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STATEMENT OF PURPOSE

CURRENT THERAPEUTIC RESEARCH‘5 provides rapid publication

of original reports of recent developments in drug therapy. The journal
serves an international audience of scientists and clinicians in academia

and industry by quickly disseminating research findings through major
biomedical databases and encouraging further study.

Results of a broad range of clinical and experimental studies are

published monthly. Featured studies run the gamut from pilot studies
exploring new drugs and existing drugs for new applications to large
multicenter Phase III and IV trials designed to provide strong statistical

support to previous efficacy and safety findings.

CURRENT THERAPEUTIC RESEARCH3‘3 expects manuscripts to
conform to the “Uniform Requirements for Manuscripts Submitted to
Biomedical Journals” {the Vancouver style). All manuscripts are

peer—reviewed for clinical relevance. technical accuracy, clarity, and
objectivity.
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BIOAVAILABILITY OF ONCE-DAILY VENLAFAXINE EXTENDED 
RELEASE COMPARED WITH THE IMMEDIATE-RELEASE 

FORMULATION IN HEALTHY ADULT VOLUNTEERS 

STEVEN M. TROY, 1 CLIFFORD DILEA, I PATRICK T. MARTIN, I AMY S. ROSEN, I 
RICHARD J. FRUNCILLO, 2 AND SOONG T. CHIANG I 

1Wyeth-Ayerst Research, Philadelphia, and 2Wyeth-Ayerst Research Clinical Pharmacology 
Unit, Graduate Hospital, Philadelphia, Pennsylvania 

ABSTRACT 

Two open-label ,  randomized ,  crossover  s tudies ,  one single- and  one  
mul t ip le-dose ,  were  conduc ted  to  assess  the  re la t ive  b ioavai lab i l i ty  
of  two f o r m u l a t i o n s  of  once-da l ly  v e n l a f a x i n e  e x t e n d e d  re l ease  
(XR) 75 and  150 mg compared  wi th  the  immedia te - re lease  ( IR)  for- 
mu la t i on  of  venla fax ine .  Heal thy  adu l t s  (12 men,  12 w o m e n )  aged 18 
to  45 years  were  en ro l l ed  in  each study. F r e q u e n t  blood samples  
were  t a k e n  for  d e t e r m i n a t i o n  of  the  p lasma c o n c e n t r a t i o n s  of  ven-  
la fax ine  and  i ts  act ive metabol i t e ,  O-desmethylvenla fax ine  (ODV). 
I n  the  s ingle-dose study,  the  2 x 75-mg XR fo rmula t i on  and  the  150- 
mg XR fo rmula t ion  were  b ioequ iva l en t  wi th  respec t  to  the  r a t e  and  
e x t e n t  o f  abso rp t i on  of  ven la fax ine  and  the  fo rma t ion  of  ODV, and  
the  a r ea  u n d e r  the  p lasma c o n c e n t r a t i o n - t i m e  curve (AUC) of  bo th  
XR fo rmula t ions  and  the  AUC of  the  IR fo rmu la t i on  also were  bio- 
equ iva l en t  a f t e r  no rma l i za t ion  for  dose. In  the  mul t ip le -dose  study,  
the  th ree  XR fo rmula t ions  were  also b ioequ iva l en t  with respec t  to  
the  r a t e  and  e x t e n t  of  abso rp t i on  of  ven la fax ine  and  fo rma t ion  of  
ODV, and  the  AUC of  all  th ree  XR fo rmula t ions  compared  with the  
AUC of  the  IR fo rmu la t i on  also showed bioequivalence .  Overall ,  the  
once-dai ly  ven la fax ine  XR fo rmula t ions  provided the  same to t a l  ex- 
posure  ( m e a s u r e d  by AUC) to  bo th  ven la fax ine  and  ODV. Thus  i t  can 
be p red ic ted  t h a t  p a t i e n t s  will ob t a in  the  same response  wi th  the  XR 
fo rmula t ions  as wi th  the  IR f o m u l a t i o n s .  Key words: veulafaxine ,  
b ioaval labi l i ty ,  e x t e n d e d  re lease ,  hea l thy  vo lun tee r s .  

INTRODUCTION 

Venlafaxine hydrochloride (hereafter  referred to as venlafaxine) is a 
unique ant idepressant  that  differs structurally from other currently avail- 
able  a n t i d e p r e s s a n t s .  1 Ven la fax ine  and i ts  act ive  me tabo l i t e ,  O- 
desmethylvenlafaxine (ODV), inhibit the neuronal uptake of norepineph- 
rine, serotonin,  and, to a lesser  degree,  dopamine,  2'3 bu t  have  no 
monoamine oxidase inhibitory activity and a low affinity for brain musca- 

Address correspondence to: Steven M. Troy, MS, Wyeth-Ayerst Research, P.O. Box 42528, Philadelphia, PA 
19101. 
Received for publication on May I, 1997. Printed in the U.S.A. 
Reproduction in whole or part is not permitted. 
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