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Section C Monday, June 5

Basic Research (Biomedical)   

‘SHORTENING THE RESEARCH AND DEVELOPMENT TIME FOR MEM AIRS BRUDG: THE PRE-I0 PROGRAM

qu PROACTIVE CLINICAL GUIDANCE AT FRA'S DIVISION OF ANTIVIRAL BRUEG.

Pater C. Hoyle, Ph.D. and Ellen C. Cooger, N.B., Nivision st

Mativiral Drug Products, U.S. Food and Drug Mainistretion, Rociville, KO. USA

M.C.P.61

The U.S. Food and Drug Adsinistration (FA) Division of Antivire
the regulation of mareaceaticals indicated for the treateen'

The prisary role of BAVEP scienti i

efficacy and toxicity ata iin Investigational New Drug Applications (INDs) and New Drug Applications (MMs).
However , to facilitate the rapid preclinical and Clinical research and devel: it of new AIDS drugs so that

providing detailed

the earliest preclinical studies,

Drug Products (SAVDF) is responsible tor

 

quidance|to drug developers during all phases of drug setsie
thrnt clinical trisls, to earket approval. These prograss foi ing the DAVDP reviewer's expertise

in drug developsent available to pareaceatical tires and iividual snvestiquters worldwide. The goal of the

Pre-IND Progras is to focus the érug lpper’s preclinical developaent progras on thoseeeinte

ee to rapidly coapiete the preclinical woonu ot‘a ond s0 inte

well-designed clinical studies as guictly as possible. The purpose of the Proatting Cine ansis te

ponsor optisize the ose of clinical trials" produce the aost usetul data possible upon which

sois approvel Can be based. The AIDS drug-revies es in DAVDP will be described, and

fp the Prograes wili be porn Major probless seen in the developeent of AIDS drugs and viable solutions
® facilitate drug developaent will be discussed.

 

M.C. P.63 ANTI-HIV-1 ACTIVITY, TOXICITY AND PHARMACOKI-

NeTIeS OF TOTALLYPare NUCLEOSIDE ANALOGS
inberg, rk rn, M.*; Martel, R.*;

Belleau, B.**Maun Soudeyns, aes .
*IAF BioChem international > Laval,cars Can.;
**Institut Arman Quebec, ***Jewish
Gen. Hospital, Montreal,

Objective: ‘to t

“Quebec, Can.

test a number of nucleoside analogs in which the
anso atom3'-carbon of the pentose is replaced by or

: pds. re ass. for anti-HIV-1 ©etivity (RT
bp Ag, cell viability) in T- li (H-9, MT-4) d a
monocyte/macrophage cell line (0-937
Results: The cpd. NGPB-21 (base = cyt, 3° = S) had
therapeutic idea= 1000 (sim. to AZT) and, unlike AZT, had no
ell toxicity at “th rapeutic concs. Also, NGPB-21 was very

activ in he V-1 infected 0-937 cell line. Rats given
NGPB-21 at 100 mg/ peo. dai for 14 days showed 10
inhibition of y rowt nd had 1 organ wts. (liver,
spleen, testis, kidney) and hema gic profile. Rats given
NGPB-21 200 /kg p.o. readily absorbed the drug and had
peak blood levels at 1.5 hr. andttt

in which 3° = 0 a

 
analog (DDIII30A) the sugar-basze linkage

in unnat:ton a-configuration showed à favorable
therapeutic index in vi
Conclusion: NGPB-21 aDDITL308 are novel nucleosides showing
igh potential as anti-AIDS dru

M.C. P.65 THE CARBOCYCLIC ANALOGUE OF OXETANOCIN G INHIBITS THE REPLICA-

TION OFOOesosAND HERPES SIMPLEX VIRUSES
“; Plattner, J.*; Erickson, J.*; Amett, G.** and

Shannon, W.** “Abbott Labs, Abbott Park,i USA, *Southem Aesearch inst. Bioringhar Ala, USA,

jate the vitroantiviral activity of the newly synthesized {+)-9-[2',5'-
Bethe“4oyclobutyliguaning (A-69992) against human cytomegalovirus (HCMV) and

simplex viruses type 1 nd type 2 (HSVvel and HSV.22).
ee antiviral activity at A-69992 HSV-1 and 2 was determined tn Vero ceils sing a virus

Induced cytopathogenic offects(GPEnonassay. The minimum drugconcentration which
PE by 50%
 3 Gat mine

against HCM deterind ia vosydeccoarahanoderryaaaacs)
cells. ‘Mier 6 dasdrug cytotoxicity was quantitated by the ability of viable host cells to reduce the tatra-

MTT), of infectiousvinvisf{romthedrugtrtreatedand untreated cultures

69992, IDsp for acyclovir): HSV-oo 0.57,0.43; HSV-2(MS), 1.00, 1.80; HSV-1(BW 10168 TK
fen), 4406, 13.03; HSV-2(8W9 was palally cytotoxic to
rocalls 00 ug/mL, while at 225 ug/mL. At a nontoxic concentra-

32 um. A-69992 reduced the yield of infectious HCMV in MRCS ceils from etPUttoobelow
the dotection fimit (ao6 rr. At the lowest concentration tested, yield
virus was reduced 14 fold. At the highest concentration tested, 320vom the drug cyoterietywas;
24%. By comparison, ganciclovir appears to be about 10 times as potent as A-69992in this system.
Conclusion, A-69992 exhibits selecive Invitro antiviral activity against |HSV-1, HSV-2, ane HCMV at con-
centrations as low as 1 is more potent than acyclovir against TK deficient strains of HSV.
pspbservations, and thoseatHajayashiet al ("Carbocyclic OxetanocinaeThat “ntpence

man Immunodeficiency Virusin T-Cells and Monocyctes/MacrophagesIn Vitro"),
Vale!inones a new drug therapy for AIDS.

Banu,The folowing iDso's were determined forrin‘andacerive|Dee {ug/mL) for
À-69
a
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M.C.P.62

Low Dose Raltrexone|in the Treatment of AIDS:
8!

Long Term Follow-upResults
eae Bernard*; Drury, F*; ne, V*; Ottomanelli, G*; Cannon,

*SUNY/HHealth Science Cenker at Brooklyn, **ImmuQuest Laboratories, Rock-

ville, Maryland, ***St. Luke'ssecore Hospital, New Yor
the long term results of the treatment of AIDS with

loses (1.75 mg ne) of naltrexone, Fan opiate antagonist

Method. Thirty-eight Patience with ame were treated in a 3 month placebo
controlled trial of naltrexone, after

vels from means o O i.u. to 5 i.u.,

jeocyte proliferative responses to

decline in responses to CMV antigen. p24 antigen
vels and settpa”antibodies will bePresented as 1.

Conclusion. se naltrexone may nomodulating agent in

AIDS relatedsLness with 402 of responding patients with AIDS showing long
term surviva

È

u

M.C.P.64 ISOLEUCINE ESTER OF ZIDOVUDINE (IAZT) AS A PRO-DRUG WITH
BANCED EF!FICACY AGAINST

agra 1, Krishna C., Agparval, ls. K., Gogu, S.R., Lupia, R.H.,

Lertora, J.J.L., and anren s S.R.S.*

Department of Pharmacology and *Delta Primate Genter, Tulane University

School of Medicine, New Orleans, LA 70112, U.S.A

Objective. To develop a pro-drug of zidovudine (AZT) with increased therapeu~-

tic index in ah attempt to overcome the dose-related toxicity (anemia and
neutropenia).
Methods. Among various approaches of developing pro-drugs, we atesuccessful-

ly inserted an amino acid, isoleucine, at the 5'-OH function of AZray esteri-

ica from seronegative don

bone marrow cells as measu:red by eptake f Sathya ni 59. concentra-
tion to inhibit the production of HiV-specific p24 antigen was 0°835

T whereas AZT required twice the amou: . level. P in y

index than i-H

(Supported ty NIAID grant No. Al-25909)

M.C.P.66 INHIBITION OF HUMAN IMMUNODEFICIENCY VIRUS INFECTIVITY BY
LRO UINE.

» W.-P.*, Nara, P.L.**, Kung, H.-F.*, and Qroszlan,
Stephen*
“Laboratory of Biochemical Physiology, and** Laboratory cf Tumor Cell
Biology, National Cancer Institute, Frederick, MD, ***BRI-BRP, NCI-
Frederick Cancer Research Facility, Frederick. MD,USS.A.

The effecta chloroquine, an anti-malarial drug known to affect cellular
exocytic pathways, was studied in two retrovira
Immunodeficiency Virus (HIV- D.and avian reticuloendotheljosievirusREV
A). With chloroquine treatment of virus infected cells V-1/H9 a
REV/cBMC), significant size reduction of the ceil and "virus associatted

$ observed. In

e data
due to interference

Stu ifs are in
tsrelatives

(Research supported in part by the National Cancer Institute, DHHS, under
contract NO. NO1-CO-74101 with Bionetics Research, Inc.)


