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HIV-1 and HIV-2 via suppression of transcription. 

H. Tsuchie', M.A. Detorlo", M.M. Hossain', S 
Ohwatari', J. Zhang', K. Taniguchi'. A. Nishimoto', 
H. Shirono', J. Koga' and T. Kurimura' 

'Research Institute for Microbial Diseases, Osaka 
University, Osaka. :.JapaIl Chemical Research 
Pharmaceutical Co., Ltd., Kobe.'Elken Kagaku Co., 
Ltd., Tochigl. Japan. 

It has been reported that HIV-2-seropos1tlve 
women in Senegal had a slgnificantiy lower risk of 
subsequent lnfectionof HIV-lthandiclseronegative 
women, indicatingthepresenceofcross-protective 
immunity between HIV-1 and HIV-Z. CD8* T cells of 
HIV-l-infected lndlvlduals inhibited III vitro 
replication of HIV-1 as well as HIV-Z. The 
lnhlbitoryeffectoftheCDE.Tcellsontat-mediated 
LTR transcrlptlon of HIV-1 and HIV-2 was =n 
agreement with the inhibitory effect of the CD8* 
T cells on I* vitro HIV-1 and HIV-2 replication. 
The data suggested that one of the mechanisms in 
suppresslonof HIV-2 repllcationbytheCDB*Tcells 
from the HIV-l-infected individuals might be 
mediated bydownregulation of LTR transcriptionof 
HIV-2. Transcrlptlonal inhibition by CD8. T cells 
could be medrated largely through a cytoklne(s). 
Molecular as well as biochemical approaches to 
characterize the cytokinets) 1s in progress. 
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A total synthesis of M’\ )Me 
the nonnucleoside reverse 
transcriptase inhibitors, 
calanolides A and B and 
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their stereoisomers, has 
been achieved (J. Org. 

I/ B I c :. 

Chem. 1995, 60, 2964), 
permitting total syntheses of 
the optically active isomers 
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R’ 
of congeners of these Calanolide A R’. I?’ = H. RZ, R’ = Me 
compounds. Among various Calanollde B I?‘, R3 = Me. R2, R” = H 
ring D isomers, only calan- 
olides A and B show potent anti-HIV activity (EC,, -IO-’ 
M, NCl’s CEM-SS). Hydrogenation of the A-ring results 
in retention of activity, while its replacement with various 
RO- groups at C-5 results in loss of activity, except for 
cases where the CMe, geometry is closely mimicked. A 
C-5 P-propyloxy derivative rivals the natural calanolides 
in activity. Alteration of the chain at C-4 by lengthening 
or addition of polar groups results in diminished activity. 
Hydroxylation of the double bond in the A-ring results in 
inactive compounds. (Supported by contract no. NOI- 
CM-47038, DS&CB, NCI, NIH.) 


