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STATEMENT OF PURPOSE

CURRENT THERAPEUTIC RESEARCH® 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 RESEARCH® 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,! CLIFFORD DILEA,' PATRICK T. MARTIN,! AMY S. ROSEN,*
RICHARD J. FRUNCILLO,* AND SOONG T. CHIANG?!

!Wyeth-Ayerst Research, Philadelphia, and ?Wyeth-Ayerst Research Clinical Pharmacology
Unit, Groduate Hospital, Philadelphia, Pennsylvania

ABSTRACT

Two open-label, randomized, crossover studies, one single- and one
multiple-dose, were conducted to assess the relative bioavailability
of two formulations of once-daily venlafaxine extended release
(XR) 75 and 150 mg compared with the immediate-release (IR) for-
mulation of venlafaxine. Healthy adults (12 men, 12 women) aged 18
to 45 years were enrolled in each study. Frequent blood samples
were taken for determination of the plasma concentrations of ven-
lafaxine and its active metabolite, O-desmethylvenlafaxine (ODYV).
In the single-dose study, the 2 x 75-mg XR formulation and the 150-
mg XR formulation were bioequivalent with respect to the rate and
extent of absorption of venlafaxine and the formation of ODV, and
the area under the plasma concentration-time curve (AUC) of both
XR formulations and the AUC of the IR formulation also were bio-
equivalent after normalization for dose. In the multiple-dose study,
the three XRB formulations were also bioequivalent with respect to
the rate and extent of absorption of venlafaxine and formation of
ODV, and the AUC of all three XR formulations ecompared with the
AUC of the IR formulation also showed biocequivalence. Overall, the
once-daily venlafaxine XR formulations provided the same total ex-
posure (measured by AUC) to both venlafaxine and ODV. Thus it can
be predicted that patients will obtain the same response with the XR
formulations as with the IR formulations. Key words: venlafaxine,
bioavailability, extended release, healthy volunteers.

INTRODUCTION

Venlafaxine hydrochloride (hereafter referred to as venlafaxine) is a
unique antidepressant that differs structurally from other currently avail-
able antidepressants.! Venlafaxine and its active metabolite, O-
desmethylvenlafaxine (ODV), inhibit the neuronal uptake of norepineph-
rine, serotonin, and, to a lesser degree, dopamine,?® but have no
monoamine oxidase inhibitory activity and a low affinity for brain musca-
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