VENLAFAXINE HC/

EFFEXOR XR::

Bnef Summary
package lnsert for full prescribing information.

Indlcehons and Usage: Effexor XR is for the of and for the of Gt
Anxiety Disorder (G%;
Contraindications: Effexor XR is contraindicated in patients known to be itive to ide.

Concomitant use in patients taking monoamine oxidase inhibitors (MAQIs) is contraindicated (see “Wammgs ).
Warnings: POTENTIAL FOR INTERACTION WITH MONOAMINE OXIDASE INHIBITORS—Adverse reactions, some of

which were serious, have been reported in pa have recently been discontinued from an MAOI and
started on venlafaxine, or who have recently had venlafaxine therapy discontinued prior to initiation of an
MAOI. These reactions have included tremor, nwnolmus, maplmesrs, nausea, , flushing, diziness,
hyperthermia with features resembling ‘death, In patients
receiving antidepressants pharmaoologrcal propenm snmﬂar to venlafaxine in oomblnahon ‘with an
MAOIlherehavealsobeenreponsofsem Fora

inhibitor, these reactions have included ermia, rigi myoelonus, autonomrc instability with posslble
rapid fluctuations of vital slgns and | status changes include extreme aghation progressing to

delirium and ooma Some ca: features resembling I;ge Severe
hyperlhermla and seizures, somehmes fatal, have been in association with the combined use of tri-
acl nhug?rmanls and MAOIs. These reactions have also been reported in patients who have recently
iscontinued these drugs and have been started on an MAOL. The eﬂec‘ls of combined use of venlafaxine and
MAOIs have not been evaluated in humans or animals. Therefore, because venlafaxine is an inhibitor of both
norepi ring and serotonin reuptake, it is recommended that éﬂexor XR (venlafaxine hydrochloride)
release capsules not be used in combination with an MAOI, or in at least 14 da

2

of placebo in depression trials included: nausea, anorexia, drx motrth, dizziness, insomnia, and somnolence; in U.S.
placebo-contralled depression trials included: hypertensron iarthea, paresthesna tremor, "abnormal mostly blurred)
wsmn and abnormal §mosﬂy delayed) ejaculation; in GAD trials included: headache, aslhema vasodilation, nausea,

anorexia r?( zziness, insomnia, nervousness, somnolence, thinking abnormal, tremor, and abnormal vision.
INCIDENCE IN CONTROLLED TRIALS—Comimonly Observed Adverse Events in Controlied Clinical Trials: The most
commonly observed adverse events associated with the use of Effexor XR in placebo-controlied depression trials
(mmdence of 5% or greater and incidence for Effexor XR at least twice that for placebo): nausea (31% vs. 12%), dizzi-
ness (20% vs. 9%2 somnolence (17% vs. 8%), abnormal ejaculation 516% vs. <1%), sweating (14% vs. 3%), ry
mouth (12% vs. 6%), nervousness (10% vs. 5%}, anorexia (8% vs. 4%), abnormal reams (7% vs. 2%), and tremor
(5% vs. 2%). In U.S. placebo-controlled depression trials, the followlng 'were also reported with an incidence of at
least 5% and at least twice that for placebo: impotence, anorgasmia, decreased libido, constipation, flatulence, insom-
nia, nervousness, tremor, abnormal vision, hypertension, vasodilation, and J'awnln 'I'he most commonly observed
adverse events associated with the use of Effexor XR in placebo -controlled GAD trials {incidence of 5% or greater and
incidence for Effexor XR at least twice that for placebo): nausea (43% vs. 11%), dry mouth 23 /u vs. 5%}, insomnia
22% vs. 11%), abnormal ejaculation 51 7% vs. 0%), anorexia (13% vs. 2%), } 5%), ner
[12% vs. 5%), sweating {11% vs. <1%), abnormal vision (8% vs. 0%), yawn (6% vs. <1%), mpolenoe 6% vs. 1%},
decreased libido (6% vs. 2%), vasodilation (6% vs. 2%), vomiting (6% vs. 2%).
Adverse Events Occurring at an Incidence of 2% or More Among ffexarXH- reated Patients: The following occurred
in short-term, placebo-controlled depressron Trials (u M 10 12 weeks) with doses of 75 to 225 mg/day, at a frequency of
2% or more and greater than placebo. Body as a Whole: asthenia. Gardiovascular: vasodilation, hypertension.
Digestive: nausea, constipation, anorexia, vomiting, flatulence. Metabolic/Nutritional: weight loss, Nervous System:
dizziness, somnolence insomnia, dry moulh nervousness, abnormal dreams, tremor, depression, paresthesia,
decreased libido, a itation. Respiratory System aryng ms yawn. Skin: sweating. Speclal Senses: abnormal
vision. Urogenital ystem: abnormal ejaculation, impotence, anorgasmia (female). The following occurred in short-
term, placebo-controlied GAD trials (up to 8 weeks), with doses of 75 to 225 mg/day, at a frequency of 2% or more
and greater than placebo. Body as a Whole: aslhenla infection, abdominal pain, fever, neck pain, chills.

: vasodilation, i va nausea, anorexia, diarrhea, constipation, vommng flatulence.

System: myalgia. Nervous mouth insomnia, di i

trea‘lment wnh an MAQL. Based on the half-life of venlafaxine, at least 7 days should be aﬁwed after

nng]pl h?E xine before starting an MAOI.
[AINED HYPERTENSION—VenIafaxme is associated with sustained increases in blood pressure in some patients.

Among patients treated with 75-375 mgnger day of Effexor XR in premarketing depi studies, 3%
sustained hypertensron [defrned as treatment- eme‘rhgem Supll'le dlastollc blood pressure éSDBP) > 90 mm Hg and
> 10 mm Hg above baseling for 3 consecutive on-therapy visits]. Among patients treated with 75-225 mg Itger day of
Effexor XR in premarketing GAD studies, 0.4% (2/476) expenenced sustained hypertension. Experience with immedi-
ate release venlafaxine showed that sustained y&eﬂensmn was dose related, increasing from 3-7% at 100-300 mg
per day to 13% at doses above 300 m(g per day. An insufficient number of patlenls received mean doses of Effexor R

M

decreased libido, abnormal dreams, tremor, paresthesw %nkmg abnormal, msmus twitching. Resplralory System:

rhinitis, yawn, cough increased. Skm sweating. Senses: abnormal vision. Urogenltal System: abnormal
ysfuncuon (female), urinary frequency.

Vital Sign Changes: In clinical depressron and GAD irials, Effexor XR was associated with a mean increase in pulse rate

of about 2 beats/min. (See the * ion” section of “Warnings” for effects on blood pressure.)

Laboratory Changes. In clinical deprewon and GAD trials, Effexor XR was associated with a mean increase in serum

cholesterol concentration of about 1.5 m%/dL and 2.5 mg/dL respectively; clinical srgnrﬁcance is unknown.

ECG Changes. (See the “Uise in Patients With Concomitant linesses” section of “Precaution:

OTHER EVENTS OBSERVED DURING THE PREMARKETING EVALUATION OF EFFEXOR AND EFF XOR XR—Durin pre-

>300 mg/day to fully evaluate the incidence of sustained blood pressure at these higher doses. In pr
depression and GAD studies, 0.7% and 0.4% of the Effexor XR-treated patients, resp
because of elevated blood pressure. It is recommended that patients receiving Effexor XR have regular monitoring of
blood pressure. For patients who experience a sustained increase in blood pressure, either dose reduction or discon-
tinuation should be considered.
Precautions; GENERAL:

multipie doses of Effexor XR or Effexor were administered to 4174 hems and the following
adverse events were reported. Note: fre%uent" = events occurring in at least 1/100 patients; |nfrequent" =1/100to
171000 patients; “rare” = fewer than 1/1000 patients. it is important to emphasize that allhough the events occurred
during treatment with venlafaxine, they were not necessarily caused by it.

Body as a whole - Frequent: chest pain face edema, i injury, malaise, moniliasis,
nec% Tigidity, pelvic pain, photosensitivity reaction, suicide attemp! Rare: appendlcms carcinoma, ceIIuIms withdraw-
al syndrome. Cardiovascular system - requent migraine, postural hypotension; Infrequent: angina peclons arrthyth-
ia, hypotension, | vascular disorder (mainly cold fe91 and/or cold hands}, syncope, throm-

ia and Ner and ner have been
reported for patients treated with Effexor XR. Insomnia and nervousness each led to dmg discontinuation in 0.9% of
the patients treated with Effexor XR in Phase 3 depression studies. In Phase 3 GAD trials, i and ner

led to drug discontinuation in 5% and 3%, respectively, of the patients treated with Effexor XR.

Changes in Appehte/We/ghl Treatment- emergent anorexia has been reported in short-term depression and anxiety
studies. A loss of 5% or more of body weight occurred in 7% of Effexor XR-treated and 2% of placebo-treated
patients in placebo-controlled depression trials. A loss of 7% or more of body welght occurred in 3% of the Effexor XR-
treated an 0% of the placebo-treated patients in placebo-controlied GAD tri

Activation of Mania/Hypomania. Mania or hypomania has occurred during short term depression studies. Effexor XR
should be used cautiously in patients with a history of mania.

bophlebms Rare: arferitis, first- d'egree atrioventricular block, bigeminy, bradycardia, bundle branch block, cerebral
|schem|a coronary artery disease, congestive heart fallure heart arrest, mitral valve disorder, mucocutaneous hemor-
r%e myocardial infarct, pallor. Digestive system r petite; bruxism,
colitis, dysphagia, tongue edema, esophagitis, gastrms gaslroenterms gastrointestinal ulcer, glnglvﬂls glossitis, rectal
hemorrhage, hemorrhoids, melena, stomatitis, mouth ulceration; Rare: cheilttis, cholecystitis, cholelithiasis,
gasf um hemorrhage, hepatms ileitis, jaundlce intestinal obstruction, oral
moniliasis, proctitis, increased salivation, soft stools, tongue discoloration. mdgnge_symm- Rare: goiter, hyperlhy-

Seizures. No seizures occurred among Effexor XR-treated patients in short-term trials. In all premarketing
trials with Effexor, seizures were reported in 0.3% of venlafaxine-treated patients. Use Effexor XR cautlously in
patients with a history of seizures. Discontinue in any patient who develops seizures.
Suicide: The possibility of a suicide attempt is inherent in depression and may persist until significant remission occurs.
Closely supervise high-risk patients during initial drug therapy. Prescriptions for Effexor XR should be written for the
smallest quantity of capsules consistent with good patient mana gemem to reduce the risk of overdose. The same pre-
cautions observed when freating patients with depression should be observed when treating patients with
Use in Patients With Concomitant liness: Premarketing experience with venlafaxine in patients with concomitant sys-
temic liness is limited. Use Effexor XR cautiously in patients with diseases or conditions that could affect hemody-
namic or has not been in patients with recent history of Ml or unstable
heart disease. In short-term depression studies electrocardiographic changes in corrected QT interval (QTc) for
Effexor XR-treated patients showed an increase of 4.7 msec. in these same trials, the mean change from baseline
heart rate for Effexor XR-treated patients was 4 beats per minute. In short-term GAD studies, mean changes in QTc
for Effexor XR-treated patients d|d not differ &gmﬁcam%e from placebo. The mean change from baseline heart rate for
Effexor XR-treated n%ahents in anxiety studies was 3 beats per minute. The clinical significance of these changes is
unknown. In patients with renal |mpa1rment (GFR 10-70 mL/mln) or cirrhosis of the liver, the clearances of venlafax-
ine and its active d, thus p g the ion half-lives. A lower dose may be neces-
sarl_y; use with caution in such pahems o o
INFORMATION FOR PATIENTS~Clinical studies in healthy individuals revealed no clinically significant |mpa|rment of
psychomator, cognitive, or complex behavior performance. However, cauttion patients about operating hazardous
machinery, including automoblles until they are reasonably sure that venlafaxine does not adversely affect their abili-
ties. Tell patients to 1) notify their physrcran if they become pregnant or intend to become pregnant during therapy, or
if are nursing; 2) inform physician about other rescn ion or over the counter medications they are taking or

plan lake 3) avoid alcohot while taking Effexor XR; 4) notify their physician if they develop a rash, hives, or related
allerg henomena.

RATORY TESTS: There are no sy

DRUG INTERACT 1ONS— Cimetidine:

ecific laboratory tests recommended.
with caution when ing ine with ci

1o patients with

pre-existing hypertension or hepatic dysfunctlon and the elderly.
Haloperidol Veniafaxine (150 mg/day d total oral-dose (CUF) of idol which resutted in a
70% increase in hal AUC. e Conax i 88% when coadministered with venlafaxine, but the

half-life was

n./gs Oy P450206 ized to its active ite, O-

afaxine Oﬁm via cylochrome P45020D6. Drugs |nh|bmn’g thls isoenzyme have the potential to increase plasma
and d concentrations of ODV. However, since the composite plasma levels of

venlafaxine and ODV are menhally unchan% ed in CYP2D6 poor

venlafaxine is coadministered with a CYP2D6 inhibitor.

The concomnam use of venlafaxrne with a drug treatment(s) that potentially inhibits both CYP2D6 and CYP3A4, the

gr enzymes not been studied. Therefore, caution is advised should a patlenls

erapy include venlafaxme and any 4g0m(s } that produce simultaneous inhibition of these two enzyme s

Dru ng y Cy Studies indicate that venlafaxine is a relatively we: |nh|b|tor of

CYP2D6. Venlataxine did not inhibit CYP1A2 and CYP3A4 (in vitro and in viva), CYP2C9 (in vitro), or CYP2C19 (in viva).

ﬂmﬂe—Venlafaxme dld not affect the pharmacokinetics of imipramine and 2-OH-imipramine. However,

desipramine AUC, C, o increased by about 35% in the p of The 2-0H-

increased by 2.5- 4 g‘?old Imlpramme did not affect the pharmacokrne’ncs of venlafaxine and 0DV, The clinical 5|gnm-

cance of elevated 2-OH-desipramine levels is unknown.

Venlafaxine administered under steady-state conditions at 150 mg/day siightly inhibited the CVP206~
mediated metabolism of risperidone (administered as a single 1 mg oral dose) to its active metabolite, 9-hydroxy-
g(sroendone resulting in an approximate 32% increase in risperidone AUC. However, venlafaxing coadministration did

significantty alter the pharmacokinetic profile of the active moiety {risperi plus & isperidone).
Monoamine Oxidase Inhibitors. See “Contraindications” and *Wamings.”
CNS-Active Dn/gs Use of venlataxine with CNS-active drugs has not been systematically evaluated; use caution when

admlnrstenng Effexor XR with such drugs
N%S {Jon rug ports: See “ADVERSE REACTIONS,” “Postmarketing Reports.”
CARCINOGE S, MUTAGENESH IMPAIRMENT OF FERTlUTY—Cammogenesrs “There was no increase in tumors in
18-month studies in mice given up to 120 mg/kg/day [1.7 times the maximum recommended human dose (MRHD)
Mg/m2 basis] or in 24-month studies in rats given up to 120 mg/kg/day.
tagenesis Venlataxine and 0DV were not mutaﬁemc in the Ames reverse mutation assay in Salmonella bacteria or
the Chinese hamster ovary/HGPRT mamimalian cell forward gene mutation assay. Venlafaxine was not clastogenic in
several assays. ODV elicited a clastogenic re;ll)onse in the in vivo chromosomal aberration assay in rat bone marrow.
Im{a/rment of Femllly No effects on reproduction or fertility in rats were noted at oral doses of up to 2 times the
mg/m2
PREGNANCV—Teratoﬁemc Etfects—Pregnancy Category €. Reproduction studies in rats given 2.5 times, and rabbits
ﬁnrven 4 times the MRHD (mg/m? basis) revealed no mafformations i offspring. However, in rats given 2.5 times the
RHD ere was a decrease in pup weight, an increase in stillbomn pups, and an increase in pup deaths during the
5 days of lactation when dosing began during preg and continued until weaning. There are no adequate
and well-controlled studies in pregnant women; use Effexor AR during pregnancy only if cl early needed.
LABOR, DELIVERY, NURSING—The effect on labor and delivery in humans is unknown, Venlafaxine and 0DV have
been re rted to be excreted in human milk. Because of the potential for serious adverse reacnons in nursing infants
xor XR, a decision should be made whether to nursing or to the drug, taking into
aocoum the importance of lhe drug to the mother.

no dosage is required when

PEDIATRIC Safety an veness in pediatric patients have not been established.
GERIATRIC USE proxrmatery 4% and 3% of Effexor XR-treated patients in })Iacebo—contmlled premarketing

and trials, re 65 years of age or over. Of 2,897 Effexor-treated patients in premarket-
ing phase depression studles 12% were 65 years of age or over. No overall differences in effectiveness or safety
were observed n genatnc patients and younger panenls However greater sensitivity of some older individuals
cannot be ruled out. As with other antidepressants, several cases ppropriate

antidiuretic hormone secretion TéDIADH) have been reported, usual |n the elderi
Mvevn:se Reactions: ASSO! WITH DISCONTINUATION OF TR TMENT—Approxrmately 11% and 23% of Effexor XR
ents in pi

pati clinical and GAD trials, due to an
adverse evem The most common events leading to discontinuation in at least 1% of patients and at Ieast twice that
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roidism, hypothy , thyroid nodule, t dyrmdms Hemic and lymph - Frequent: ecchymosis, infrequent:
anemia, leukocytosis, leukopenla Iympha lenopathy, lhromb emia, thrombocytopenia; Rare: aﬁ)(ama cyanosis,
eosrnophllla lymphocytosis. Metabolic and nutritional - Frequent: edema, weight garn Infrequent: alkaline phos-
phatase increased, glycosuria, hypercholesterem|a hyper%ﬂcemm hyperuncemla hypoglycemia, hypokalemia, SGOT
increased, thirst; Rare: alcohol I , diabetes melius,
MO , hyperkalemia,

r{ﬁephospha%emla hypoproteinemia, gépr increased, uremia. Musgugege_fe_%ﬂem Frequent: arthralgia;

que arthritis, arthrosis, bone pain, bone spurs, bursitis, Ieg cramps, nnlg enia, tenosynovms Rare galholog-

P

Fareslhesm CNS stlmulatlon euphona hallucmahonsngosﬁlny, D \
manic reachon y, paranoid reaction, psychosis, seizure, abnormal
speech, stupor; Rare: akathisia, akinesia, alcohol abuse, apha5|a bradykinesia,
cular accrdent loss dystonia, facial paralysis, a‘bnormal qan Guillain-Barré
Syndrome, h pokmesra neuritis, psychoti , reflexes reflex , suicidal
ideation, tomcollls Respiratol m - Frequent: dys; Fnea Infrequent: asthma, chesl oongesuon eplslaxls hyper-
venhlahon IarYngrsmus laryngitis, pneumonia, voice alteration; Rare: atelectasis, hemoptysrs hypoventilation, hypox-
ia, pleurisy, pulmonary embolus, sleep apnea. Skin an n requent rash pruritus; I uent: acne,
alopecra nttle nails, contact dermattis, dry skin, eczema, skin hygertrophy maculopapular rash, psoriasis, umcana
Rare: erythremia nodosum exfoliative dennatnls Ilchenold derma itis, hair skin di
sis, pustular rash, skin atrophy, skin striae. Special senses -
Frequent abnormality of accommodatlon mydriasis, laste perversron Infrequent: cataract, conjunctivitis, comeal
lesion, dlplODla dry eyes, & eye pain, hyp ofitis media, p photophobia, taste loss, visual
field defect edema, deafness, retinal hemorrhage subcon-
junctival hemorrhage “keratitis, labyrinthitis, miosis, papllledema decreased pupiliary reflex, otitis externa, scleritis,
uveitis. Urogenital system - Frequent metrormagla prostatitis,” urination i |mparre vaglnms Infrequent: albumin-
uria, amenorrhea,” cystitis, dysuria, hematuria, female lactation,* leukorrhea,” menonhagra noctuna bladder pain,
breast paln polyuna pyuria, urinary lncontlnence urinary retentlon urlnary urgency, vaginat hemorrhage Rare:
aborhon anuria, breast breas! breast, calcium crystalluria, cervicitis,* ovarian
c% prolonged erechon gynecomastla (male) hypomenorrhea kidne: calculus kidney pain, kldney function
normal, mastitis, menopause,* pyelonephritis, oliguria, salpingitis,” urolthiasis, uterine hemorrhage,” uterine
.;;;m 5 r‘:eBhased on the number of men and women as ap| propnatez
: Voluntary res:ons of other adverse events temporally associated with the use of Effexor (the
immediate release rm of venlafaxine) that have been received since market introduiction and that may have no
causal relationship with the use of Effexor include the following: agranulocytosis, anaphylaxis, aplastic anemia, catato-
nia, CPKi deep vein bitis, delirium, EKG abnormalities (such as atrial fib-
sillation, di le: ia), epidermal
Johnson Syndrome erythema multiforme, extrapyramidal symptoms (mcludlng tardive dysklnesra) hemorrhage
?nclumng eye and ointestinal bleedlng) hepatic events (including GGT elevahon abnormalities of unspecified
iver function tests; liver damage, necrosis, or failure; and fatty liver), LDH i neu-
role tic malignant syndrome-h e events (lncludlng a case of a 10-year-old WhO may have been taking
ethylphenidate, was treated and recovered), pancreatitis, panic, prolactin increased, renal failure, serotonin syn-
drome shock-like electrical sensations (in some cases subsequent to the discontinuation of Effexor or tapering of
dose), and of i hormane ion (usually in the elderly).
There have been re&orts of elevated clozapine Ievels that were temporally associated with adverse events, including
se|zures followrng e addition of venlafaxine. There have been reports of increases in ‘grolhmmbm time, partial
mboplas’an ime, or INR when venlafaxine was given to patients receiving warfarin therapy.
Drug Abuse and Dependenoe Effexor® XR is not a controlled substance. Evaluate patients carefully for histor
drug abuse and observe such patients closely for signs of venlafaxine misuse or abuse {(g.g., development of tol er-
ance, incrementation of dose, drug-seeking behavior).
OVERDOSAGE:; In premarketing evaluation of Effexor XR for depression, there were 2 reports of acute overdosage
(6 g of Effexor XR with 2.5 mg of lorazepam, and 2.85 g of Effexor XR) Bolh recovered without sequelae. In
premarketing evaluation of Effexor, there were 14 reports of acutte ovel (highest dose was 6.75 g). All patients
recovered without sequelae. Most patients reported no symptoms Sym ms observed included somnolence,
n of QTc to 500 m: g 5 msec at baseline) in one case, and
mild sinus ion of Effexor XR for GAD there were 2 reports of acute overdosage
(0[;15 gof Effelxor XR and 500 mg of paroxetine and 50 mg of zolpidem, and 1.2 g of Effexor XR). Both recovered
without sequelae.
In postmarketing experience, there have been reports of fatalities in patients taking overdoses of venlafaxine,
;Fredommamly in combination with alcohol and/or other drugs.
reatment should consist of those general in the of

i vemgo, : apathy, at:

s

with any

Ensure an e airway, ion and Monitor cardiac mythm and vital signs.
General supportive and are also of emesis is not recommended.
Gastric lavage with a large bore orogastric tube with appropriate airway ion, if needed, may be indicated if

Eerfonn soon after ingestion or in symptomatic patients. Achvated charcoal should be administered. Due to

e large volume of distribution of this drug, forced diuresis, dialysis, hemoFen‘usmn and exchange transfusion are
unlikely to be of benefit. No specific antidotes for venlafaxine are known. In managing overdosage, consider the
possibility of muttiple dru; |nvo|vement The physrcran should consider contacting a poison control center for
additional information on numbers for certified poison control centers

are listed in the Physicians’ Desk Heference &‘\H
SWITCHING PATI TO OR FROM A MONOAMINE OXIDASE INHIBITOR: At least 14 d:ys should elapse between
discontinuation of an MAOI and initiation of therapy with Effexor XR. in addition, at least 7 days should be allowed

after stopping Effexor XR before starting an MAOI (See ““Contraindications” and “Wamlngs"
Please consult full prescribing information for detailed dosing instructions.
This brief summary is based on the circular 4876-4, issued March 22, 1999.
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