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INDICATIONS

Government Gone Wild

If you're like us, you've been spending a lot
of your waking hours wondering how the
recent reorganization at the Food and Drug
Administration’s Office of Epidemiology—
known inside the Beltway as “Animal
House”™—was going to turn out. Wonder
no more. After an extended weekend “con-
ference” of drinking in the elixir of coop-
eration, dealing the cards of consensus, and
sharing the naked truth of bureaucracy, the
bleary-eyed and staggering survivors an-
nounced the results. The Division of Med-
ication Error Prevention is now the Divi-
sion of Medication Error Prevention and
Analysis (new motto: “DMEPA Rocks!”),
and the Division of Adverse Event Analy-
sis I and II becomes the Division of Phar-
macovigilance I and II. No wonder some-
body called the cops.

The Speed of Drinking

Loud music leads to faster drinking. French
researchers visited bars on three Saturday
nights and observed 40 men, aged 18-25
years, who ordered a draft beer. By previous
arrangement with the bar owners, the in-
vestigators manipulated the volume of the
music and discovered that louder music led
to increased drinking in a shorter amount
of time. In their report, scheduled to appear
in the October issue of Alcoholism: Clini-
cal and Experimental Research, they offer
two hypotheses: Loud music causes higher
arousal, which leads to faster drinking—or
loud music makes it hard to communicate,
so people drink more and talk less. And, as
any self-respecting epidemiologist will tell
you, drinking more and talking less is what
pharmacovigilance is all about.

The Ultimate Party Animal?

Malaysian pen-tailed tree shrews are, ac-
cording to a new study in the Proceedings
of the National Academy of Sciences, the
heaviest drinkers in the world. They live on
the fermented nectar of the flower buds of
the bertam palm, which can have an alco-
hol content of up to 3.8%. Investigators
used radio collars to follow the shrews’
movements and measured blood alcohol
concentrations much higher than in hu-
mans with similar alcohol intake. “The
amount of alcohol we're talking about is
huge—it’s several times the legal limit in
most countries,” researcher Marc-André
Lachance told LiveScience. Amazingly, the
shrews showed no signs of intoxication, sug-
gesting that any one of them could drink a
pharmacovigilant epidemiologist under the
table.

Where No Spa Has Gone Before
Phit (pelvic health integrated techniques) is
the brainchild of Manhattan gynecologist
Lauri J. Romanzi, who recently opened
what is probably the world’s first gyno spa.
According to her Web site, www.theper-
fectphit.com, vaginal rejuvenation services
include Lip Sync (“labiaplasty for asym-
metric and elongated inner labia”), Lazy Su-
san (“electrical stimulation for an effortless
Kegel muscle workout), and Kegel Phitness
(“learn how to Kegel like a champ™). Dr. Ro-
manzi is a supporter of the exercises. “If you
can vote and you have a vagina, you should
do these,” she told the New York Times.
“It’s the dental floss of feminine fitness.”
—Richard Franki
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(amlodipine and valsartan) Tablets

Rx only

BRIEF SUMMARY: Please see package insert for full prescribing information.

USE IN PREGNANCY: When used in pregnancy, drugs that act directly on the renin-angiotensin system can
cause injury and even death to the developing fetus. When pregnancy is detected, Exforge® (amlodipine and
valsartan) should be discontinued as soon as possible. See WARNINGS: Fetal/Neonatal Morbidity and Mortality

years, at concentrations calculated to provide daily dosage levels of 0.5, 1.25, and 2.5 mg amlodipine/kg/day, showed no
evidence of a carcinogenic effect of the drug. For the mouse, the highest dose was, on mg/m? basis, similar to the maxi-
mum recommended human dose [MRHD] of 10 mg amlodipine/day. For the rat, the highest dose was, on a mg/m2 basis,
about two and a half times the MRHD. (Calculations based on a 60 kg patient.) Mutagenicity studies conducted with
amlodipine maleate revealed no drug-related effects at either the gene or chromosome level. There was no effect on
the fertility of rats treated orally with amlodipine maleate (males for 64 days and females for 14 days prior to mating)
at doses of up to 10 mg amlodipine/kg/day (about 10 times the MRHD of 10 mg/day on a mg/m? basis). Studies with
valsartan: There was no evidence of carcinogenicity when valsartan was administered in the diet to mice and rats for
up to 2 years at concentrations calculated to provide doses of up to 160 and 200 mg/kg/day, respectively. These
doses in mice and rats are about 2.4 and 6 times, respectively, the MRHD of 320 mg/day on a mg/m? basis.

INDICATIONS AND USAGE: Exforge® (amlodipine and valsartan) is indicated for the treatment of hypertension. This
fixed combination drug is not indicated for the initial therapy of hypertension (see DOSAGE AND ADMINISTRA-
TION in the full prescribing information).

CONTRAINDICATIONS: Exforge® (amlodipine and valsartan) is contraindicated in patients who are hypersensitive to any
component of this product.

WARNINGS: Fetal/Neonatal Morbidity and Mortality: Drugs that act directly on the renin-angiotensin system can
cause fetal and neonatal morbidity and death when administered to pregnant women. Several dozen cases have been
reported in the world literature in patients who were taking angiotensin-converting enzyme inhibitors. There have been
reports of abortion, oligohyd ios and newborn renal dysfunction when pregnant women have taken
valsartan. When pregnancy is detected, valsartan should be discontinued as soon as possible. The use of drugs that act
directly on the renin-angiotensin system during the second and third trimesters of pregnancy has been associated
with fetal and neonatal injury, including ion, neonatal skull ia, anuria, reversible or irreversible renal
failure, and death. Oligohydramnios has also been reported, presumably resulting from decreased fetal renal func-
tion; oligohydramnios in this setting has been associated with fetal limb contractures, craniofacial deformation, and
hypoplastic lung development. Prematurity, intrauterine growth retardation, and patent ductus ateriosus have also
been reported, although it is not clear whether these occurrences were due to exposure to the drug. In addition, first
trimester use of ACE inhibitors, a specific class of drugs acting on the renin-angiotensin system, has been i

(C: ions based on a 60 kg patient.) Mutagenicity assays did not reveal any valsartan-related effects at either the
gene or chromosome level. These assays included bacterial mutagenicity tests with Salmonella and E. coli, a gene
mutation test with Chinese hamster V79 cells, a cytogenetic test with Chinese hamster ovary cells, and a rat micronu-
cleus test. Valsartan had no adverse effects on the reproductive performance of male or female rats at oral doses of up
to 200 mg/kg/day. This dose is about 6 times the maximum recommended human dose on a mg/m2 basis. Pregnancy:
Pregnancy Category C (first trimester) and D (second and third trimesters): See WARNINGS, Fetal/Neonatal Morbidity
and Mortality. Studies with amlodipine: No evidence of teratogenicity or other embryo/fetal toxicity was found when
pregnant rats and rabbits were treated orally with amlodipine maleate at doses of up to 10 mg amlodipine/kg/day
(respectively, about 10 and 20 times the maximum recommended human dose [MRHD] of 10 mg amlodipine on a
mg/m2 basis) during their respective periods of major organogenesis. (Calculations based on a patient weight of
60 kg.) However, litter size was significantly decreased (by about 50%) and the number of intrauterine deaths was
significantly increased (about 5-fold) for rats receiving amlodipine maleate at a dose equivalent to 10 mg amlodipine/
kg/day for 14 days before mating and throughout mating and gestation. Amlodipine maleate has been shown to pro-
long both the gestation period and the duration of labor in rats at this dose. There are no adequate and well-controlled
studies in pregnant women. Amlodipine should be used during pregnancy only if the potential benefit justifies the
potential risk to the fetus. Studies with valsartan: No teratogenic effects were observed when valsartan was admin-
istered to pregnant mice and rats at oral doses of up to 600 mg/kg/day and to pregnant rabbits at oral doses of up
to 10 mg/kg/day. However, significant decreases in fetal weight, pup birth weight, pup survival rate, and slight

with a potential risk of birth defects in retrospective data. Healthcare professionals that prescribe drugs acting directly
on the renin-angiotensin system should counsel women of childbearing potential about the potential risks of these
agents during pregnancy. Rarely (probably less often than once in every thousand pregnancies), no alternative to a
drug acting on the renin-angiotensin system will be found. In these rare cases, the mothers should be apprised of
the potential hazards to their fetuses, and serial ultrasound examinations should be performed to assess the intra-
amniotic environment. If oligohydramnios is observed, valsartan should be discontinued unless it is considered life-
saving for the mother. Contraction stress testing (CST), a nonstress test (NST), or biophysical profiling (BPP) may be
appropriate, depending upon the week of pregnancy. Patients and physicians should be aware, however, that oligo-
hydramnios may not appear until after the fetus has sustained irreversible injury. Infants with histories of in utero
exposure to an angiotensin Il receptor antagonist should be closely observed for hypotension, oliguria, and hyper-
kalemia. If oliguria occurs, attention should be directed toward support of blood pressure and renal perfusion.
Exchange transfusion or dialysis may be required as means of reversing hypotension and/or substituting for dis-
ordered renal function. Hypotension: Excessive hypotension was seen in 0.4% of patients with uncomplicated hyper-
tension treated with Exforge® (amlodipine and valsartan) in placebo-controlled studies. In patients with an activated
renin-angiotensin system, such as volume- and/or salt-depleted patients receiving high doses of diuretics, symptomatic
hypotension may occur in patients receiving angiotensin receptor blockers. This condition should be corrected prior to
administration of Exforge, or the treatment should start under close medical supervision. Caution should be observed
when initiating therapy in patients with heart failure or recent myocardial infarction and in patients undergoing sur-
gery or dialysis. Patients with heart failure or post-myocardial infarction patients given valsartan commonly have
some reduction in blood pressure, but discontinuation of therapy because of continuing symptomatic hypotension usu-
ally is not necessary when dosing instructions are followed. In controlled trials in heart failure patients, the incidence of
hypotension in valsartan-treated patients was 5.5% compared to 1.8% in placebo-treated patients. In the Valsartan in
Acute Myocardial Infarction Trial (VALIANT), hypotension in post-myocardial infarction patients led to permanent discon-
tinuation of therapy in 1.4% of valsartan-treated patients and 0.8% of captopril-treated patients. Since the vasodilation
induced by amlodipine is gradual in onset, acute hypotension has rarely been reported after oral administration.
Nonetheless, caution, as with any other peripheral vasodilator, should be exercised when administering amlodipine,
particularly in patients with severe aortic stenosis. If excessive hypotension occurs with Exforge, the patient should
be placed in a supine position and, if necessary, given an intravenous infusion of normal saline. A transient hypo-
tensive response is not a contraindication to further treatment, which usually can be continued without difficulty once
the blood pressure has stabilized. Increased Angina and/or Myocardial Infarction: Rarely, patients, particularly those
with severe obstructive coronary artery disease, have developed documented increased frequency, duration and/or
severity of angina or acute myocardial infarction on starting calcium channel blocker therapy or at the time of dosage
increase. The mechanism of this effect has not been elucidated.

PRECAUTIONS: General: Impaired Hepatic Function: Studies with ipi ipine is metabo-
lized by the liver and the plasma elimination half-life (t;,) is 56 hours in patients with impaired hepatic function,
therefore, caution should be exercised when administering amlodipine to patients with severe hepatic impairment.
Studies with valsartan: As the majority of valsartan is eliminated in the bile, patients with mild-to-moderate hepatic
impairment, including patients with biliary obstructive disorders, showed lower valsartan clearance (higher AUCs).
Care should be exercised in administering valsartan to these patients. Impaired Renal Function - Hypertension: In
studies of ACE inhibitors in hypertensive patients with unilateral or bilateral renal artery stenosis, increases in serum creat-
inine or blood urea nitrogen have been reported. In a 4-day trial of valsartan in 12 hypertensive patients with unilateral
renal artery stenosis, no significant increases in serum creatinine or blood urea nitrogen were observed. There has
been no long-term use of valsartan in patients with unilateral or bilateral renal artery stenosis, but an effect similar to
that seen with ACE inhibitors should be anticipated. As a consequence of inhibiting the renin-angiotensin-aldosterone
system, changes in renal function may be anticipated in susceptible individuals. In patients with severe heart failure whose
renal function may depend on the activity of the renin-angiotensin-aldosterone system, treatment with angiotensin-
converting enzyme inhibitors and angi receptor ists has been iated with oliguria and/or progressive
azotemia and (rarely) with acute renal failure and/or death. Similar outcomes have been reported with valsartan.
Congestive Heart Failure: Studies with amlodipine: In general, calcium channel blockers should be used with cau-
tion in patients with heart failure. Amlodipine (5-10 mg per day) has been studied in a placebo-controlled trial of
1,153 patients with NYHA Class |1l or IV heart failure on stable doses of ACE inhibitor, digoxin, and diuretics. Follow-up
was at least 6 months, with a mean of about 14 months. There was no overall adverse elfect on survival or cardiac
morbidity (as defined by life-threatening arrhythmia, acute my ial infarction, or hospif ion for worsened heart
failure). Amlodipine has been compared to placebo in four 8-12 week studies of patients with NYHA class II/I1l heart
failure, involving a total of 697 patients. In these studies, there was no evidence of worsened heart failure based on
measures of exercise tolerance, NYHA classification, symptoms, or LVEF. Studies with valsartan: Some patients with heart
failure have developed increases in blood urea nitrogen, serum creatinine, and potassium on valsartan. These effects are
usually minor and transient, and they are more likely to occur in patients with pre-existing renal impairment. Dosage
reduction and/or discontinuation of the diuretic and/or valsartan may be required. In the Valsartan Heart Failure Trial, in
which 93% of patients were on concomitant ACE inhibitors, treatment was discontinued for elevations in creatinine or
potassium (total of 1.0% on valsartan vs. 0.2% on placebo). In the Valsartan in Acute Myocardial Infarction Trial (VALIANT),
discontinuation due to various types of renal dysfunction occurred in 1.1% of valsartan-treated patients and 0.8% of
captopril-treated patients. Evaluation of patients with heart failure or post-myocardial infarction should always include
assessment of renal function. Beta-Blocker Withdrawal: Amiodipine is not a beta-blocker and therefore gives no pro-
tection against the dangers of abrupt beta-block any such wi should be by gradual reduction
of the dose of beta-blocker. Information for Patients: Pregnancy: Female patients of childbearing age should be told
about the consequences of exposure to drugs that act on the renin-angiotensin system. Discuss other treatment
options with female patients planning to become pregnant. Patients should be asked to report pregnancies to their
physicians as soon as possible. Clinical Laboratory Findings: Creatinine: In hypertensive patients, greater than 50%
increases in creatinine occurred in 0.4% of patients receiving Exforge and 0.6% receiving placebo. In heart failure
patients, greater than 50% increases in creatinine were observed in 3.9% of valsartan-treated patients compared to
0.9% of placebo-treated patients. In post-myocardial infarction patients, doubling of serum creatinine was nhserved in

delays in were observed in studies in which parental rats were treated with valsartan at
oral, maternally toxic (reduction in body weight gain and food consumption) doses of 600 mg/kg/day during organo-
genesis or late gestation and lactation. In rabbits, fetotoxicity (i.e., resorptions, litter loss, abortions, and low body
weight) associated with maternal toxicity (mortality) was observed at doses of 5 and 10 mg/kg/day. The no observed
adverse effect doses of 600, 200 and 2 mg/kg/day in mice, rats and rabbits, respectively, are about 9, 6 and 0.1 times
the MRHD of 320 mg/day on a mg/m2 basis. (Calculations based on a patient weight of 60 kg.) Studies with
amlodipine besylate and valsartan: In the oral embryo-fetal development study in rats using amlodlpme besylate plus
valsartan at doses equi to 5 mg/kg/day ipine plus 80 mg/k 0/day valsartan, 10 mg/kg/day plus
160 mg/kg/day valsartan, and 20 mg/kg plus 320 mg/kg/day valsartan, lated maternal
and fetal effects delays and noted in the presence of significant maternal toxicity) were
noted with the high dose combination. The no-observed-adverse-effect level (NOAEL) for embryo-fetal effects was

10 mg/kg/day ipine plus 160 mg/kg/day valsartan. On a systemic exposure [AUCo..)] basis, these doses are,
respectively, 4.3 and 2.7 times the systemic exposure [AUCo.o)] in humans receiving the MRHD (10/320 mg/60 kg).
Labor and Delivery: The effect of Exforge on labor and delivery has not been studied. Nursing Mothers: It is not
known whether amlodipine is excreted in human rnllk In the absence of this information, it is recommended that
nursing be i while i is It is not known whether valsartan is excreted in human milk,
but valsartan was excreted in the milk of lactating rats. Because of the potential for adverse effects on the nursing
infant, a decision should be made whether to discontinue nursing or discontinue the drug, taking into account the
importance of the drug to the mother. Pediatric Use: Safety and effectiveness of Exforge in pediatric patients have
not been established. Geriatric Use: In controlled clinical trials, 323 hypertensive patients treated with Exforge were
=65 years and 79 were =75 years. No overall differences in the efficacy or safety of Exforge was observed in this
patient population, but greater sensitivity of some older individuals cannot be ruled out.

ADVERSE REACTIONS: Exforge: Exforge® (amlodipine and valsartan) has been evaluated for safety in over 2,600
patients with hypertension; over 1,440 of these patients were treated for at least 6 months and over 540 of these
patients were treated for at least one year. Adverse experiences have generally been mild and transient in nature and
have only infrequently required discontinuation of therapy. The overall frequency of adverse experiences was neither
dose-related nor related to gender, age, or race. In placebo-controlled clinical trials, discontinuation due to side
effects occurred in 1.8% of patients in the Exforge-treated patients and 2.1% in the placebo-treated group. The most
common reasons for discontinuation of therapy with Exforge were peripheral edema (0.4%), and vertigo (0.2%). The
adverse experiences that occurred in placebo-controlled clinical trials in at least 2% of patients treated with Exforge
but at a higher incidence in amlodipine/valsartan patients (n=1,437) than placebo (n=337) included peripheral edema
(5.4% vs. 3.0%), nasopharyngitis (4.3% vs. 1.8%), upper respiratory tract infection (2.9% vs. 2.1%) and dizziness
(2.1% vs. 0.9%). Orthostatic events (orthostatic hypotension and postural dizziness) were seen in less than 1% of
patients. Other adverse experiences that occurred in placebo-controlled clinical trials with Exforge (=0.2%) are listed
below It cannm be determined whether these events were causally related to Exforge. Blood and Lymphatic System
y Cardiac Di: Pa\pnatlons tachycardia. Ear and Labyrinth Disorders: Ear pain.
Gastrointestinal Disorders: Diarrhea, nausea, pain, pain upper, gastri-
tis, vomiting, abdominal discomfort, hemorrhoids, abdominal dlstennon dry mouth, flatulence, toothache, colitis.
General Disorders and Administration Site Conditions: Fatigue, chest pain, asthenia, pitting edema, pyrexia, edema,
pain. Immune System Disorders: Seasonal allergies. Infections and Infestations: Nasopharyngitis, sinusitis, influenza,
bronchitis, pharyngitis, urinary tract infection, gastroenteritis, pharyngotonsillitis, bronchitis acute, viral infection,
tonsillitis, tooth abscess, cystitis, pneumonia. Injury, Poisoning and Procedural Complications: Contusion, epi-
condylitis, joint sprain, limb injury, post procedural pain. Cardiac murmur. and Nulrmon
Disorders: Gout, non-insulin dependent diabetes mellitus, olemia. and Ci
Tissue Disorders: Arthralgia, back pain, muscle spasms, pain in extremity, myalgia, osteoarthritis, joint swelling,
musculoskeletal chest pain. Nervous System Disorders: Headache, sciatica, parasthesia, cerviocobrachial syndrome,
carpal tunnel syndrome, hypoaesthesia, sinus headache, somnolence. Psychiatric Disorders: Insomnia, anxiety,
depressmn Renal and Unnary Disorders: Hematuria, nephrolithiasis, pollakiuria. Reproductive System and Breast
Erectile d i y, Thoracic and Disorders: Cough, pharyngolaryngeal pain,
sinus congestion, dyspnea, epistaxis, p ive cough, dysphonia, nasal ion. Skin and
Tissue Disorders: Pruritus, rash, hyperhidrosis, eczema, erythema. Vascular Disorders: Flushing, hot flush. Isolated
cases of the following clinically notable adverse events were also observed in clinical trials: exanthema, syncope,
visual disturbance, hypersensitivity, tinnitus, and hypotension. Amlodipine: Norvasc®"* has been evaluated for safety
in more than 11,000 patients in U.S. and foreign clinical trials. Other adverse events that have been reported <1% but
>0.1% of patients in controlled clinical trials or under conditions of open trials or marketing experience where a
causal relationship is uncertain were: Cardiovascular: arrhythmia (including ventricular tachycardia and atrial fibrilla-
tion), bradycardia, chest pain, peripheral ischemia, syncope, postura\ hypotension, vascumls Cenlral and
Peripheral Nervous System: neuropathy peripheral, tremor. inal: anorexia, hagia, pancreatitis, gin-
gival hyperplasia. General: allergic reaction, hot flushes, malaise, rigors, weight gain, weight loss. Musnulnskelelal
System: arthrosis, muscle cramps. Psychiatric: sexual dysfunction (male and female), nervousness, abnormal
dreams, depersonalization. Respiratory System: dyspnea. Skin and Appendages: angioedema, erythema multiforme,
rash erythematous, rash maculopapular. Special Senses: abnormal vision, conjunctivitis, diplopia, eye pain, tinnitus.
Urinary System: micturation frequency, mlcturanon disorder, nocturla Autnnomlc Nervous System: sweating
increased. Metabolic and Nutritional: hypergl: , thirst. ia, purpura, thr
Other events reported with amlodipine at a frequency of <0.1% of patients include: cardiac failure, pulse |rregu|ar|ty
extrasystoles, skin discoloration, urticaria, skin dryness, alopecia, dermatitis, muscle weakness, twitching, ataxia,
hypertonia, migraine, cold and clammy skin, apathy, agitation, amnesia, gastritis, increased appetite, loose stools,
rhinitis, dysuria, polyuria, parosmia, taste perversion, abnormal visual accommodation, and xerophthalmia. Other
reactions occurred ically and cannot be distinguished from medications or concurrent disease states such as
myocardial infarction and angina. Adverse reactions reported for amlodipine for mdlcauons other than hypertension
may be found in the prescribing information for Norvasc®. Post ia has been
reported infrequently and a causal relationship is uncertain. Jaundice and hepatic enzyme elevations (mostly consis-
tent with cholestasis or hepatitis), in some cases severe enough to require hospitalization, have been reported in

4.2% of valsartan-treated patients and 3.4% of captopril-treated patients. Liver Function Tests: Ot
(greater than 150%) of liver chemistries occurred in Exforge-treated patients. Serum Potassium: In hypertensive
patients, greater than 20% increases in serum potassium were observed in 2.8% of Exforge-treated patients com-
pared to 3.4% of placebo-treated patients. In heart failure patients, greater than 20% increases in serum potassium
were observed in 10% of valsartan-treated patients compared to 5.1% of placebo-treated patients. Blood Urea
Nitrogen (BUN): In hypertensive patients, greater than 50% increases in BUN were observed in 5.5% of Exforge-
treated patients compared to 4.7% of placebo-treated patients. In heart failure patients, greater than 50% increases in
BUN were observed in 16.6% of valsartan-treated patients compared to 6.3% of placebo-treated patients. Drug Interactions:
No drug interaction studies have been conducted with Exforge and other drugs, although studies have been conducted
with the individual amlodipine and valsartan components, as described below: Studies with Amlodipine: In clinical trials,
amlodipine has been safely administered wwth thiazide diuretics, beta-blockers, angiotensin-converting enzyme

inhibitors, long-acting nitrates, subli glycerin, digoxin, warfarin, non-steroidal anti-inflammatory drugs,

iotics, and oral ic drugs. Cimetidine: Co- of ine with ci ine did not alter
the phar inetics of Grapefruit juice: Ct of 240 mL of grapefruit j |U|ce with a smg\e
oral dose of amlodipine 10 mg in 20 healthy had no sif effect on the phar of

Maalox® (antacid): Co-administration of the antacid Maalox with a single dose of amlodipine had no significant
effect on the pharmacokinetics of amlodipine. Sildenafil: A smgle 100 mg dose of sildenafil (Viagra®*) in subjects
with essential hypertension had no effect on the phar of ipine. When ipine and
sildenafil were used in each agent i exerted its own blood pressure lowering effect.
Atorvastatin: Co-administration of multiple 10 mg doses of amlodipine with 80 mg of atorvastatin resulted in no signifi-
cant change in the steady state pharmacokinetic parameters of atorvastatin. Digoxin: Co-administration of amlodipine
with digoxin did not change serum digoxin levels or digoxin renal clearance in normal volunteers. Warfarin:
Co-administration of amlodipine with warfarin did not change the warfarin prothrombin response time. Studies with

No clinically phar inetic interactions were observed when valsartan was co-administered
with amlodipine, atenolol, cimetidine, digoxin, furosemide, glyburide, hydrochlorothiazide, or indomethacin. The valsartan-
atenolol combination was more antihypertensive than either component, but it did not lower the heart rate more than
atenolol alone. Warfarin: Co-administration of valsartan and warfarin did not change the pharmacokinetics of valsartan
or the time-course of the anticoagulant properties of warfarin. CYP 450 The ible for
valsartan metabolism have not been identified but do not seem to be CYP 450 isozymes. The inhibitory or induction
potential of valsartan on CYP 450 is also unknown. As with other drugs that block angiotensin I or its effects, con-
comitant use of potassium sparing diuretics (e.g., spir tr , amiloride),
or salt substitutes containing potassium may lead to increases in serum potassium and in heart failure patients to
increases in serum . Drug/Food Studies with ipine: The ilability of ipine is
not altered by the presence of food. Studies with valsartan: Food decreases the exposure (as measured by AUC) to
valsartan by about 40% and peak plasma concentration (Cyy) by about 50%. Carcinogenesis/Mutagenesis/
Impairment of Fertility: Studies with amlodipine: Rats and mice treated with amlodipine maleate in the diet for up to two
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with use of amlodipine. Valsartan: Diovan® has been evaluated for safety in more than 4,000 hypertensive
patients in clinical trials. In trials in which valsartan was compared to an ACE inhibitor with or without placebo, the
incidence of dry cough was significantly greater in the ACE inhibitor group (7.9%) than in the groups who received
valsartan (2.6%) or placebo (1.5%). In a 129 patient trial limited to patients who had had dry cough when they had
previously received ACE inhibitors, the incidences of cough in patients who received valsartan, HCTZ, or lisinopril
were 20%, 19%, and 69% respectively (p<0.001). Other adverse events, not listed above, occurring in >0.2% of
patients in controlled clinical trials with valsartan are: Body as a Whole: allergic reaction, asthenia. Musculoskeletal:
muscle cramps. ic and Psy paresthesia. y: sinusitis, pharyngitis. Urogenital: Impotence.
Other reported events seen less frequently in clinical trials were: angioedema. Adverse reactions reported for valsartan
for indications other than hypertension may be found in the prescribing information for Diovan. Post-Marketing
Experience: The following additional adverse events have been reported in post-marketing experience with valsartan:
Blood and Lymphatic: There are very rare reports of thrombocytopenia. Hypersensitivity: There are rare reports of
angioedema. Digestive: Elevated Ilverenzymes and very rare reports of hepatitis. Renal: Impaired renal function.
Clinical L y Tests: H Alopecia. Rare cases of rhabdomyolysis have been reported
in patients receiving angiotensin Il receptor blockers.

Storage: Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F). [See USP Controlled Room Temperature.]
Protect from moisture.

*Viagra® is a registered trademark of Pfizer, Inc.
**Norvasc® is a registered trademark of Pfizer, Inc.

Reference: 1. Data on file. Study CVAA489A2403. Novartis Pharmaceuticals Corporation.
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