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Qbieclive. As apart of our efforts to discover novel anti-HIV agents, a series of anthra-

Methods. Peripheral blood Mononuclear calls were Infected with HIV-1 and cultured in the
Six he reverse

transcriptase activity was determined as‘a measure of antiviral actactivity.
order to determine the structure-activity relationships, varlous anthraquinones

substituted‘wth OH, NH2, SO3Na, halogens, aromatic, amines, etc., were evaluated against
aw Among these, poly-phenolic and/or poly-sulfate substituted anthraquinones were
found to be most potent, such as 1,2,5,8-tetrahydroxyanthraquinone(ECs0=3.29uM), 1,2,
‘‘trihydroxyanthraquinone(ECS0~3.44 pM), 3,4-didhydroxy-9,10-dloxo-2-anthracene-
sulfonic acid (ECso: a nM. Amino o1or halogen 3oT anthraquinones exhibit low
activity. None of the 100 pM. Hypericin, an anthraquinone
dimer exhibited a potent anti-HIV-1 activityEr M)in this screening system.

. A new class of anti-HIV agents with modest sc has been identified. Further
study of structure-activity relationships and the mechanism of actlon are warranted.
(Supported by USPHS Grant Al 26055, Al 25899 and the Veterans Administration)

M Cc P. 117 CASTANOSPERMINE ANALOGS AS POTENT INHIBITORS OF HUMAN
_ IMHUNODIEFICIENCY _VIRUS (av)

Taylor, D. tes * Liu, P.*,
** and Sjoerdsma

*Nerrell Dow Research Tnetitaute, 2110 E. Galbraith Rod,“éimetonati, OH 45215
USA ive Center, Mill B{11, London 7 LAD,

develop potent inhibitors
of glycosidasesLe potential snti-AIv ents. Several e known
inhibitor, +
inhibitory affect on glycosidases and for
murine leukemia virus (MOLV) in the
these inhibitors against the enr: and
0.05->10 ug/ml, respectively, compared to 10 and
most effective analog vi °
MOLY. A correlation between inhibition of glyco:
replication was obs

 

HIV-indueed syncytial formation in
infection in JH cells infected vith uv 1 topesstrain), The anslogs shoved
IC, ‘a betweent ml in the Be ssay, compared CAST at 11
ug?hi. These Sous also shoved good activity (IC. = 0.15 - 6.7 ug/ml)
he JM cells. In both of these HIV says, the 6-0-Bhtyry] og vas th
most effective, ( = 0.15 ug/al) compar to CAST (10 ug/ml). These data
and cytotoxicity stédies indicated a therapeutic index of th
6-0- 1 CAST red for iT. se observations vere furthe:
confiri by investigation of the 6-0-butyrate against Fr: emia virus
infeetion in mice.

e £ 50-200 ng/kg/da:
Q-15% and 60-81%, respectively. These observations demonstrate the potential
of the novel glycosidase inhibitors as chemotherapeutic agents in

EFFECT OF CHLOROQUINE ON HIV! INFECTION OF MONOCYTESM.C.P.119

Desnortes. ; Fouchard, M.*; Pyne, Ch.K. **; Réveil, B.*

* Physiologie Cellulaire, ** Génétique du Développement.
Universite P. et M. Curie, Paris France

anti

Monocytes were isolated from norma donor bloodrites by Hypaque-Ficoll sedimen-
ion andA sepracell, then gncubated with virus in presance in absence of chloroquine (120 mi-

cromoles for a period of 6 r SO mnioromoles overnight) Cytological study was performed
with electron mmieroscop icealttechn ‘a
Results : The treatment of HiV infecteded morales by chloroquine resuited in the formation of me
cellular vacuoles con! virions in var fou jon similar to those observed in
SFY infected cellstreated with iysosomatropagents (1) and in HSV infected cells expresssing à

served in HIY infected monocy- 

tes not treated by theoe

the cytoplasm of monocytes,

(1) Helenius et e], 1982, J. Gen. Virol. 58, 47-61.
(2) Campadelli-Fiume et al. 1988, J. Virol. Jan. 159-167.
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THERAPY REDUCES P24 ANTIGENEMIA. Edlin, Brian Re; Whalin;

S.M.; Weinstein, rt Bitran, J.D. Divisions
Diseases|and Hema’tology-Oncology, ¥

We e II donncescalarLng/à
in combination with AZT in natLent a with p24 antigenemia (>45 nd
ID: cout an”. Patients with ertuntatic infectionsAIDS, ARC, or a

(01s), lymphopa progressive Kaposi's sarcoma are brcladed. patients
t be p24 Ag(+) after at least 6-8 weeks of AZT monother o be

plasma p24 Ag and Romero levels. So far 9 patients have bee

re
median of 17 weeks. Higher initial CD4sounts predicted greater
reductions in p24 Ag. counts fel -microglobulin levels rose on
therapy. Side effects required IFN dose mod{fication in 6 of 9 patients.

vere OIs occurred. In all 4 patients followed
Ag at 8-15 weeks was

followed by a rise toward pre-treatmentt values at 9227 weeks. This rise
correlated with a fall in ZCD4 to ow 10%.

We conclude that AZT-IFN therapy te associated with an initial reduction
in p2 , à very low incidence of OIs, and a moderate frequency of side
effects requiring dose modification. correlation of alate rise inFrs Ag
«with a fall in CD4% suggests thet early antiviral effects of IFN na

reome by later immunosuppressive effects.

M.C.P.118 wey REVERSE TRANSCRIPTASE AND ANTI-HIV ACTIVITIES OF
PC
H. Takayama, Patrick K. Lal, ¥ lu and M. Nonoyama
Department of Viro) Showa University Research

Institute, St. Petersburg, FL. 33716, USA

Previously we have shown t PC6, a partially purl fled extract from
cones of pinus pervifloria Sunet Zuce, inhibited HIV-1 replication in
CEM, H-9 and U937 c: Here we show that Pee has anereverse
transcriptase tat),Ant sAMVERT activities. Addition of PC
reaction mixture of the RT assay Inhibieed” HiV-1-RT and AnveRTactivities.
Gel-retardation assay showed ¢ did not bind to DNA or the template.

ition s.

column of CEM Sequential Tris-glycine 1M, 3.0 an ’
.0) elution did not recover the anti-RT component(s), but the eluate

mtained anti-HIV activity. The replication of HIV M ceils wascor
inhibited after exposure of the Infected cells to
Thus, PC6 contains 2 active components: an ant!-RT component and
anti-HiV component that had no impact on HIV-RT. Further purification
of these active components in PC6 is in progress.

M.C.P.120 CELLULAR PHARMACOLOGY OF ANTI-HIV AGENTS AZIDOTHYMIDINE (AZT)
AND 2°,3°-PRENDOTIPINE (D4T) IN HUMAN T CELLS

nnelly, M. and As

St. Jude Children’s Research Hospital Memphia, Tennessee 38101 U.S.A.

Objective. AZT is the first effective agent in the treatment of AIDS. How-

ever, bone marrow toxicity and anemia is a severe adverse effect of AZT thera-
This toxicity has been linked to depletion of deoxynucleoside triphos-
(NTP) fo:

th
depletion in cells 5'-phosphate of ) was jor metabolite
(>99%) reaching 300-fold greater cellular concentratio: t obse
with D4T at equimolar concentration of th: s. Cells incubated™with
25 ac. lated >. after 4 h while both
plateaud at about 5 wM. After this p re was a rap: creaseein AZIM?
accumul. ird te initial level by 24 h, while both AZTDP

&@ poorer
aor.oi higher Level ofthe analog triphosphate in

CEM cells at equimolar concentration of tl

These results do not support the motionthat Geplotion©ofaNTPs
is a primary cause for the toxicity oeAZT 0: gest that nalog
triphosphate levels are the important determ:rainants of cellular Sensitivity to
these d Supported by NIH grantd'Oe3236. GA21765 and by the American
Labanese Syrian Associated Charities.)
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