VENLAFAXINE - A REVIEW OF ITS PHARMACOLOGY
AND THERAPEUTIC POTENTIAL IN VARIOUS
PSYCHIATRIC CONDITIONS

SENIOR LECTURE}

M ajor depression, either alone or combined

with other psychiatric disorders is one of
the most functionally disabling disorder in the
community. Despite tremendous strides to-
wards gaining a better understanding of the
disease and its diagnosis as well as improve-
ments in pharmacotherapy, major depression
and its treatment continues to raise corceri:s
among pat:ents and family. The firsi class
idepressants, including the lricyclic arnti
diessarnis and monoamine oxidase inhibik
‘ere discovered by chance. However, overths
20 years, in paraliel with the understanding of
the neurckiology of depression, moie asid
.1 antidepressants have been de-
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combinaiion therapy, an antidepressant thal
has multiple mechanism of action may ofier
more robust response that do single action
agents. For Example, a study compatrinig
Clomipramine with SSRI paroxetine showed
higher remission rate as wellas eatly and sys-
tained antidepressant effect with cloriprarine
(Danish study, 1950)

/

Lo

YIS

Vernilaiaxine difiers from all exfsting anti-
depressants in that it exhibits a combined ac-
ticti eficet on neuronal reuptake of serotonin
and nonepinephrine, thereby prolonging the
neurotransmitter action. Ho wever, the
physician's acceptance of venlafaxine was ni-
tially limited by a number of factors unrelated
to its pharmacologic profile. The are -

& Late entry into market place

F Misperceptior that its use was limited to
refractory cases of depression only

¥ Poor understanding of its pharmaco-
logic profile and the clinical implica-
tions, posed by its multiple mechanism

of action,

ity including nausea
ipcreose i Blbod pressure

7 Need for twice - daify dosing
= Wide dese-titration range.

However, extensive clinical studies in-
cluding double-biind. piacebo conrolled and
cross over studies have proved its efficacy and
tolerability in various chinical conditions.
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Dysregulation of serotonin, norepineph-
rine and doparmine are implicaled in various
symplomatology of depression.

Because of venlafaxines, dual reuptake
blockade of NE, 5HT and to some extent
dopamine, it is effective for all the above neu-
rotransmitter mediated dysfunctions while
showing no significant affinity for adrenergic,
muscarinic or histamine receptors.
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Venlafaxine is a bicyclic
phenylethylamine derivative that is chemically
distinct from both TCAs and SSRis.
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PHARMACOKINETICS

Following absorption of venlafaxine from
the gastrointestinal tract, the drug undergoes
extensive first pass metabolism in liver. Food
dslay the absorption of venlafaxine. The large
volume of distribution and its low plasma pro-
tein binding of approximately 30 % indicate
extensivgelissué binding. Venlafaxine is
metabolised in the liver to a mafor active me-
tabolite, 0-demethyl! venlafaxine, and 2 minor
marginallyfactive metabolites, N-demethy!
venlafaxine and N, O-demethy! venlafaxine.
Importantly, none of the metabolites demon-
strated appreciable affinity for muscarinic cho-
linergic, o 1-adrenergic or histamine H1 re-
ceptors (Muth etal, 1991)

Excretion of venlafaxine and its metabo-
lites is primarily by the renal route with only
4.7% of administered dose appearing in urine
as unchanged drug. The elimination half life
of O-dimethyl venlafaxine (=~ 10 hours) is
longer than that of parent drug. (= 4hours )
There were no apparent differences in steady-
state pharmacokinetics when 2 and 3 times
daily regimen were compared. Therefore, al-
though the majority of published clinical trials
used a 3 times daily administration schedule,
use of a twice-daily regimen is justified.

DRUG INTERACTIONS.

Although venlafaxine is metabolished by
the CYP2D6 isoenzyme it also inhibits this
enzyme. However, venlafaxine is a less po-
tent inhibitor of the CYP2D6 isoenzyme than
paroxetine, fluoxetine, sertraline and
fluvoxamine (Sellers & Ball, 1993). Hece clini-
cally significant inhibition of CYP2D6 isoen-
zyme is less likely with venlafaxine than with
SSRIs. Venlafaxine does not have interaction
with lithium, diazepam or ethyl alcohol when
co-administered. Cimetidine can slightly in-
crease the blood level of venlafaxine's active
metabolites but this is not clinically significant.
Fluoxetin can significantly increase the con-
centration of venlafaxine and its active me-
tabolites as well as potentiate side effects. As
venlafaxine inhibits the reuptake of serotonin
and norepinephrine, it should not be adminis-
tered with MAOI (Manley & Wozniak, 1983).
When switching from a MAOI to venlafaxine
there should be a 14 day interval between the
discontinuation of the MAQO! and the initiation
of venlafaxine therapy. When switching from
venlafaxine to a MAOI, a 7- day interval is
adequate because of venlafaxines short half
life. This time frame is not applicable to re-
versible MAOI like moclobemide or
brofaromine.

TOLERABLITY :

Short term treatment (6 weeks) with
venlafaxine upto 450mg/day was generally
well tolerated in clinical frials. Most adverse
effects are of mild to moderate in severity, tend-
ing to occur early in the course of treatment,
and many resolved with continued therapy.
Most commonly reported adverse effects are
nausea, headache, sweating, sleeping, dry
mouth, decreased appetite, anxiety, dizziness
and insomnia °. The incidence of classical
anticholinergic symptoms such as dry mouth
and constipation was significantly lower with
venlafaxine than TCAs. There are reports of
modest increase in systolic blood pressure,
particularly at high doses (Fabre & Putamon,
1987). Lethality with suicidal overdose is not
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xing. In comparison with
othei ar sani druys, venlafaxing was
better toierated than imipramine and
clomipraming, at least as well tolerated as
frazodone, and fiuoxetine. The long term tol-
erablility of veniafaxine has also been reported
to be good’( Magni & Hackett, 1992; Tiller etal,
1982). Naiisea, swealing, headache and anxi-
ety were the common adverse effects reported
in T '1% O! patients in long term trials. Because

 halt lifs, venlafaxine should be
v over atleas? 2 weeks.
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> and clinical data sug-
dally plain venlafaxine

eclive s once daily dosing

withiout compromising the therapeutic efficacy.
Limited data suggest that venlafaxine may
have an onset action of about 2 weeks.
Khan et al (1998) demonstrated significant
improvements in mean depression rating
scale scores versus baseline from weeks 2
or 3 onwards in a non-comparative study™ .
Comparison with fluoxetine (Clerc et al, 1999)
also shows rapid onset of action with
venlafaxine. However, this is yet to be con-
firmed by further ciinical trials.

KIDICATIONS
DEMPRESSION

Venlafexine Versus Piacebo controlied

wndomised, double-
Lo-contioied dose response trial
3t veniafaxiie is effective and wel
tdose range ¢f 75-375 mg per day.
Khan (1938} in doubje biind, placebo con-
frofied z‘nn reported sigaiticant improvement

veslataxine in doses of 75-200 mg / day
*wlha affy onsel of antidc pressant effect within
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compared with

35 i o meta-analysis of
o confrolled tal of venlafaxine XR
dernonsirated statistically significant greater
oss rafe (75.7%) as compared to SSRIs

Sl

(G7.0%0) and 1CAs (57.5%). The drugs in-
clud.J i the comparison were the SSRIs such
as (vitalopram, fluoxetin

I

e, fluvoxamine and
;rw)' and the TCAs such as (amitrip-
imipramine, desimiprarnine and nortrip-
). Venlafaxine is reported to be well toi-
eraied and effective in the tretment of dys-
thyinia (Ballus, 2000). Veniafaxine has shown
beneficial effects in treatment - resistant de-
pression (Poirier, 1999) Zonardi (2000) have
reported that venlafaxine is effective in delu-
sional depression. A metanalysis of extension
studics (Entsuah, 1986) showed a 80%
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prevention of recurrence in the venlafaxine
group indicating that it is effective in maintain-
ing the intial response and thereby preventing
relapse in major depression.

ANXIETY DISORDERS

There are many studies showing inat
venlafaxine is effective and well tolerated in
the short term and long treatment of anxiety
disorders (Feighner, 2000; Lydiard, 2000). The
efficacy of venlafaxine in GAD may be related
to the dual inhibition of serotonin and norepi-
nephrine reuptake as there is evidence that
both these neurotransmitters are dysreguiated
in GAD. For e.g., norepinephrine may medi-
ate non rewarded behaviours, where as sero-
tonin may'mediate fear induced inhibition of
movement and also punishment. There are
sporadic\ reports about the efficacy of
venlafaxine in panic disorder, social phobia,
obsessive compulsive disorder and trichotillo-
mania (Sheehan, 2000). Venlafaxine's anti-
anxlety effect is independent of antidepressant
affect.

OTHER INDICATIONS

Venlgfaxine Is effective in the treatment -

of anorexia nervosa, borderline personality dis
order, adult ADHD, fibromyalgia, choronic fa-
tigue' syndgome and hot flashes in men and
women receiving androgen deprivation
therapy for prostate cancer and breast cancer
respectively.

COMBINATION TREATMENT

Bernardo et al (2000} in a small triai of 4
patients reported that combined use of
venlafaxine and ECT is safe and well tolerated
in depression. Combination of venlafaxine with
clomipramine or imipramine who are partial
responders to the later is also reporied to be
safe and effective in depression (Gomez
2000). Walter (1998) reported that addition of
lithium to venlafaxine was rapidly followed by
improvement in mood and fucntion in adoles-
cent major depression.

In conclusion, this review suggest that
outh sustained release and plain venlafaxine
in a dose range of 75-225 mg/day is an effec-
tive, safe and well tolerated antidepressant
for all types of depression and to some ex-
tent various types of anxiety disorders. The
once daily dose also facilitates administration
and enhances compfiance. However, this
newer agents role in psychopharmacologic
armamentorium requires further exploration
including long term evaluation in Indian setup.
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