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Activity of famciclovir and penciclovir in HSV-infected animals: a review. D. Sutton, R.J. Ashton, T.H. 
Bacon, and M.R. Boyd. SmithKline Beecham Pharmaceuticals, Epsom, Surrey, UK. 

Penciclovir (PCV) is a potent and highly selective antiherpesvirus agent. Both PCV and its oral form, 
famciclovir (FCV), are in clinical trials against herpes zoster, genital herpes and herpes labialis. The activity 
of PCV and FCV against HSV-1 and HSV-2 infections in animals is reviewed. PCV showed potent activity 
in a variety of cutaneous, genital and systemic HSV infections in mice when administered by the 
subcutaneous, intravenous or oral routes, The benefit of the greater bioavailabilty of PCV following oral 
administration of FCV was demonstrated by the greater activity of FCV against a cutaneous HSV-1 infection 
in mice. In addition, topical PCV was highly effective against a cutaneous HSV-1 infection in guinea pigs. 
The relative antiviral potencies in mouse cells and phannacokinetic properties in mice suggested that 
acyclovir (ACV) would be more efficacious than either penciclovir or famciclovir against HSV infections in 
mice. However, PCV and FCV in general, were at least as effective as ACV against cutaneous, genital and 
intranasal infections. Moreover, in mice infected intmperitoneally with HSV-1, both systemically 
administered PCV or orally administered FCV, even when dosed less frequently, were more active than 
equivalent treatment with ACV. This is consistent with the high stability of intmcellular PCV-triphosphate 
within herpesvirus-infected cells and the prolonged activity of PCV in cell culture. In addition, there is good 
evidence to suggest that virus replication within the central nervous system is reduced following treatment 
with either PCV or FCV. The excellent phannacokinetic properties of FCV in man together with the 
prolonged activity of PCV suggest that FCV will be effective in clinical use both at a lower dose and a 
reduced dosage frequency than ACV. 
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A Doub le -B l ind ,  P lacebo  (PLB)-Control led Trial o f  the  Ef fec t  o f  C h r o n i c a l l y  
A d m i n i s t e r e d  Oral F a m c i c l o v i r  (FCV; BRL 4 2 8 1 0 )  on Sperm Product ion  in  Men 
w i t h  Recurrent  Geni ta l  Herpes (RGH) Infect ion .  S.L. Sacks ,  A.M. Bishop,  R. Fox, and  
G.C.Y. Lee, Division of lnfectious Diseases, and Department of Obstetrics and Gynaecology, 
The University of British Columbia Faculty of Medicine, Vancouver, B.C., Canada. 

FCV is the  oral fo rmula t ion  of penciclovir ,  a new antiviral  agen t  wi th  excel lent  
activit ies aga ins t  he rpe s  simplex,  varicella zoster ,  a n d  hepat i t i s  B v i ruses .  As previously  
observed  with precl inical  acyclovir s tud ies ,  reversible,  d o s e - d e p e n d e n t  t es t i cu la r  toxicities 
have been  observed following prolonged,  h igh-dose  admin i s t ra t ion  of FCV to both  ra t s  and  
dogs.  To d e m o n s t r a t e  long- term h u m a n  safety, we per formed biweekly s e m e n  ana lyses  in 
m e n  with RGH randomized  to t r ea tmen t  wi th  FCV 250 mg po bid for 18 weeks  or placebo 
in a doub le -b l ind  s tudy .  Eight -week pre-  a n d  p o s t - t r e a t m e n t  periods of biweekly s e m e n  
a n a l y s e s  were  a lso  c o n d u c t e d .  Addi t iona l  sa fe ty  s t u d i e s  i n c l u d ed  b lood  a n d  u r i n e  
s a m p l i n g  every 4 th  week.  S e m e n  s a m p l e s  were  ana lyzed  accord ing  to World Hea l th  
Organizat ion (1987) and  Bri t ish Andrology Society (1989) Guidelines.  The p r imary  s e m e n  
safe ty  p a r a m e t e r s  were  s p e r m  c o u n t  a n d  concen t ra t ion .  Minimal  RGH f requency  r a t e s  
were  no t  r equ i red ,  a l t h o u g h  f r e q u e n c i e s  were  followed by pa t i en t  r ep o r t s .  Efficacy 
a n a l y s e s  were  no t  p l a n n e d  for th is  s tudy .  Of the  79 m e n  enrol led in Vancouver ,  12 
received no t r e a t m e n t  af ter  base l ine  followup. Of the  remainder ,  34 were  r andomized  to 
receive FCV and  33 to PLB. The m e a n  propor t ions  of normal  spe rm were 7 1 . 4 % / 7 1 . 0 %  for 
FCV/PLB dur ing  base l ine  and  72.1% for bo th  g roups  dur ing  t r ea tmen t .  P o s t - t r e a t m e n t  
p r o p o r t i o n s  were  7 1 . 0 % / 7 0 . 7 % .  No s ign i f ican t  effects of t r e a t m e n t  were  found  u p o n  
propor t ions  of dead, motile, or normal  s p e r m  or any  other  s e m e n  paramete r .  In s u mmary ,  
FCV 250 mg bid for 18 weeks  is wel l- tolerated in m e n  with RGH and  was  s h o w n  to have 
h a d  no signif icant  effects on any of the  s p e r m  p a r a m e t e r s  measured .  
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