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Cholic acid and related bile salts have been 
reported to have selective activity against human 
immunodeficiency virus replication in vitro. We have 
been exploring this class of anionic surfactants as 
possible topical microbicides for intravaginal 
prophylaxis against sexually transmitted diseases. To 
this end we have examined the activity of cholic acid 
and related derivatives against HSV-2 replication in 
HeLa cell monolayers. Our results indicate that six 
bile salts: cholic acid, taurocholic acid, taurolithocholic 
acid, taurolithocholic acid J-sulfate; lithocholic acid 3- 
sulfate and glycolithocholic acid 3-sulfate demonstrate 
a selectivity index greater than 1 with ED,, values for 
HSV-2 of less than 700ug/ml (~0.1%). Based on the 
promising in vitro activity we examined the in vivo 
efficacy of 5.0% cholic acid in a polyethylene glycol 
vehicle. Mice primed with medroxyprogesterone 
acetate were intravaginally administered the cholic acid 
preparation immediately prior to intravaginal instillation 
of approximately 10 LD,, HSV-2. Thirty percent of the 
mice receiving cholic acid prophylaxis survived while 
all of the vehicle control animals died within 20 days 
post-inoculation (p<O.O5). Additional bile salts and 
vehicles are currently under study. 
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Th6 potency of BrVdC! d nganst Herpes S~mplc\ Virus t! pc I 
(HSV-I) m VERO cells IS Incrcnscd 11, the prcscncc ofdcnm~nnsc 
lnhlbltors [Adumn “I ol Antn ~rnl Rcs L?y. I I ( I’I’IO)I Annlo~s 
of BrVdC!d b! substitution at N(4) UCI’C s! nthcswd to confer 
rcs,stancc to dcnm~nnt~on b\ dcnmlnntlng cn/! ~lii‘\ N ‘-Mcllg I- 
BrVdC>d \vns I,,XII\~C ngn~nst HSV- I 11, VERO ceils up to 5 I2 
pM (highest conccntrnt,o,, tcstcd). whcrcas N ‘-acot> I-BrVd(‘! d 
(AcBrVdC!d). N’-butano!I-MMdC!d (BuM%ldC!d) and 
N’-propnnoyl-MMdCyd (PrMMdC>d) ucrc potent ~nb~b~tors 01 
HSV-I repbcot~on Anudc dcl-n at,\ cs \\crc ,n,o,c act,\ i: 1lun lbc 
pnrent nucleosldc 
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