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1.0 INTSL0UCTICH
1 (rilY=1) I8 e eucwgical aganms o Aol

Tha Humin Immuncceficiancy Yirus Tyge !
Immune Ceaflciancy Syncdrcma (AIDE). AIDS i8 characiarizec oy a proleunc bresxdown i
tha hest's csilular ang humeral immunity and Incraased suscsntkility 10 2 wics rangs =f
cppariunisllc infeciens. Oneé of the consequancas ¢f this immune dysiuncilen is 3 marked
ceplatien ‘n acsciuts CO4+ calia in HIV-infectad individuals. Scmae of the cumant rasaarch
eficrts ary diraciaC lowars exploring vacsines, amivirala, immuna meculatcrs and antisara
as approcaches 10 the antiviral and immunctharacy ¢f AIDS. Recant Insights !ntz immuns
systam resgcensas o any given cathcgen have liuminated the importanca of TH1 and TH2 or
call meciatsd and humeral Immune aclivatlon anc contrel, resceciively.

Tne Worid Heaith Crganizaticn currant asiimaia ¢f the number of HIV Infecisc indlvicuais
world wids I3 15,000,000.

1.1 BACKGRCLUND

Tha technigua 2f dallbaratsly giving a2 clasase o cure or grevent ancther cissasa (s well
xnown |n the history ¢f mecielns. Examples Inciude cowpeox vacciralicn ic arsvent
smalloex, and the Sabin ilve pollo vaccina to pravent pele.

Inducsd Malaria Therapy (IMT) cansists of incculating a paiient with & curacls form ot
malaria (usually Flasmedivm vivaxl le cura ancihar cisease that s stherwizs incuratle. i
~as zlenaersd oy Wagnar-Jauregg whe 'was zwarded the Nobel Prizs in 1527 ifor his
clscovery that IMT curec neurasygmils. I nas since Seen determinsg inai syEnils
cathology ls acdvanced by & prematura TH1/TH2 immunoicgical awiich (Filzgaraid,
TJinfactlen and Immunity, Sapt. 1882). HIY cathciogy is also advancec by a Sramaturs

TH1/TH2 switch, .. cail meciated immune rssconse predominance |3 rsplacsc Sy numeral
MIMUNe resccnaa preccminancs.

ressarch stucles conducad at UC Baerkalsy, 'Waltar Reec Army instiiuta of Ressarcn, and
Haidalbary Unlversity Indsgencently demcnsirated that malarna induces procuction ¢f
varicus cytckines, Including intarfeukins and 'umeor necrcsis factor. Thass cyickines
ragulate the TH1/TH2 respcnsa whica ars resconsitia for the sscapa of HIV and syghills
fram the immune sysiam defensas :

Secause of tha dramatic burst of Imereren gamma {INFY) precuced by the Immuns systam's
rasponse ‘c !MT, It Is postulated that TH1 precominancs will e rastored. Strong TH1

raspcnaas are assccialad with stabilizaticn cf HIYV sympiomatcicgy.
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Al 'ma 352 oo
3 arilergey fzwicm o TE03. Tag ssas followad 112 cricran with HIY, +0 &sd fad i malara
and 73 o= ner

At the anc of owe yearg, 23 (38%4) of ':-n 71 enilcren wita AiCS arnd 0 maiana ‘wer’ ceac,
Surng the sams ima sercd, tha 41 cnildrsn with maiara snc AIDS wers ail living ard 'wsil.
Nena of tha maiana Infaciad AICS _:aJnr.::. dlac curing thia "'Jm yaar -ancc,

A seccrid significant study, publishad in tha Mew Zagland veumal of Meclcing, waa camsc
out In Venszusia 5y resaarchars from tha Univarsity of Macraika. Tnay repconed that a
group of Vanszuelans with malaria wers sarcgesitive fer HIY anibcdies, but navar

cdeveicpec sympicma of AIDS.

m e

2.1 T detarmine the adfety of IMT in Fersens with HIV cisaase.

2.2 Te merlter immune systsm funcicning befcra and aftsr iha acministraticn cf IMT.

23 To meniter fecrile rasponsss of IMT on HIV-1 viakilty.

2.4  To monror viral lead in patlents’ perigharal biccd menenudiear calls zrcr o
=acinning, during and post IMT lreaiments.

2.8 Ta meniter cyickina rasponsss of IMT in atugy particgants

28 To monitsr*ha ~curse of Incidancs of soeerunistic Infections In the stucCy

Far:lnparrln
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h:w K.Enmu: sarcoma.
a3 Tgaglacs 1080 Gnmhnd Arstsm. oI Natorse T2 0 THIL

2.5 To mender the arfect of ami-malana crugs on HiY grodisraton.

ey 1! ENOBS]

To cetsr—ira ! MT may Se sf theracewic carefit ‘or wicescread usa n 4V dlsease basac
on the !clicwing criiarna:
1,4 Changsa in BV lead or concantratcn 3s incicatsc Y suartfied ANA-FCR in peripheral
siced mencnuciear cslla (FEMC).
1.2 Changes In p24 antigan lavel
3.3 Changes In completa bicod cell cou
3.4 Charges in T cell anumeraticn par'sl
3.5 hargas \n CD-38 (natural Killer caiis)
3.5 Chargas In tha xay cyickines inciucing out et mitec (20
3.5a Interieukin 2 (IL2)
3.5b  Intereukin 12 (IL12)
3.5c Tumecr necrosia facior algha [TNFa.
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~  Dkanges in incicanca rate for naw cosenunists iedtions.
Cirarges In call maclated immunity (CMI) 35 msasured by intra 2ammal armigan skn
a5t (Mugi-taat SMI).

Changaa In the sizs, ccier, intansity, and palcatls skin sharacsnatics cf

sitanecus Lapcsi's sancsma Esicna.
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4.0 METHODS

The matheds of raatment we will usa are well astzbolisned and basad on the mere than 50
vears that IMT has cean used. Each HIV pesitive catlemt will recaive a natural 'nccuiatien
contalning malaria parasiles. Malaria fever typlcally ccsurs every other day anar
agproximetaly a bave week Incubation pericd. On the first day fever cecurs, the catisnt will
be acmitted te the mecical faclity. Aitar the Inclcated numecer of fevers have cccumed as
determined by thair group, antimalanial mecicaticns will ce acministarec. In ail the years that
IMT has been utllized, thers 18 not a single report of a failure to cura this Csiltarately incucad

maiana.
Patiants will be feliowed clossly and paricdically re-gvaluated by members of the ciinical
rgsearch {gam.

Lasatory draws Wil 1aka place 2t Sasaline, weekly curing fecrile response to malana anc
threa and 3ix weeks aftar antimalaria irsatmant Nas Segun.

4.1 MATERIALS

Mziara wil 28 roucag ir 'ra sy saricizant wdizing ‘ha aaiunal meda of triramission.

Animalaria reatmaent will consist of, "apercorate antimalanial macication”.

42 STULY GRCUP
30 HiV+ sstents will s snrciled 38 carticipania i i3 ccen-Acel cortrolled trial o
M.

4,23 !nclusien Critaria
1) Al :8ast 18 years cf ags.

b} HIV sercpositlvity; carification cf thia from previcus ireating ohysicans
i the ferm of mecical reccrea |s accaptable.

3) A CD4+ lymphecyte count of a2 least 100/mm for Greup 1; CD4d»
eaurt of &t least 3C0/mm for Group 2. Two previous T-call panela must
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=)

g)

e ) 222 ‘silewing sassling laseraisry vauel:

Hegmecionin > 9 gmicl

WEC = 1,500 car ul

PMMN > 500 per ui

Plaislats > 25,000 per Ui

Billrubin < 2.0 mg/c!

SGOT, SGPT, alk, phea. <3¢ the upger Imit ¢f nermsl
Craalinine < 1.5 mgfel

Xametsky > 70

Ute sxpectancy of »8 memhs

Usa of suitabls comracaction for wemen of ehild bearing aga.
Willing and cacable !o zrovide Informad cansent.

42> Exclusicn Criteria

1)

3)

4]

g)

&)

Fatlams with pricr axsesure to malaria cr whe ahcw a pesitive rsaction

10 the intracer—al tast cose of malara. Such a feactlen consists of an

arsa of recness or sweillng > 10mm In glametsr, faver, dyspnea, changs

in bieed orassurs, =¢ ‘e cavelkcpment of rash within 43 hours, Suen

patients will e inclucsc if it can be demenstratsc inat they are stiil
s23pukly iz ==t anzgetable wirains.

- -

NG 2nance in arsirsicsdral therasy 'er tha sravicus fws IR

Fravicus traatmant with chemctheraceulc agems (Siner S
intralesiconal) within 3igm weeks =f snrcliment.

Histary =f or activa sressnca ¢f 3 majer or lfe thragtaning coccnunistic
infaciicn.

Acsive substancs atuaa which, |n the Prndpal Investigaicr's sginicn,
might pravam scmpiiancs with the siucy's rsquirsments.

Fracnancy or Srsas sscing.

Carclac cissass s a ~=rrralncicatien ‘o malantheracy

Protpcal
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Alter a patlsnt has zuzidsd 'or ths stugy, Zstails of the siudy will Be discussec and tne
catlent ghven an 2icsrunity ' ask guasmizns. Infermed censant will B sotairsed prior to

tragzmant,

Sasallre evaluaticn will consist ¢! a briel mecical histery Including Cetalled infermatlon
accut tha courzs of ha satlant's HIY infectlon, previcus and curmsnt maclcationa ang

traaiment, and a shyalcal axam. Incluced aiso ara tha folicwing laberalcry tasis:

Chamisiry pansl 24
Ccmplete Biced Cail Count
T-Call Panel

Interiguidn 2,12

Tumer necrcsis Facier alpha
intariaron gamma

Call Meclatad immunity Skin Tasl
Eeta-2' Mlercgicbulin
Urinalysis

F-24

F-24 (ACD)

Quanative RNA PCA
Tamceraiurs

4.4 STUDY TIME LINE AND TREATMENT PHASE

Thers are two irsaiment groups of 15 indivicuals each.

Greup 1 will recsive Incculation of vivax malana. When symptoms ¢ paracytemia ars
avidart they will Be allowec = 2cntlnua Unirsated by ant-malaria crugs for 14 cays.
Group 2 will rscsive incculatien of vivax malaria, When symptoms ci paracytamia ary
svicdent they will be ailewec ‘o continue untraated by ant-malana druga for 28 cays.

Each group is {unther Zividsd inte thrae groups of 5:

Group A will nct havs heir wmptems ‘raatsd with ant-pyretics uniess thelr fevers rise abova

419C.
Group B will recelva ncn-starcid antl-inflamitory for the rasciction of mild tc mecarats

sympioms attributed o maiana.
Greup C will be trsatsd anly with 2mg of cral alpha Intertaron Q10.

50 SIDE EFFECTS AND AQVESSE REACTIONS

The side effscts and advaraa reacticna of Indudng malaria therapy may Inciuce, but are nct
imied to the fciicwing: fever, chills, fatigus, nauses, vomiting, headache, flushing,

Erptacel
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deminass of iha cnest sack saln, myalgia, swasltng, tscstsnsicn, anacnalexis, avaa <eath,

sarem sicxt3ss, Tuzde weakness, and pcotartal Srogressicn of e symptoms & HiYAADS,

I zasa = any macial ametiama tha catiant shoule contac s or aer primary ¢ars ooy sician
'~r irsatmart. o3 Sallaved tnat the arosiam i Salaiag (¢ iha stugy , IN9 RUCY cterTinalar

incisr tha sancizal iavestgsicr must =a netiiec.

AT L NTAR =ALI Y

Maintsnarca of the hishest stancarcs of mecleal ang lassraissy carg anall Ze acharc o =

ail times threughelt the siucy.

All data will be collecisd and raviewsd by the study meniter ang Princizal invesigatsr. Tns
study coordinater snall be resconsibls for collection cf the laceratcry data, final ragena as
they ceccma availacis and their transmissicn io the P! and 19 meniter,

Statistiezl analysis will be pericrmed fo detsrmina significant changes !rcm cassling
assessmams of the ¢linical anczeints.

Asssssmant of tha affcacy of this therapautic mcdailty shall be based upcn fercsniaga
dl¥erences In assessments betwesn besalire and Intarim values and tasaline znd ‘nal
values. The goals of the researcn and this protecsi ars 1¢ Setanmine safery anc arfleacy, (o
determine whnathar tha results reveaied ‘rom this siudy ars sncouraging nougn ¢ srocsed

tc a large scala ciinical trial.

T2 uenmCATION OF BAQTRCOL,

Thers may be clear Incleaticns ‘or mecification ¢f thls pretees| as the siucy procsecs.
These Inclcaticns will be documanted as they cecur but thay will be rsceracd 2 tha Wy

montior within 48 heurs ¢1 thelr cocourranca.

4.0 CONFIDENTIALITY

Al Infermaticn ‘with ragard o the acove dascricec nucy, a8 Nail as any aas::::a:a-;
informaticn shall 2e iraated as conficamial. Repen forms ang ail wntlen communicaticns wiil
98 maintainsd Jncer scecuate security and restriced acceasibiiity,

2 T cEEs -
nial Tha Investigsicr arc he

All rasearcn informaticn genermted oy this stucy Is conflesnt _
stucy meniter shail mutuaily agree upen publleaticn or presemancn ¢f the rasufts.
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100 TESMINATION

Tha Princizal Inveatgator @garvas the rght to tsminata tha clinical stucy at any dma.
Sheud such acten sesur, tha Principle Invasticater shall notify all sty panicizams of tha
reascn for such tarminaticn and snall previce a set of fnal Instructons for the pasicicants.
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