
UNCLASSIFIED 
 

AD NUMBER: 

LIMITATION CHANGES 

TO: 

FROM: 
 

AUTHORITY 

 

 
THIS PAGE IS UNCLASSIFIED 

ADB138843

Approved for public release; distribution is unlimited.

Distribution authorized to U.S. Gov't. agencies only; Proprietary 
Information; 13 Nov 1989. Other requests shall be referred to the Army 
Medical Research and Development Command, SGRD-RMI-S, Fort Detrick, 
MD 21701.

USAMRDC, 04 MAY 1993





I

r*

Rimr DOCUMENTATION MOI
TSrW8ini83GWTEiii«CATio»i ”

UnclassifiedTnassrvTomsminKsaBrT
TmWnrr- UnOW<0O<IWIlM4>il>ld ^lOwi

iTTvoSSMNS^SGZiSZnSi^S^oI^uMSiHar
SRI-89-BIO-1036-5937

’issiasjteGovernment 
Agencies Only; proprietary information 
13 Npygmber 1989

3SSTolS3I3SrS. MOMTi knOM «l»0*T NUMMIKSr

te. MAMTO* NIVOMMNa OflOAMlATiOii

Southern Research Institute
to. oma t (0 M*Mi Of MowtroMMO oWANiurioM

•c AOOMSS <oiK Sum. urn tmcam
2000 Ninth Avenue South 
Post Office Box 55305 
B^rmingham^^_Alaba|^^

to Aootossicto. smm.m0 9<9m

to NMM o» HMOMM/SWNSOMM
US Army Medical 

Research L Dev. Command
to MWmioto MMi W 9CMM

Fort Detrick
Frederick. Maryland 21701-5012

to oma ivMeot. 
0T. *■ toooMMmr wsmuMniiT mNTwcAnoN nummr

Contract No. DAMD17-85-C-5276
Ig^JOUtol OR >UWOwg IMtotW

iUMn«r MO.
62770A

NO.
l6277eA871

TAK
NO.

AH

VRONK uwr 
lACCnSION NO.

107
ryfU toMt Swimfir
Development of Systems for Delivery of Antiviral Drugs

V
U. RtRMNto AUTMONCS

Shannon. William M. : Secrist. John A. Ill, Hollingshead, Melinda
ito rvff OR MRORT

Annual
lito TWM covtwo 
I WIOM 9/30/87 TO 9/29/8 “•r1 RAOI COUNT

31
1« SUtoUHMNTAilV NOtonON

MLO oaouR SU04ROUR
06 01
nfi 15

—---^----------- .

.« rmm^ --------------------------------U-14.
Antiviral Drugs Prodrug Esters Drug Delivery 
Ribavirin. Brain-Specific Drug Targeting
Japanese Encephalitis RA 1 - ^—

L.

This is our Third Annual Progress Report on Contract No. DAMD17-85-C-5276. It covers 
research performed during the period September 30. 1987 through September 29. 1988.

Ribavirin, a broad-spectrum antiviral agent with potent activity in vitro against a number 
of important RNA viruses of military significance, is severely limited in iu usefulness against 
virus-induced encephalitic diseases because it does not cross the blood-brain barrier well enough 
to achieve effective antiviral concentrations in the brain. Our efforts are directed toward the 
brain-specific delivery of ribavirin and other antiviral agents by means of a redox prodrug concept. 
The scope of the research program involves the synthesis of CNS-targeted prodrug esters of 
ribavirin and selenazole. pharmacokinetic studies of drug distribution and sustained delivery of 
drug in the brain, and the evaluation of the therapeutic efficacy of these antiviral prodrugs 
compared with the parent drugs in the treatment of lethal Venezuelan equine encephalitis (VEE) 
virus and Japanese encephalitis (JE) virus infections in mice.' In preliminary studies at USAMRIID.
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