inoculn.t.:..oa or C, ill:uit!r, ar; did 
guinea pi~:-accorcbg i.o tbt? i-;r..bLi,. T'n..! .. "' :t"itr..ir?~ me.:y be ~1.acer.:10'\.:-;-'c-c:r- fo 
~\'P.rn..L ~t'.e.On"'. Fir-.11t; n labor.at~:r.y ,;.rith r11orc e.l.."}'l~rier.ce ,;1th c. immi :i o i 
.1001-P. likely to use mi..::..>, aud. oeco!'l:!.lyi it .c yo:1sible th3.t 002 of. tiir"iiioc • 
"'~re ~~ f.roc su'teultu,:-,ac frCiJl t~ f:ll:l'aCim.•r.; rocol"d<::d, purticula.rl:/ in the cace 
the m:~c~. A ::;tuiiy <';r th'..~ r-,~~...:.tive P..f'f~et:l.v~ness c,r .inocul.at.1an. o.t mice 6M. 
~Jille .1 :pigr vi(ili the actual r,ec:w.en itJ nr.:ed~. ~ stl"ain o! w.ce a.tt'i rou ..... o 
inocu.J..at.ic;..1 are probably inpo:rtwit :factors~ 

:Progaooie or co.-::.tar.1 d..!r.ense hn,Jj not been clc..::-1.:Ued in the ~t:rcopect 
ottriy. In order to dctc.?'fflin~ tba need f er. sure;ery, o. l..a'ngur follw-up is ~ 
Dr. Wier nu~ot.cd. tmt ell of t1:,• co.z2a iii t~ 1956 an:11957 retroo-~ctiv 
groups be follO"lled u_p foi· another 5 or 6 :,mor£1:-'.1:~'m-cou.LI '6e evaiuaTr- y 
a cC?Atra..f'group .. -· .Lin a"ll:crna.·hve 'to '\;hi,g v::u.'Gi be a 1-etro~c£iv2 o:eul(y ~'t<iiilll _ 
b.3.ck 5 or 5 J"'arg. 

Ua:ta were aequ..tr)d Cl":l lncidence 81'.!d O.1.teoroe or d!c~'iliinated. cocc::.dio~t:lo­
~-coeia, Upo!l vhich a m:-oe;rsm. c,f <>..l~tMr-<:ipy could. be based. 

rhe data ac:eU?:.U..-;:i;t~ to date 10 too :!..!.mited '\;O :p2nnt Dul,lica.tion n.t 'th.' a 
t:fm1!. It ws tba COll!lC!UlUD that. :find.ing:J -ay ~ publ1smd at a. later da~ after 
adequate ~ia mo been. rnd~ am. upon o.gree-~1:o.t. of.' 'the ccimiittie. -~ -

~ turt~r m;t:;,.~ t!,..'")!liticatiOD.9 in too r,;"port tor.n, to be uced in sub­
sequent st,t~ea \.-"ere pr.opol5ed. 

Qpol1 completion. or d.iac•UJ!HtLc:.1 ot tb? ratroil);.e!cti ve Gi;l.l<cy, D;,,o o E,&ebertf c­
t'ilm en "C.'OCcid.ioidOiey"eo.ois; r,,s ~iden.tologiea'.L an<J Clinical .AG})eet~" ~>a. 
1;ooim.~ (N'"B• Dro Ege'b¢rg' g ~oonoo ila.CI particulur.ly WP-le~ ar; be wi: u1:1abl, 
to attend the previollil )l?a.r 'e St~r ~'t.ing due to ~ poroODal :rcsca-rcll 'c 
ws conducting on Clinical M_pacta o-f Coccidioidamycoll!iB). 
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SECCND f. .~:v.:t N&-S1:TI:J OF T".!JE VA-AFlw FO.RCE-B ~:CC!l.Dl{)ID~>'.lYt,vJ~, • 
COOPERATIVE STIDY CCl-~llT'l'EES 

Ao Sl.U:.~"1'1 CF SPEC.!I-~Ic RECct,,JEIDATIONS BY THE 00~1•1Ti:1E ON 1~ '!8 

l a Each §tudy 1.mit Mould have a~G l.eaet one representative on tb ·cclllll'.'.t~e"., 
even though all \fill not be able to attend meeting1;. 

2o Rec~ndatio-ru, re~!ng the retrospectiw study: 

a.. Since many tntin .Americans are included in the "white~ ea;~gory 
of race, the report to:rma should have a note e.d.doo. to Item ll 
to "specify na.ticnal orig:tn; e.g. M!!xico" etca" 

bo Duratiai at Gtay in end~c area ahould be broken dew. into 
6-l!!Onth intenals 0 

Co For tbe sake ot uniformity., the X-ray findings will be ured to 
decide U a cartty ex1B"t3 .. 

da A gas contaSrung coccidioidal cavity will be defined as "open"., 
ff~·--dl,aao of presence or absence o-r a. bronchial. block; all 
others will be classed u "tilad If n 

ea If' a :patient ha.a ever bed cavitary diaea.se., tbia f'aet should be 
recorded. --

fo Fil.ms f'ron the ea.aeo inclooed 1n the .1956-1957 retro8})8ct1ve 
study ~houl.d be sent to a central unit tor unif'orm cle.s91:f'ication,; 
these caaea to be foll<M!d tor another 5 or 6 year-a .. 

go In all tuture eaaaa studied., films should be IE.de in duplicate and 
one of each rient to a central unit tar uniform classification,; 
eogo ale of' a stereo pairo 

ho Find.1.ng9 my be published at a later date after adequate anal:y3i~ 
ha.a been made and. upon a~t or the committeeo 

3. The reaul.tz ot bi3 studies on the in vitro and in vivo etteet of' varl.C\18 
antibioticfl and eoomcals an coecillo!des bnitiii maybe publieh&d 
1ndepe~trt]Jr by Dr., B\t.PI)ert o 

4o Protocol stw.ieo 00 Ampbotericin B (Fungi.ZOile) : 

a., A prot.ocol study on intra.venous Am,photericin B v1ll be adopted by 
the Coccidioidomycoais Coopera:tive study o 

bo CD1y clisaomimted. coecidioidcm,ycosis "rill be included in the 
protocol at the present time. 



----._ 

c. Tho JF'C~~cl a:tu~·y C'!'?. <.1:ie:::erni:s'At.et1 cc>ccs u:t'.- ·1 no·i.; he ra::tci ··~~ '·: 
\:nzi:; reou.l.ts Hilt oo c~red to da'\.e already a.va.ilableo 

d. Al1 dio~ted eases ~xcept meniugitis are to b3 tx.:?a~ed cm.l:, 
after a ba.oolina :lg eGtaol.iBbed by crit~rie. to ~ def:I.rwd" 

e. l.ll meningitis ca.sea are to go cm :p?Otoeol ae oooa as d.i~~d. 

5. Counideratioa a! aurgica.l. protocols should oo defe?'Nd until moN 
infor.mt~cm Oil eav1tary dieeat.e 1a available. 

6. Chem:>thersw protocol Yeport forms based cc those adopted by tbe VA• 
Arn:ed. Fm-cei. B1stoplaomosis Coopere.tiw study an to be used ~r 
~cU'ic .tlOC1U'1cat1cm.s to be approved at e. later date. 

B. s~ CF SPECIFIC RECGl-!ENDATIOES BY TBE LABORMCBY ca:~a'l'l'EE 

1. AmpbotericiA B omwitivity t<.t.ctiDg is to be :performed oa cultun,s tram 
protoco1 caoo11,. This can be dcme vi.thin. the aultura &mk ~ 
provided ~1d.cU:ti,Qnal. h1!l.;p is ~.e avai.l.eble. 

2. All study units vill uae coccidioid1n skin terJt e.nti(§!tD from a single 
batch pre~ by Dr .. c. E. &nth and distr1but~ b:, Dr. N. Uu.ppert. 

3. IJ'ldividua.1 laboratories v.ill perform their mm merology U f'aeilitieB 
and anti~..n are aYailaba. 

4. Spot checlta an to be perf'ol"111121d oa oplit ap,cimen.s sent to retenn.ce 
la.borator:tea. 

5 ~ Since UDU'ona antigen is esBeUtial for meani.ngtul serologleal studien 
in this p:,.-ogram: 

a. A CGDtra.l antipn pnpa.raticn laboratory should be eotablisbed; 

b. VA Central ottiee sb.e.ll be requested to llake tun4o availa.bla 
for web a ee:ntz-al. ent1pri pzep.ration laboratory. 

6. ibe c011!13ittee ia to inquire about the u.s. Post ot.i'ice regulation.a 
regarding tm mail.1ng ot 1nt"ect1owa m.~riala. 

7. The ccm•i:1.tee 1D to vrite to tbe Armel Forces Institute of Fatbology 
about tetting up a :program ot nainta1n1ng a a.iae-um ar coccidioido­
,qcosis tiaauas. 

8. Ro scNelling proaram on skin test or oa serology uuneya vill be eet 
up by this study grffllp at this time. 

9. Tbe ~tor., staDclmda an to 1ze reYised and red1atr1buted .. 



u ,;;,, 'P AlfflU,.J.. Hr'u!i'-r:'Jlro ,,,F T. 
ccccm_o.il.1CHYCOSJ:S COOFERA'l'IVE SYU:!h C<lt:L'l·f.EES 

OCH\ll'l'TEE Ol'f PLANS 

The committee oo pl.alls met on Thur~, December 5, sud pa.rt ot Frida,y, 
December 6, 1957.. Dr., David. Sal.kin served as cbairman. 

I. Dltroductoey ~imBa 

.Participants 1n the ~ting, 1.Dcl~ t!®lltittee ~.mtier• ~ , 1s1t<1rs; 
v."~re '.tt.troduced.4 ~t1c,n ~ ~ :Jf aetirlp ,:rt gome txr ~ ~Milli~ 
~" at :,t., Latd.M and. at Pleaaanti:m. Cert.ain probleme re~tiv~ to t.M 
1'11>:t.rnapact1v.e atudy and the med rcrr a "'QI'otocol atu.1..y wer-! ilacu~1. a.t. 
r.h9~ ~1Dp a.no tMae tr'))>ics were placed. m, the: a.gend;} f <l~ tre eurrent 
~tib.,to 

•J"~ q,e.atioo '°! c<lllMDittee repreaenta.tioo :,t ~-il 8t·:i-1y • hit,i,. ~trS l""i.1~<1-
rt tV? .. f' the ecmmmsU!I that. it. was neee!iBe.r:f to have ~ "-ol"\. ( .s~ tturettett~ t:l'. o 
f.'~A ~very JDit !Ji order to minte.in a('!tive intereat in the ~udy t t Wl'U 

--u.r1.ber recognized, however, ·t.hat tund J.imi tat1om would ®t perm! t tll 
n~8eUte.tive~ t.t') attend the 1M8t:lnp .. 

·!'.M rJarlffll1..tte'P! reeotved. by •man:tm::io• ;<Ylftt, tba.t ,ell,I.Ch st~ !..Ulit shou.ld 
nave At least one :repreaenta.ti ve on the comni ttee t evets &'~Itriot 
·- ;:fil,i" to ,itieiii -mie\!iiii., • • • • ·---·- • ----·- - -~· ~- -- . ~-- _,.._..-.,,;_ .. __ -

1't o ~lkin rev1e-wed ~ r6t the bigbllgbts of the ret~cti ve ~ud.Y, 
vb.1cll eove?W the calendru- yt!a.rs 1955 a.ml 19c.f atld. ·thanked .l)r., ayde for 
ha.o.d.ling .report f~ ~rm ..l30 ~a.sea outside ,)f' the endem.1.c area. "l'herf> vas 
t'!on&:t<Vi'rable diMussion of ~erta.:rn :teat.w.-ef. vbich neeo..ed further cJ .... u-1:tica.tlClD, 

m.ce . ,Uthougb . ae Dr. ~cbra.cb pointed out, it waa no~ ·t.he .uitent ot 
th! iwily t.o determine epidemiology of the disease , it Wl8 a.greed tbe.t anal..,v~ 
s:J.e ~r d:lsseminat1.i:n rates ,n tUff'erent racial groups ~ im90rtant . :tt 
w.e not.eel that the number at Latu Americans appP_ared low f t:'H' the areas under. 
~tud.y ~ l'.naar.om:h as Americana o..f Mexican descent have a higb disseminat:lon 
ra:~e> iii .ms ~elt that sarre measures should be ta.ken to identify th!m on 
•,ture rep<>rt f orm&o Regular VA recoids include all la.tin f.\mer1cana as 

vhi~B. ,,or tbe purpoM of prospective stud.1.e,< , however, it was agreed that 
-cbP report fonns sbould incl ude a. category for Mexicans eog. on the retro­
~tiVl!report form, item ll: have-a note added to "!eci:i'y natioiiai ori~ 
~.g. M.ex:tco.,.. S b1,li a111selnat1a1 rate~ Negroes and Filipinos ws 
~limed ill thia studyo 

N7J1! . ..I\P1)ro.1d.:mtely ~ of tbe coccidioidOIIO"coais ~.a.sea in the series 
:mvolvil patients over 4o years of' a.sa.. 'l1he -problem o1' dietinguiabing the 
disease tram~ carc:iname. ia tm,retare aig,:dficanto Af!JiJ does not 
appear to be a factor in d.1ueminat1cm.o 



Durat:too of Stay :L"l Endemic fo.rea. T'ue a.ualjrsis o:f rel a.ti~iflhi p of time 
s.:.,ent i n an endemic fH"ee to incidence of c oeeid:'!.oid~coais 'h-a.o :i.rl.ad2qurrtc, 
s:tnce t~ Sii.'!alleat t iEa iat e1•7al l"'~coro.-.ed wa~ ''under f i ve years. 11 ?-~nths c-r 
ewn t~eks o:f expostrre a..'>'la si@l:!fiCllllt . It 1!.9.3 a.greed that t ht,::; ca:t0i_OTY 'te 
broken dm.--n L"!.to 6 mont h interval.tJ . 

Cav1te.ry Disease. As might be exr1ected .from pravious experience in 
t uberculosia studies; definition of cavital.7 diaeaze in cc~eidioidomycosis 
received a lie:& eh.are or the d10c1.1ssion of the group. Two main aspects of 
this problem t>Tere discuesed: 1) w:-:at r;ta.nda.rd.ized definition o-r a cavity 
should be ad.opted in future studie,J? aiia. 2) In ca.sea where the lesion changes 
or fluctuates between ope::i a-1:d clo:IJed; which cla.eoificatio.n should be applioo? 

1. Although there are discre:pancies betueen X-ray and pathologic determi­
nation o'f cavitation, not many of ·l.he patients are reaected to permit evaluation 
by the pathologist. Therefore, f o:": the sake of uni:i"ox-mity, the X-rey- f'ind:1.ngs 
will be used to decide if' a. cavity exists . A gas containing coccidioidal cavity 
w:fii be cietined. as "open", reiirill"eae of absence or presence o~a bronchial 
block; all others wffi '6e classed tl3 

11:f'illed" e Dr. smith pointed out that there 
is a different pro@lostic significance to different types of cavities. Thus, 
al.though the elaa0ical smooth fflllled eoecidioidal cuvity rarely if' ever dis­
seminates, tha chewed out liquefied lesions may frequently accompany dissemination. 
Therefore the type ot cavi•c.y should be reported. Dr. Wier suggested. that f'ilms 
from the eases included in the 1956-1957 retrospective study be pulled and sent 
to a eentr.ai eoimuttee for unil'oi."m class:if'ica.tion,'

0 

aiid tlii.€ these patients be 
:followed up in future years. Dr. steele :recommended. that, in all i'uture easies 
siiudied, :films be made in dupl.1cate4 and one ~ each lJe sent to a central unit 
for unif'om. cfusil':foo.tion (e.g. one of a stereo-pair J. • 

2. Si.nee eoceidic1dal pulmonary l~sions ma.y fluctuate be·tween "open" and 
"filled", the question arose as to vhen a cavity must have been oi,en to be so 
classed. Dr. ~e reported that about mlf' o-r the cavities be has seen cloeed 
apontaneously by two years 1.e. diuap:p;!ared or left DOdules. They may :fluctuate. 
Dr. Bopn fe1t that we should try t:o distinguish cavit:ieo that :r1u,rrom pneumollic 
lenions that beco:P- nodules without evidence of a eavitary transition phase. 
It w.s the consensus that it a. pe.ti.ent bP.s ever had cavitary di.sea.Ge, this fact 
Gbould be recorded. 

coexiating Pul.mona.ry 'l\lberculosis. About 1.~ of the coccidioidomycosis 
eases in tiie retrosJ;>ective st°uaj had tubereul.osis also. Wb:lcb came first? It 
w.s suggeeted tlla.t tbe TB oeeurs in eB:Stern u.s. cases after admission. for the 
eoecidioidom,ycooiB, vberaas, in the Arizona area, the 'm patient picks up his 
coccidioidanycosia after coming west fo:r his TB. 

Diasemnation. /mlong the dieE!elninated. eases of coccidioidc~cosis, owr 
6ocfo bad dissem.ina:~d within the firm t-:-so mont hs ot the primary iid'ection &Id 
84% vithin tba first six montba. Dr .. S:nt.h f elt that w--e mu.st e~oo "late 
di~tion" • .,er:, criticalzy. tr. Wier rs.ised a. question a.a t o tbe prognoz:to 
of those cases tmt SU2"V'1 ved s1x or eig.";lt yean1 of dissem:S ne+.ed dieease. 

Of 61 diueem:f :na.ted caaea N}!OI'ted in the study, 20 bad no X-ray evidence 
of pulmonary involvement. As mentioned above, certain tjr,pes of cavities ma.y be 
~ eoeiated with diPnemnat1.on, and the ·tatal. pict ure o£ pa.tbogen.eai s, X-ray 
:tin.dings em serology must 'bca lmcnm before t he rel.atio.usldp can be el..a.rified. 



-- Dr. :&<3l.de had obsa:;~ed protection of mice using the insoluble form of 
the drug on ilice that ~re alnx>st moribund from massive infection with Co 
imm•;is. Dr. B!.lde al.so p:reoont-..~ come very iDterea•ting data on the de:' 
precdng ettect of' c. ilcJlliti& cells (and cell wall polysaccbaride) on properdin 
leve:..s in mice and con-el.a.tee! this vith depressed properd1n levels in patients 
vith d isse::ninated coccid ioidomycoB1B. 

Dre Huppert presented f'ic,.irea on his study ot 1n vitro and 1n vivo ecti\::i.ty 
of amphotericin B. or r:artieular interest were thea.Ul'erent invitn,ou.ace:p;i­
bil.i•tiee of dif':fereo.t st rainB of c. immitia from tbe CUlture Bank, to t his dr 1g. 

The 'Gotal population of a. given strain ilao exhibited. varying degrees of 
r esiatance. 

Employing both the soluble and insoluble :torms ot amphoteriein B, intro• 
duced intraperitoneally into inf'ected mice, Dr. HUppert observed significant 
prot~ction against the disease, on administration immediately after inf'ectior, 
and after a 7 day delay. 

B. Nitropn J.Wita.rd 

Dr. Kurnick has treated some caaes of diaAADd na+.ed coccidioidomycosis w .. th 
nitro~n mustard with some encouragf.ng results. Be suggested that it mi~ i" 
producing its effect by reducing h;yperpla.stic reactions, vhich be bas founcl ! '.>re 
pron~unced 1n Negroes. 

v. Protocol Studies 
--------

A. AMPHOTERICIN B 

It was generally agraed that the old, insoluble oral. :rorm of amphoter ie.n B 
is not readily absorbed and is not e:ftect:ive for treatment of cocc1dioido~c,.ais. 
It vas :furthermore decided to defer aay protocol tor oral use of tbe soluble i.v. 
prepB.1'8.tion. It we.a agreed by lJ,MD1mus vote, that ·arntre.venous amphoteriein B 
protocol mil be adopted by the Coccidioi~cos!a cooperative Stiiay. Dr. - -
Hildick-Smith indicated that more or this drug will be aVillable to us than ad 
oriB'na.lly been planned .. 

Due to tbe toxicit;r or the drug, objections vere voiced to a protocol t ,r 
treatment~ acute primary and carttar;y' or nodular pulm0na.ry disease. LatQr 
if an effectiYe, non-to;cic oral. form of amphotericin B looks promi.aing., a 
protocol. for the pulmonary form 'Will be considered. The committee voted t ha:t· 
only disseminated coccidioidomycoais will presently be treated in a protocol. 

'Die group then engaged in intensive discussion of the problems of case 
selection. Opinions we:re expressed for and a€7}1.inst randomization. Dr. !JYde 
pointed out that old dis seminated caoos usually ba.ve a hietol°'J of recurrent 
spontaneous remissions, and was 1n ta.vor of studying fresh disseminated case.· 
in t he protocol program. 

With the limited number of caaes which v1ll be available f'or study, ran~·.om­
ization w.s not considered pra.eticalo Furthermore, toxicity will eliminate ome 

--._,_ pa.tien.to from the study, upsetting the randomization even :f'urtber. In view f 
the data al.ready e:vailaole on progp.osis of disseminated coceidioid.omyco3is, ,. t 
was the conaenSUD that ·the protocol study not be randomized, but that a l l di -
seminated eaaes be trea'ted. The criteria for success, then, would be a drair·tic 
shift in survival stati·:itics. If no such dramaJGic change is observed, -tbe·-:i . 

-· - _.__ .,__ -.-.-.-.... .. ~rln -..QN 



VIo 

Dr. F,pberg l!X,Pl'eElsed the opinion tmt a period~ otabilizat:t.on w.s 
necesaary bet0?"3 ~e:tmmt of d:if1DemiMi.ed coceidioidODlj"COSia., sinee spouta.naoura 
remaaions do occur.. Dro ~ preHmed hia exi,erience vi.th ehemo~:re.peut;ic 
tre&tmeut of dogs with diPeem:fmted. coec1dio1~1• vmrein de~ treatment 
was 'UDJSUCcesai'ul due to f'allure of drug to penetrate the older ganutc:r.ra:tcus 
lesions. Earq treatsent, before extenaiire gm.mlam. fozm.t1on, WWI success...f\u. 
(This alJ1o suggested that nitrosm muata.1.-<l., e.ttect1Jl8 1\Yperplaatic-rea.etion, 
might be used in J)8,1'8,ll.Atl vith amphotericin B in. olcl caaea). ~ eaneens,~s t:a:, 
that some baseline :lnf'ormticm vas neceBGa17, but that too J.ang a dela.;y j.n troat­
·ment wae undeairable. or. Egeberg clar.lf'1ed hie ccmcept of atabiUzat1011: it 
does a.ot mean tm patient 1si on a plateau, but rather tbat the courM em 
direction of diaeaae are lm.owno Because c4 ·the uni.1'~ bad proposin f'o.r 
maningii:.1111 DO need W&t:l recosnized tar sto.b1lize.t1on 1J>. tbeDe C8N$o ~ com_ .. 
111.ttee theret'ore TOted tlre.t e.11 dieaeminated caaee excec r1ngttia are to be 
treated atter a. baaeline 1a esQB.iied 'by criteria to termimd; a.Di! tiiat· 
ill muing!-Eis caaeg are to go OD. protocol es 80ClD as cl!ainosedo 

The c01'!11!:ittee telt tllat drug MU1tivit1es ot the c. iDll:tt1s iDOla'OOd from 
protocol. cases ihoiiid be diteiii3.nec1 aa is <laiii !ii ihi tuliereuiosls cooperative 
st#· • 
B. SURGICAL 

:rnaSB.teh a.a the retrospective atudy provided onq l:lmited inf'armaticn ca 
course of ca.vitary disea.se, it ,ms decided to deter ccmstderation ot a surgical 
protocol until more iDZOl'DBtim was available e. S• t'iiroiiib a fol.low-up of our 
retrospective atudy or througll a 5 or 6 year retro!f!ctive group. 

Report Forms :tor cases uiaar study 

case registry will ccntiD.ue, us1ne; the retroepective report :tonzs, vith 
mod~!catiana adopted at Ws maeting. 

For the chemotherapy protocol, it was voted to 1 J.'eport 1'orms beMd. 
~ -
a; 
by Ja.mJary l, 1958. 

VII. Exhibit 

No :tuna.a will be a'f'8.i.lable tor a coceidio1d~oaa exhibit :1n 1958, but 
we mll plan one tor 1.959. 

VIll. Bev business 

The probl.em or repraeentatioa or a.U study unit• had been di.sposed at 
earlier. Ia.ck ot f\m:l1G preclude• apecia1 eroaa repreaentat1on with the Bisto­
plaia:,aie grC>UJ>, but ame excllan.p v1U unaoubt~ occur a.t the 'l'Uberculosis 
COOpere.tive St~ eord'erencea. 



MiiOTES OF TEE SECQWD AtffltJAL NE.ETJlro OF Tm VA-ARmmFaiCES 
COCCD>IOIOOHYCOSIS COOPERATIVE STUDY C'~ 

LABORATORY Ccr«rrl'EE 

'?he laboratory ccmm.ttee met on Fri<lay, December 6, 1957. Dr. Milton 
Ruppert served as Chai.ram. 

I. Revie-.. or laboratory Phaaes ot the Retrospective Study 

Thia review vas carried out as part ot the retroepective study &'W..lysia 
during the pl.B.na ecmm.ttee meetiug and was reported th...ore. Briefl..Y, it mis 
reporw;-d the.t culture was 3UJ)er1or to m1croscop1e exan:1na1iion ot sputum or 
spiDal. tluid for Ce immi:tis, aw:i. t!Ja.t mice appeared superior to guinea pigs 
for inf'ectivity a~ 

II. Decisions at Ocami.ttee on Plau Attecting Ial>oratory CODUittee 

Antibiotic Seu:1t1v~x testing. It was Toted tat antibiotic sensitivi~y 
testing be ,E;rfomsd on <: tures froa. ti;tocol cases. Sam :rep:renntatf ~a -­
wished to N"e iiosp!tali do tbeir own ei~fiii. Eii :bDspitals are not 
equipped to do tb1a. A sta.naa.rclized test 10 eSND.t1el., aa 1• an oecaoiana.l. 
check on llospiteJ.a doing their CY.iJ1 vork, by a central. reterence laboratory. 
The ata.tt ot the coccidioides CUJ.ture Bank at am Fen.an.do ca.a do acme ot 
this extra work, but vll1 require extra peraormel in order to run t>,s ensi­
tivity tests '£or tha vhole prograa. Dr. Bip,pert, in the meantim, vlll. 
prepare and distribute a OOl'Ulitivity teat protocol. 

Serolol. A8 with sensitivity teoting, SCliB'/8 stuay unita will Vish to 
per.Corm tiier om aerologica.l studiea, 'VD'!rea8 others v.lll be unabl.e to do 
so. Tlio problems were a.1scusaed at ·l..engtb: 1) lbUomity of antigen and 
2) unif'ormi:ty of teclmique. • .' -' -·· • • • 

l) Altbougb akin test antigm ia available ecllllml"C~; all. study unite 
will use c9eCidio1d1n tl'Oll e. single' batcll by Dr. smith and being -

s r u a V • p.ree ;p or camp ment-
an geDD are e;~e;u,.1,.t1,IU,U:: cc:armrc • Dro Smith will not be' able to 

supp~ all of the antigen needs ot the protocol stu.d¥, am suggested that 
it voul.d be econcm.cally most practical to pay a serologtat to prepare and 
stam!ardize a. l.Ulttom antigen for the wlao.12 program. Uliform antigen 10 
esaentia.l for mean1ngfu1 serological studies 1n this program. The eamm.tttee 
voted that • • 

a) tbe Camn:f.ttee reeoanend to VACO tlm.t a central antigen 
inparation liborator.v. bi eiiabll&a: am that 

b) tie dciiidttee reenmiiixl that VACO iieke i1uiidi availab:JJ! 
tor auch a central satip pre:pe.ration la.borat5:: .. 

2) Dr. Slitll pointed out that, 8.l.thoup be encourage• initiative :tu 
atteapt;illg 110dif'ica.tiOJ'l8 1n serologic procedures, tbe cooperative at~ 
would require unifOl"mity at technique. JI! further 1Drtted laboratory ~r8<m­
nel vho would be par.tonwag Coccidioidea serology to visit Ina laboratory to 



o oon-e the t cchaiqU::JOo Ulrt'artlil'.ateJ~, limitations in funds 1-.a--oula. proilably 
p:reclude any but lo~ pp,xSOmtel. fi"OOI t aking advanta.5: of' tbi1;; opportulli:ty. 
Tmre i s alt~ variation in ~chniqU2 tram hospi"r,al to hoapU.a.l; i:.berefor.e 
:1:.:; '\.-aB a.greed tmt spot clleckEl 1n one or :rDre ref eNmce laboretories ,rould 
be neceo&ta.ry. Mien ~bell, Dr. Smith and Dr. ~rt a.re all a.bUt to do 
sc21e gerologr for other study units but vould not b0 able to take an the 
vhole program without extra peraonru,l. .Anot~r a.dvan.t881! to a cent ral ref1?rence 
l,'3.borat..ory \."'Ould be t.bo caving at antiS?n, since cer...ain cont1-ol8 m y b! c-et 
U!) rar one teat err i"ifty testa with the same aa:,unt of anti~. 

Tm c011Deuua was that imividua.l la.bore.tor lea will pert<>m tl!eir otm 

aerology if facilities om antigen a.re available, aid t&it ¥R§t c!#eki ari 
to be peitoried on apllt opec:fiiina by control laboratories. 

II.:. Role of laboratory Diaf,JIOBiS 

~o~. Dr .. BUppcrt bas seen a number ot culturea which ao not look 
1.1.ke ~k :pictures of c. im:liti& but vbieh vere proven to be tbe.t 
orgen.1am. Ji! concludes tm.t there ia n.o truly typical c. imm..-ttia coloDial. 
type. Similarly, he ma received certa.111 other culturei vhich grouly and 
microsco.pica.ll3 (cultures) reaemble c. ilmd.tia but wbich appear to be ae.pr o­
pbytic ecn,tanrfnants. Tm! criteria uied oy the culture baDk tor cOll'firme.t ion 
of identity or aW5ItJcted c. imitis cultures a.re en.dosporulat:i.Dg spherule 
production 1n vivo and Actidione(R) resiatan.ce. A ~a.st ae;u- cul.ture is w.ed. 
tor prepaJ"1ng 1nocul.un far the mowae . Th9 culture needn •t ki.U mice to t~ 
identi:tied aa Co 111:mtia but on sa.eri:t'iee at 2 or 3 weka the mice JIDlJ!Jt be 
ahawn to be ha.rboa:iii endoaporulating ~So .,.)9.~ vere preeated indicat-
ing that tbe non-pe.thopnic "coccidioidea-like" cuJ.t~s 8.l"O 1nhibited by 
4oo ug/cc ccaicentre:tiona ot eycloheifidd.e (Act1diouelRJ), whel-eaa true 
c. 1lllattis 1a noto 

Dr. :aii,.pert ~ developed a teclmique tor antibiotic 11enait1vity testing 
of co 1.mmitia, vhich be vill try to simplify f'or m.cluaion 1D. thD Study0 s 
Iaboratory s£ama.re.ao 'l'bere is a.a ~t no spectroc~cal. ai.a.lyai.a tor 
Am_photericin B ill ~ fluid.a. The Squibb ecn;peay 1• working on th1JJ problem 
and v.Ul nottty the laboratory ccm:ci.ttee 'When one beeomee availa'bleo Thi• 
v1ll be neceaaa.rz, for eval.uation ct taxici't7 aDi therapy. 

The n$0d. tor extreme caution 1D handling Co illld.tis cul.turea vas al.Do 
restreased. llro Eaeberg mentioned f.8,rticul.erl,i the :liirectious ha.za.rd at 
older dry eultureGo Dr. Ball 8UfMBetecl t ,hat the camittee prepare a mo,rie 
OD aa:f'ety a.mpect■ and laboratOl"J metbods in coccidioidaey-coaiao It~ 
eJ!nerally agreed tbat the CDC movie did not preHnt sate net.hoc18 tor working 
with cultureso 

The camittee 1s to inquire at the post ottice reP'J;l.?'diDg intectioua 
material ebipzent regulations. 

Biatopa.tbolo~. Several of the study units vish to keep port1ans of 
pathologic specimen• for their own mwieuma. en the otber band, it vaa t clt 
that an ~n"'~ with the AFIP would al.8o be desirable . Dr. call ender 
recommemed that ve keep what we wish ror the museums, a.mi selld ~b! re­
rain.der to AFIP u ~ pointed out tbe.t :i~ of ~sed granulorras a.re 
diagnosed by apecii"1c b:1ctoclmtical e:>romina:tion at the AFIP. The committee 
uill t!ri te to t'.i.la ..\med Foz-cee In&titute of Pathol ogy about setting up a 
tissue pro~. 



Tb!rs i s a !J!.l.l in our kr:mwL>dg,e a£ _.'11.e pa._.Ghology of acute p:rin:a:r:r 
coceidioii a.ey-coai a awi Dr- W~ 3US'@!Bted tba.t .. Ghe ~ Forces are :pe.rt1cu­
la:t>ly well :a1tus:ted to mke a. IJtudT ar pe:thogenemi• at t:be dizaaae. SU.eh 
r.:. program wou.14 en.tail. autopsies of accidental. death victima known to !lave 
'!01IVnrted to coccidio1d1n a short period prior to death. 

D1DU11ol~. AB mntioned ahove, study units ahou.ld pt tbeir supplic m 
-:,f coceio.10~ by writing to Dr. ~rt a.t San Femaiido VAB. -

Problems of setting up routine precipitin al.1d canpleae-nt fixation 
testing a.re discusoed above. 

Adiaeuasion of' erosa reactions 'betueen bistoplaml¥,aia and cocci­
dioid~cosia :f'ollot?ed., particularly with reSp!et to skin teats. M.lso CSmpbell 
pointed out that mny primary histoplaamosis cases may have a. negative skin 
test, and Dr. Wier observed the.t about 201, of coccidioidan.1"cosis cases may 
be ne~tive to 1:10 coccidioidin, using the commercial antigen. Further 
complications are introducad by the facts that a group component in. histo­
plasm:ln cross reacts vith coccidioidomycosis patients, but the reverse is 
less likely to occur, and that many patients may be truly positive to both 
s.ntigens. In some cases, a"cross titration" or skin teats may be neceesary 
to rule out the cross reaction. 

It was concluded that no screening program be set up by this Study group 
a t this time. Some studies of cross reactions are already being run else­
'lrhere so no such program was adopted by the committee . 

. CUl.ture Bank 

Dr. HUppert reported on tbe status and activities of i.be Cocc1d1oides 
CUlture Bank. At the time., tbere -were lo6 atraius 1n the Bank iii! ill were 
being checked for Actidione(RJ resistance and mouse pathogenicity. 

The use of Millipore Filter technique for iaolation ot c. immitis from 
apina.i flu.id vas dioeussed. .Among the advantsges cited were -total recovery 
of very sparse spinal fluid orw;miems and the practicability ot washing 
residual. drugs out of tbe specimen. Also mentioned was the la.ck of adsorption 
of su@U" and chloride by the :filters ao that filtrates can still be used. for 
analyses. Some protein ie lost on f'iltratioo.. 

Among other activities of the cul.ture bank are studies of the biology 
of c. 1.mmitis, banking storage techniques, and screening ot potential chemo­
therapeutic a~nta. 

Dr. Ringle made a brief closing address and suggested we continue th! 
:;.4et ros:pective analyses into 1957. 



............ 

VETERANS ADMINISTRATICE 
HOOPITAL 

San Fernando, calif'ornia 

October 3, l.957 

TO: Canmittee Membera, VA-Armed Forces coccidio1dcau;ycosis 
Cooparative Study 

SUBJ: .A3t-nda tor next meeting 

lo Tbe proposed agenda ~or the next meeting ia enclosed. Comnittee 
members are urged to aend any desired additions to tbe proposed a.aenaa 
to the underaigiled as soon e.s poaaible. 

2o Aleo enclosed is en outline of the suggented chemotherapy protocols. 
Comnittee members are requested to study tbeae protocolc end to be prepared 
to discuss and m:xl1fy them at the meeting in LOB Angeleso 

3. The meeting will be held at tbe veterans Mm1a:S"tration :Regional ortice, 
1031 South Broad-way, Los .An0!l.es, california, en ))aeembe? 5 and 6, 1957. 
A list ot hotel& 1n the area will be sent out at a later date. 

4. :rntornBtion concerning travel fund.a and other such matters sbould be 
obtained f'rom Dr. Dunner, at VACO. 

Encl. 

h1.-~ 
Becording Secretary, 
Coccidioidomycoais Cooperative study 
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PROT'OSSD AGE:NDA CF THE CCM.U'i.'hB ON PL.f\l~S THURSDAY, DECEI~IEER 5, 19 fl 

I- :rntrcduetory businl!os 
A- Introductions 
B. Coi,:mento on meetings at St. Louis and Pleasanton 
c .. List of study units and structure of ccmnittees 
D. Shall all etudy unite have npresentativea on th! co.::iroittces? 

II, Retrospective ritudy 
A,, Reports 

lo Statistical - Mrs. Livings 
2. Clinical 
3. Laboratory -

Bo Ccnclusiona from retroapective study 
l. Extension of tbio study? 
2. Publication of result-s1 

III~ Reports on new drugs under laboratory 1nveat1{g;ltions - Mo HUppert, Jb.Do 
Ao Pa.rabens 
Bo Wakaman drug 4o-14 
Co Wa.km!Ell drus Antimycoin (C-381?) 
Do Misc:el.laMous 

L Candid.in, Candieid.1n 
2o Aspirin and INH 
3 o Nepera #1968 
4o Ciba #SU 30(,8 

TI o Drugs m::der COD81dera.t1on for protocol chemotherapy studies 
Ao F\.:ngiZODe (ampbotericin B) 

l., Reports and conments 
C. Eo Smith, M.D. 
Go Hilliick-Smith, M~Do 
c. campbell, B.S. 
M. Huppert, :FboD. 

Vo PrcYtocol Studies 
Ao Chemotherapeutic: Discussion of proposed protocol 
B. SUrgical 

VIo Report forms for caaes under atu.dy 
A. Initial 
B. Follow-up 

VII. A coccidioidai:i;ycoaia exhibit for 
W!A - l?hiladelpbia 
f,JrJer. College of Chest Pb,yso - San Francisco 
AMA - San Francisco 

VIII., New business 
A. Representation of all study units? 
Bo cross representation with Hiatoplamnosis cooperative Study? 
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