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USE IN PREGNANCY

When used in pregnancy during the second and
third trimesters, drugs that act diractly on tha
renin-angiotensin system can cause injury and
sven death to the developing fetus. When preg-
nancy is getected, Teveten should be discontinued
as soon as possible. See WARNINGS: Fetal/
Neonatal Morbidity and Mortality.

DESCRIPTION

Teveten feprosartan mesylate} is a non-biphenyl non-
tetrazole angotensin |l receptor (AT} antagonist. A
selecuve non-peptide molecule, Taveten 1s chemically
described as the monomethanesuifonate of (£)-2-butyl-
1-{p-carboxybenzyl}-a-2-thienylmethylimidazole-b-
acrylic acid.

s gmpirical formula s CpHzMN,0,59CH.045 and molec
ulat weight is 520,625, Its structural formula 1s

HO “ * HDSO,CH,

/\/\( H
I

Eprosartan mesylate is a white 1o off whne free-fiowing
crystaline powder that is insoluble in water, freely soiu-
ble in ethanol. and meiis batween 248° and 250°C

Teveren is availabie as aqueous film—coated, scored
Tilab® tablets containing eprosartan mesylate equiva-
lent to 300 mg or 400 mg eprosartan zwitterion (white
oval or pink oval tablets, respectivelyl. Inactive ingre-
dients: croscarmeliose sodium, hydroxypropyl methyl-
celiulose, lactose monohydrate, magnesium stearate,
microcrystalline cellulose, polyethylene glycol, pregela-
timzed starch, utanium dioxide, Tablets may also con-
tain ene or more of the foillowing agents: ron oxide red,
iron oxide yellow, polysorbate 80.

CLINICAL PHARMACOLOGY

Mechanism of Action

Angiotensin [l {formed from angiotensin | in a reaction
catalyzed by sngiotensin-converting enzyme [kininase
HJj, a potent vasoconstrictor, 15 the principal pressor
agent of the renin-angictensin system. Angiotensn |l
also stimulates aldosterone synihasis and secretion by
the adrenal cortex, cardiac contraction, renal resorption
of sodium, activity of the sympathetic nervous system,
and smooth muscle cell gmowth. Eprosartan blocks the
vasoconstrictor and aldosterone-secreting stfects of
angiotensin 1l by selectvely blocking the binding of
angiotensin It to the AT, receptor found in many tssues
te g vascular smooth muscle, adrenal gland}. There 1s
also an AT, receptor found in many tissues but it is not
known 10 be associated with cardiovascular homeosta-
sis. Eprosartan does not exhibit any pariial agonist activ-
ity at the AT, receptor. Its affinity for the AT, recepior 1s
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1,000 trmes greater than for the AT; receptor. In wvitic
binding studies indicate that eprosartan 1S a reversible,
competitive mnhibitor of the AT, receptor

Blockade of the AT, receptor removes the negatve
feedback of angiotensin I} on renin secretion, but the
resulting increased plasma renin activry and circulating
angiotensin 1| do not overcome the effect of eprosartan
on blood pressure.

Teveten (eprosanian mesylate) does not inhibit kininase
Il, the enzyme that converts angiotensin | 1o angiclen-
sin I} and degrades bradykinin; whether this has chinicat
relevance is not known. It does not bind 1© or block
other hormona receptors or ion channsls known to be
important in cardiovascular regulation

Pharmacokinatics

General

Absolute bioavailability following a single 300 mg oral
dose of eprosartan is approximately 13%. Eprosartan
plasma concentrations peak at 1 to 2 hours atfter an oral
dose in the fasted state. Administering eprosartan with
food delays absorption, and causes variable changes
1<25%} in Cpy. and AUC values which do not appear
clinically important. Plasma concentrations of eprosar-
tan increase in a slightly less than dose-proportional
manner over the 100 mg t¢ 80C mg dose range. The
terrminal elimination half-life of eprasantan fatlowing oral
administration is typically 5 to 9 hours. Eprosartan does
not significantly accumuiate with chronic use.

Maeatabolism and Excretion

Eprosartan is eliminated by biliary and renal excretion,
primarily as unchanged cornpound. Less than 2% of an
oral dose is excreted in the uring as a glucurcnide.
There are no active metabolites following oral and intra-
venous dosing with {'4C| eprosartan in human subjects.
Eprosartan was the only drug-related compound found
in the plasma and feces. Foliowing intravenous |"4C|
eprosartan, about 61% of the matenal is recovered in
the feces and about 37% in the urine. Following an oral
dose of ["*C} eprosartan, about 90% is recovered in the
feces and about 7% in the Urine. Approximately 20% ot
the radioactivity excreted in the uring was an acyl glu-
curenide of eprosartan with the remaining B0% being
unchanged eprosartan.

Distribution

Plasma protein binding of eprosartan is high {approx-
mately 98%} and constant over the concentration range
achieved with therapeutic doses

The pooled population pharmacokinetic analysis from
two Phase 3 nals of 209 men and 172 women wath
mild to moderate hypertension laged 20 to 92 years)
showed that eprosartan exhibited a population mean
oral clearance {CL/F) for an average 60-year-old patient
of 48,5 Lhr. The population mean steady-state volume
of distribution {Vss/F) was 308 liters. Eprosartan phar-
macokinetics were not influenced by weight, race,
gender or severity of hypertension at baseline. Oral
clearance was shown to be a iinear function of age with
CL/F decreasing 0.62 L. for every year increase.

Special Populations

Padiatric: Eprosartan pharmacokinetics have not been
investigated in patients younger than 18 years of age
Geviatric: Following single oral dose administration of
aprosartan to healthy elderly men laged 68 to 78 years},
AUC, €. 800 Tmae eprosartan values increased, on
average by approximately twotold, compared to healthy
young men (aged 20 to 39 years) who received the
same dose The extent of plasma protein binding was
not influenced by age.

Gender; There was no difference In the pharmacoki-
netics and plasma protein binding between men and
women following single oral dose administration af
eprosarnan.

Raca: A pooled populaticn pharmacokingtic analysis o
442 Caucasian and 29 non-Caucasian hypertensive
paties showed that oral clearance and steady-state
volume of distribution were not influenced by race
Renal Insufficiency: Following administration of
eprosaran 200 mg b.i.d. for 7 days, patents with mild
renal impairment {CL,, 60 to 80 mb/min.} showed mean
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epraganan Cn,, and AUC values similar to subjects with
normal renal function. Compared to patients with nor-
mal renal function, mean AUC and C,,, velues were
approximately 30% higher in patients with moderate
renal imparment {CL,, 30 ta 53 mU/min .} and 50% high-
er in pavents with severe renal impairment {CL.
5 to 29 mL/min). The unbound aprosartan fracton was
not influenzed by mild to moderate renal mparment
but increased approximately twolald in a few patients
with severe renal impairment. No dosage adjustment
1s necessary for patents with renal imparment
Eprosartan was poorly removed by hemodiaiysis [Claz
<1 L/hr) (see DOSAGE AND ADMINISTRATION).

Hepatic Insufficiancy: Eprosartan AUC (but not Cuy)
values increased, on average, by approximately 40% in
men with decreased hepatic function compared to
healthy men ahter a single 100 mg oral dose of eprosar-
tan. Hepatc disease was defined as a documented clin-
ical history of chronic hepatic abnormality diagnosed by
liver biopsy, liver/spleen scan or chinical laboratory tests.
The extent of eprosartan plasma protein binding was
not influenced by hepatic dysfunction. No dosage
adjustment is necessary for patients waith hepatic
impairment (see DOSAGE AND ADMINISTRATION}.

Drug Interactions

Concomitant administration of eprosartan and digoxin
had no effect on single oral-dose digoxin pharmacoki-
retics. Concomitant adminstration of eprosanan and
warfarin had no effect on steady-state prothrombin
ume raucs (INRI in healthy volunteers. Concomitant
admintstraton of eprosartan and glybunde in diabetic
patients did not atfect 24-hour plasma glucose profiles.
Eprosartan pharmacokinetics were not affected by con-
comitant adrinistration of ranitidine. Eprosartan did not
inhibit human cytochrome P450 enzymes CYP1A, 2A6,
2C9/8. 2C18. 206, 2E and 3A in witro. Eprosartan 1s not
metabolized by the ¢ytochrome P450 systemn; eprosar-
tan steady-state concentrations were not affected by
concomitant administration of keteconazole or flucons
zole, potent inhibitors of CYP3A and 2C9, respectively

Pharmacodynamics and Clinical Effects

Eprosartan inhibits the pharmaccelogic effects of angio-
tensin I infusions in healthy adult men. Single oral
doses of eprosartan from 10 mg to 400 mg have been
shown to inhibit the vasopressor, renat vasoconstrictive
and aldosterone secretory effects of infused angio-
tensin || with complete nhibrtion evident at doses of
350 mg and above. Eprosanan inhibits the pressor
effects of angiotensin Il infusions. A singie oral dose of
350 mg of eprosartan inhibits pressor effects by
approximately 100% at peak, with approxirmately 30%
inhiition  persisting for 24 hours. The absence of
angiotensin |l AT. agonist actvity has been demonstrat-
ed in healthy adult men in hypertensive patients treat-
ed chronically with eprasantan, there was a twofold nse
in angrotensin |l plasma concentration and a twafold
rise in plasma rentn activity, while plasma aidastercne
levels remained unchanged. Serum patassium levels
also remained unchanged in these patients.

Achievement of maximal blood pressure response 1o a
gven dose in maost patients may take 2 16 3 weeks of
treatment. Onset of blood pressure reduction i1s seen
within 1 to 2 hours of dosing with tew instances of
orthostatic hypotension. Bloed pressure control is main-
tained with once- or twice-dailly dosing over a 24-hour
period. Discontinuing treatment with eprosarian does
not lead to a rapid rebound increase in blood prassure
There was no change in mean heart rate in patents
treated with eprosartan in controlied clinical trials

Epresartan increases mean effectuve renal plasma flow
{ERFF) n salt-replete and saltrestncted normal sub-
jects. A dose-related increase in ERPF of 25% to 30%
oceurred in salt-restricted normal subects, with the
effect plateauing between 200 mg and 400 mg doses
There was no change in ERPF in hypenensive patients
and patients waith renal nsufficiency on normal salt
dets. Eprosanan dd not reduce glomerular filtration
ratg in patents with renal insufficiency ar in patients
with hypertensicn, after 7 days and 28 days of dosing.
respectively tn hypertensive patents and patients with
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chromic renal insufficiency, eprosantan did not change
fracnonal excretion of sogium and potassiurr.

Eprosanan 11200 mg once daily for 7 days or 300 mg
twice dally for 2B days) hao no eftect on the excretian
of unc acid n healtiny man, patents with essental
hypertension or those weth varying degrees of renat
nsutficiency

There were no etfects on mean levels of fastng tngiye-
endes, total cholestero!. HDL cholesterol, LDL choles-
terol or fasting glucose

Clinical Trials

The satety and efficacy of Teveten {eprosartan mesy-
late) have been evaluated in controlled chrucal tnals
worldwide that enrolled predominantly hypenensive
patients with sitting DEP ranging from 85 mmHg 1o
<115 mmHg. There 15 alsc some experience with use
of eprosanan together with other antthypenensive
drugs in more severe hypertension,

The antihypenensive eftects of Teveten were demaon-
strated principally in five placebo-controlled nals {4 to
13 weseks' duration) including dosages of 400 mg to
1200 mg given once daily (two studies}, 25 mg to 400
mg twice daily {twao studies), and cne study comparing
total daily doses of 400 mg to 800 mg given once daily
or twice daity. The five studies included 1,111 patients
randomized to eprosantan and 395 patients randomized
to placebo. The studies showed dose-related antihyper-
tensive 1@5ponses.

At study endpoint, patents treated with Jeveten at
doses of B0 mg to 1200 mg given once daily exper-
enced significant decreases in sitting systolic and dias-
wlic blood pressure at trough, with differences from
placebo of approximately 5-10/3-6 mmHg Limited
experiance s available with the dose of 1200 mg
administered once daily. In a direct comparison of
200 mg to 400 mg b.i.d. with 400 mg to BOG mg o.4. of
Teveten, effects at trough were similar Pavents treated
with Teveren at doses of 200 mg 1o 400 rmg given twice
daily experienced significant decreases in sitting sys-
tolic and diastolic blood pressure at trough, with difter-
ences from placebo of approximately 7-10/4-6 mm Ha.

Peak {1 1o 3 hours) etfects were uniformly, but moder-
ately, larger than trough effects with bi.d. dosing, with
the trough-to-psak ratio for diastolic blood pressure
65% 10 B0%. In the once-daly dose-response study.
trough-to-peak response of £60% waere observed at
some doses (ncluding 1200 mg), suggesting attenua-
tian of effect at the end of the dosing intervai

The antihypertensive effect of Teveten was similar In
men and women, but was somewhat smaller i patierits
over B5. There were 100 few black subjects to deter-
mine whether their response was similar to Caucasians
In general, blacks (usually a low rerin population} have
had smaller responses 10 ACE inhibitors and angiotensin
[l intututors than Caucasian populatons.

Angiotensin-converting enzyme [ACE) mhibitor-induced
cough {a dry, persistent cough) can lead to discontinug-
tion of ACE inhibrtor therapy. In one study, pauents who
had previously coughed while taking an ACE infubitor
were treated with eprosartan, an ACE inhibitor
{enalaprill or placebe for six weeks, The inaidence of
dry, persistent cough was 2.2% on eprosartan, 4.4% on
placebo, and 20.5% on the ACE inhibitor; P=0.008 for
the companscn of eprosartan with enalaprl. In a sec-
ond study companng the incidence of cough in 259
patients treated with eprosartan to 261 patients treated
with the ACE inhibitor enalaprl, the wncidence of dry,
persistent cough in eprosenan-treated pauents (1.5%)
was significantly lower (P=0.018) than that observed in
patients treated wath the ACE inhibitor (5.4%). in add-
uon, analysis of overall data from six double-bing ¢lini-
cal triats involving 1,554 patents showed an incidence
of spontanecusly reported cough in patients treated
witn eprosartan of 3.5%. similar to placebo (2.6%).

INDICATIONS AND USAGE

Tevetenis indicated for the treatment of hyperansion,
It may be used alone or in combination with cther anty
hypertensives such as owretics and calcium channel
blockers




CONTRAINDICATIONS
Teveten 15 contrandicated in patients who are hyper-
sensitive 1o this product or any of its components.

WARNINGS

Fetal/Neonatal Morbidity and Mortality

Drugs that act directly on the renin-angioteénsin system
can cause fetal and neonatal morbidity and death when
administered to pregnant women. Several dozen cases
have been reporied in the world hterature in patients
who were taking angiotensin-converting enzyme
inhibitors. When pregnancy is detected, Tevelen
{eprosartan mesylate) should be discontinued as soon
as possible.

The use of drugs that act directly on the remin-
angiotensin system during the second and third

. trimesters of pregnancy has been associated with fetal

and neonatal injury. including hypatension, neonatal
skult hypoplasia, anuria, reversitle or irreversible renal
falure, and death. Oligohydramnios has alse been
reported, presumably resuiting from decreased fetal
renal function; oligohydramnios in this setting has been
associated with fetal limb contraciures, craniofacial
deformation, and hypoplastic lung development
Prematurity, intrauterine growth retardation, and patent
ductus arteriosus have also been reporied, although it
is not clear whether these occurrences were due to
exposure 10 the drug.

These adverse effects do not appear to have resulted
from intrauterine drug exposure that has heen limited
to the first trimester Mcthers whose embryos and
fetuses are exposed to an angiotensin || receptor antag-
anist only during the first trimester should be so
informed. Nonetheless, when patients become preg-
nant, physicians should advise the patent to discontin-
ue the use of eprosartan as soon as possibla.

Rarely (probably less often than once in every thousand
pregnancies], no alternative to a drug acting on the
renin-angiotensin system wili be found. In these rare
cases, the mothers should be apprised of the potential
harards to their fetuses, and serial uftrasound examina-
tions should be performed to assess the intra-amniotic
environment

If oligohydramnios is observed. Teveten should be dis-
continued unless it is considered life-sawng for the
maother. Contracton stress tesung {CST). a nonstress
test (NST} or biophysical profiing (BPPY may be appro-
priate, depending upon the week of pregnancy.
Patients and physicians should be aware, however, that
oligehydramnios may not appear until after the fetus
has sustained ireversible injury.

Infants with histones of /m wrero exposure 1o an
angiotensin |l receptor antagonist should be closely
obsarved for hypotension, oliguria, and hyperkalemia. H
oliguria occurs, attention should be directed toward
support of biood pressure and renal perfusion.
Exchange transfusion or dialysis may be required as
means of reversing hypotension and/or substituting for
discrdered renat function

Eprosartan mesylate has been shown to produce
maternal and fatal toxicities (maternal and fetal mortal-
ty, low maternal body weight and food consumption,
resorpiions, abortions and litter loss) in pregnan? rabbits
given oral doses as Iow as 10 mg eprosartan/ka/day. No
maternal or fetal adverse etffects were observed at 3
mg/kg/day; this oral dose yielded a systemic exposure
{AUC} to unbound eprosartan Q.8 times that achieved in
humans given 400 mg b.i.d. No adverse effects on i
utero or postnatal development and maturation of off-
spring were observed when eprosartan masylate was
administered to pregnant rats at orsl doses up to 1000
mg eprosartan/kg/day {the 1000 mg eprosartan/kg/day
dose in non-pregnant rats yielded systemic exposture to
unbound eprosartan approxmately 0.6 tmes the expo-
sure achieved in humans given 400 mg b.id.),
Hypotension in Volume- and/or Salt-Depleted
Patients

In patients with an activated renin-angiotensin system.
such as volume- andfer saltdepietea patients (e.g.,
those being treated with diuretics), symptomatic
hypetension may cccul. These conditons should be
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corrected prior 10 adminestration of Teveten, or the
treatment shouid start under close medical supervision
If hypotension occurs, the patient should be placed In
the supine postion and,  necessary, giver an intra-
venous infusion of normal saline. A transient hypoter-
sive response is noi a contrandication to furthe: treat-
ment, which usually can be continued without d.Hicuty
once the blood pressure nas stabilized.

PRECAUTIONS

Risk of Renal Impairment

As a consequence of inhibiting the renin-angrotensin-
aldosterone system, changas in renal function have
paen reported in susceptible indwiduals treated with
angiotensin |l antagonists; in some patients, these
changes in renal function were reversible upon discon-
tinuation of therapy. in patents whose renzal function
may depend on the activity of the renin-angiotensin-
aldosterone system (e.g, patients with severe con-
gestive heart faiure), treatment with angiotensin-
converting enzyme inhibitors and angiotensin |l recep-
tor antagonists has been associated with oliguria andfor
progressive azotemia and (rarely) with acute renal fail-
ure andfor death. Teveten (eprosartan mesylate) would
be expected to behave similarly.

In studies of ACE inhibitors in patients with unilateral or
bilateral renal artery stenosis, increases in serum crea-
tinine or BUN have been reported. Simifar effects have
been reported with angiotensin |l antagonists: in some
patients, these effects were reversible upon discontin-
uation of therapy.

Information for Patients

Pragnancy: Female patients of childbearing age should
be told about the consegquences of second- and third-
trimester exposure to drugs that act on the renin-
angiotensin system, and they should also be told that
these consequences do not appear to have resulted
from intrauterine drug exposure that has been limited
to the first tnmester. These patients should be asked 1o
repoit pregnancies to their physicians as socn as possi-
ble so that treatment may be disconbinued under
medical supervision.

Drug Interactions

Eprcsartan has been shown to have no effect on the
pharmacokinetics of digoxin and the pharmacadynam
ics of warfarin and glybunde. Thus, no dosing adjust-
ments are necessary during concomitant use with
these agents. Because eprosartan is not metaboszed
by the cytochrorme P450 system, inhibitors of CYP450
enzyme would not be axpected to affect its metabol-
ism, and ketoconazole and fluconazole, potant
inhibitors of CYP3A and 2C9, respectively, have been
shown to have ne effect on eprosartan pharmacokinet-
ics. Ranitidine also has no effect on eprosanan pharma-
cokinetics.

Eprosartan (up to 400 mg bad. or B0O mg o.d.} doses
have been safely used concomiiantly with a thiazide
diuretic {hydrochiorothiazide). Eprosartan doses of up 10
300 mg b.1.d. have been safely used concomitantly with
sustained-release calcium channel blockers {sustained-
release rifediping) with no chnically significant adverse
interactions.

Carcinogenesis, Mutagenesis, Impairment of
Fertility

Eprosartan mesylate was not carcinogenic . dietary
restricted rats or ad Sbitum fed mice dosed at 600 mg
and 2000 mg eprosaran/kg/day, respectively, for up to
2 years. in male and female rats, the systemic exposure
{AUC) to unbound eprosartan at the dose evatuated
was only approximately 20% of the exposure achieved
in humans given 400 mg b.id. In mice, the systemic
exposure {AUC) to unbouna eprosartan was approxi-
mately 25 times the exposure actveved in humans
given 400 mg b.i.d.

Eprosartan mesylate was not mutagenic in witro in bag-
tena or mammalian cefls {mouse lymphoma assay)
Eprosartan mesylate also did not cause stiuctural chro-
mesomal damage in wiva Imouse micronucleus assay)
In human peripheral iymphocytes ) viro, eprosartan
mesyiate was eguivecal for clastogencity wath
metabolic activation, and was negative without
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metabolic activation. in the same assay, eprosartan
mesylate was positive for polyploidy with metabolic
activation and equivocal for polyploidy witheut metabolic
activation.

Eprosartan mesylate had no adverse effects on the
repreductive performance of male or famale rats at oral
doses up 10 1000 mg eprosartan/kg/day. This dose pro-
vided systemic exposure (AUC) to unbound eprosartan
approximately 0.6 timas the exposure achigved in
hurnans given 400 mg b.i.d.

Pregnancy

Pragnancy Category C (first trimaster) and D {sec-
ond and third trimesters): See WARNINGS:
Fetal/Neonatal Morbidity and Mortality.

Nursing Mothaers

Eprosartan is excreted in animal milk; it is not known
whether epresartan is excreted in human milk. Because
many drugs are excreted in human milk and because of
the potential for serious adverse reactions in rursing
infants from eprosartan, a decision should be made
whether to discontinue nursing or to discontinue the
drug, taking into account the impartance of the drug to
the mother.

Padiatric Use
Safety and effectiveness in pediatric patients have not
been established.

Geriatric Use

Ot the total numbear of patients recening Teveten in
clinical studies, 29% 1681 of 2,334) were 65 yaars and
over, while 5% (124 cof 2,334} were 75 years and over.
Based on the pooled data from randomized tials, the
decrease in diastolic blood pressure and systolic blood
préssure with Teveten was slightly less in patients 265
years of age compared to younger patients. In a study
of only patients ever the age of 65, Teveten at 200 mg
twice daily (and increased optionally up to 300 mg twice
daily) decreased diastolic blood pressure on average by
3 mmHg (placebo corrected). Adverse experiences
were similar in younger and older patients.

ADVERSE REACTIONS

Teveten has been evaluated for safety in more than
3,300 healthy volunteers and pautents worldwide,
including more than 1.460 patients treated for more
than 6 months, and more than 980 patients treated for
1 year or longer. Teveten was well tolerated at doses up
to 1200 mg daily. Most adverse events ware of mild or
moderate severity and did not require discontinuation of
therapy. The overall incidence of adverse experences
and the incidences of specific advarse events reported
with eprosartan were similar to placebo.

Adverse experences were similar in patents regard-
less of age, gender, or race. Advarse expenences were
net dose-related.

In placebo-controlled clinical tnals, about 4% of 1,202 of
patients treated with Teveten discontinued therapy due
to climcal adverse experiences, compared to 6.5% of
352 patients given placebo.

Adverse Events Occurting at an Incidence of 1% or
More Among Eprosartan-treated Patients: Tre fol-
lowing table hsts adverse events that occumed at an
incidence of 1% or more among eprosartan-treated
patients who participated in placebo-contralied trials of
8 to 13 weeks’ duration, using doses of 25 mg to
400 mg twice daily, and 400 mg to 1200 mg once daily.
The overall incidence of adverse events raported with
Teveten (54 4%) was similar 1o placebo (52.8%)

Table 1. Adverse Events Reported by >1% of
Patients Receiving Teveten |eprosartan mesylate)
and Were More Frequent on Eprosartan than
Placebo

Incidence
Event . Eprosartan Placebo
(n=1,202} (n=352}
% %
Body as a Whole
Intection wiral 2 1
Injury 2 1
Faugue 2 1

Gastrointestinal

Abdominai pain 2 1
Matabolic and

Nutritional

Hypertriglyceriderm 1 0
Musculoskeletal

Arthralgia 2 ¥
Nervous System

Deprassion 1 0
Respiratory

Upper respiratory

tract infection

Rhinims

Phanyngitis

Coughing
Urogenital

Urinary tract infection 1 0

RN+ )
WL en

The tollowing adverse events ware also reported at a
rate of 1% or greater in patients treatad with eprosar-
tan, but were as, or more, frequent in the placebo
group: headache, myalgia, dizzinass, sinusitis, diarhea,
bronchitis, dependent edema, dyspepsia, chest pain
Facial edema was reporied 1 5 patients receving
eprosartan. Angicadema has been reported with other
angiotensin Il antagonists.

In addition to the adverse events above, potentially
important events that cccurred in at igast two patients/
subjects exposed to eprosartan or other adverse events
that occurred in <1% of patients in clinica! studies are
Iisted bslow. It cannot be detarmined whether events
ware causally related to sprosanan;

Body 85 8 Whole: alcohol intolerance, asthenia, sub-
sternal chest pain, peripheral edema, fatigue, fever, hot
fiushes, influenza-ike symptoms. malaise, rigors, pan;

Cardiovascular: angina pecteris, bradycardia, abnormal
ECG. specific abnorma!l ECG, extrasystoles, atrial fibrik
lation, hypetension, tachycardia, palpitations;
Gastrointestingl. enorexia, constipation, dry mouth,
esophagitis, flatulence, gastrius, gastroenterits, gingivi-
tis, nausea, pericdentitis, toothache, vomiting;
Hematologic: anemia, purpura;

Liver and Bitiary: increased SGOT, increased SGPT:
Metabohe and Nutritional: increased creatine phospho-
kinase, diabetes mellitus, glycosuria, gour, hyper-
cholesterolernia, hyperglycermiz, hyperkalermia, hypo-
kalemia, hyponatremia;

Musculoskeletal: arthritis, aggravated arthritis, arthro-
sis, skeletal pain, tendinitis, back pain;

Nervous SystemyPsychiatric: anxiety, ataxia, insomnia,
migraing, nedritis, nervousness, paresthesia, somno
lence, tremor, vertigo;

Resistance Machanism: herpes simplex, otilis externa,
alitis media, upper respiratory tract infaction;

Respiratory: asthma, epistaxis;

Skin and Appendages: eczema, furunculosis; pruritus,
rash, maculopaputar rash, increased sweating;

Spaciel Senses: conjunctivitis, abnormal vision, xeroph-
thalmia, tinnitus;

Urinary: alburninuria, cystitis, hematuria, rmictuntion fre-
quency, poiyuria, renal calculus, urinary incontinence:;
Vascular: leg cramps, penpheral ischemia.

Laboratory Test Findings: |n placebo-controlled stud-
ies, clinically important changas in standard laboratory
pararmeters were rarely associated with administration
of Teveten (eprosanan mesylate). Patients were rarely
withdrawn from Teveten because of laboratory test
results.

Creatinine, Blood Urea Nitrogen: Minor elevations in
creatimne and in BUN occurred in 0.6% and 1.3%,
respectively, of patients taking Teveten and 0.9% and
0.3%. respectively, of patients given placebo in con
trolied clinical triats. Two patents wera withdrawn from
clnical tials for elevatons in sefum creatinine and
BUN, and three additional patients were withdrawn for
increases in serum creatining
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Liver Function Yests: Minor elevations of ALAT, ASAT,
and atkaline phosphatase occurred for comparable per-
cantages of patients 1aking Teveten (eprosartan mesyl-
ate) or placebo in controlled clinical trials. An elevated
ALAT of 3.5 x ULN occurred in 0.1 % of patients 1aking
Teveten (one patient) and in no patient given placeoo in
controlled clinical trals. Fouwr patients were witharawn
trom clinical trials for an elevation in Iver function tests.
Hemoglobin: A greatar than 20% decrease in ~emo-
globin was abserved in 0.1% of patents taking Teveten
{one patient) and in no patient given placebo n corr
trolled clinical trials. Two patients were withdrawn from
clinical trials for anemia

Leukopania: A WBC count of £ 3.0 x 103mm3 oecurred
in 0.3% of patients taking Jeveten and in 0.3% of patents
gven placebe in controiled clirical tnals. One patient was
withdrawn from clinical trials for leukopenia.
Neutropenia: A neutrophil count of €15 x 10¥mms3
occurred in 1.3% of patients taking Teveten and in
1.4% of patients given placebo in controlled clinical
trials. No patient was withdrawn from any clinical trials
for neutropenia.

Thrombocytopenia: A platelet count of $100 x 10%L
occured in 0.3% of patients taking Teveten (one
patient) and in no patient given piacebo in controlied
clinical trials. Four patients receiving Teveten in clinical
trials were withdrawn for thrombocytopenia. In one
case. thrombocytopenia was present prior to dosing
with Teveten,

Serum Potassium: A potassiumn value of 25.6 mmal/L
occurred in 0.9% of patients taking Teveten and 0.3%
of patients given placebo in controlled clinical trials. One
patient was withdrawn from clinical trials for hyper-
kalerria and three for hypokalemia.

OVERDOSAGE

Limitad data are available regarding overdosage. Appro-
priate symptomatic end supportive therapy should be
gtven if overdosage should occur. There was ne mortal-
ity in rats and mice receiving oral doses of up 1o 3000
mg eprosartan/kg and in dogs receiving oral doses of up
¢ 1000 mg eprosartan/kg.

DOSAGE AND ADMINISTRATION

The usuat recommended starting dose of Teveren is
600 mg once daily when used as monotheraoy in
patients who are not volume-depleted (see WARN-
INGS, Hypotension in Volume- and/or Salt-Depleted
Patients). Tewaten can be administered once or hwice
daily with total daily doses ranging from 400 mg to
80C mg. There is limited experience with doses bevond
800 mg/day.

If the antihypertensive effect measured at trough using
once-daily dosing is inadequate, a twice-a-day regmen
at the same total daily dose or an increase in dose may
give a more satisfactory response. Achrevemer: of
maximum blocd pressure reduction in most patients
may 1ake 2 to 3 weeks

Teveten may be used in combination with ather a~iny-
pertensive agents such as thiazide diuretics or calcium
charnel blockers if additional blood-pressure-lowenng
affect is reguired. Discontinuation of treatrment with
epresartan does not lead 1o a rapid rebound increase in
blood pressure.

Eiderty, Hepatically impaired or Renally Impaired
Patients:

No initial dosing adjustment is generaliy necessary for
elderly or hepatically impaired patients or those with
renal impairmeant.

Teveten rmay be 1aken with or without food

HOW SUPPLIED

Teveten (eprasartan mesylate! is available as agueous
film-coatad, scored Titab® tablets as folows:

300 mg white, oval tablets debossed with SB and 5043
on both sides of the tablet

NDC 0007-5043-18 (bottles of BO)

NDC 0007-5043-79 (bottles of 180!

NDC 0007-5043-60 SUP 60's imtended for instituscnal
use only] .

NDC 0007-5043-25 (bottles of 5001

9

400 mg pink, oval tablets debossed with 5B and 5044
on both sides of the tabiet

NDC 0007-5044-18 {botiles of 60)

NOC 0007-5044-79 (vottles of 180}

NDC 0007-5044-60 SUP 60s {intended for mstitutrona’
use orly)

NDC 0007-5044-25 (bottles of 500}

STORAGE
Store at controfled room temperature 20° to 26°C (B8
to 77°F! [see USP|

DATE OF {SSUANCE SEPT. 1998 R.only
©SmitnKlne Beecham, 1998 o

Manufactured in Crawiey, UK by SmithKline
Beecham Pharmaceuticals, for

SmithKline Bsecham Pharmacsuticals,
Phitadelphia, PA 19101

TV.L2A . Printed in U.S.A
S0186US1
683965




9119500  ATACAND™ {Candeasrtan Cilaxeti) Tablets ATACAND™ (Candesartan Cilaxatil) Tablets
mﬁo«mlhmmhmmdw Pazme concentrations of angictensin |, angicte
inhibitors 30 inhibit the d-w-dlnon of bradykinin. & plasma renin activity (PRA), incressed in & dose
by A dows after single snd rapested administratior
m Aaimm;“m‘&:ou not pltect thr“m 1o Aﬁmn i il t0 healthy sublects and hypertens:
h. rance has clinical ahee is u!mrv was not an-roc in hnrl
AsTra Meacx not yet known. Candesartan does not bind 1o or block other hv'r.h‘:m“
. harmone receptors of jon chennsis to be impornant in nmdupm!ﬁmofundmmndhxmlmh
Wayr, P TRONT, LA rs Jocts did not
™ Block of the angi inhibit g . & o i tha plass ion of aldos
ATACAND reguistory hodbwk of lngaot-ndn H on renin uurmon. bt observed mn 32 mg of candesartan cilexetil wi
the rasulting i iy on:f angio-  wred 10 rmnncnm- pm-nu In spite of the ."l:t(
mnllmalmwbnhdonﬂmmlhlﬁm chtvde-  RBTAN Cik | on YOO, vy
{CANDESARTAN CILEXETIL) *  sartanon biocod preseirs. Sorum pOTALBIM wes Oeerved. p
TABLETS In muttipls dose sudins with ive pat.
F " ki wars no clinically signifi
Geners! including serum levels of total dnohnuot wrigtye:
USE IN PREGNANCY Condesartan cilaxetil is rapidly end compistely bioacti- euu“orumnld na umntuudvol uilt patient
naulin dep {type H) diab melizus anc
et e o G S i | asanto o B e+ o s oo S Pt e o o b e oo
mwmm“mmnhm i " in mainty
inp fetus.  When men-mv detacted, Armn excroted unchanpod in urine and nm (via bila). &t under-  Chinical Trisis
should be itie. See W) poes minor by O-d to an The antinypenisnsive stfects of ATACAND were s
INGS, hhwwﬂuormwuodllm’ inpcti bk lirminati Iulf-llhd o 14 placeb Had trists of 410 12 weeks durst::

DESCRIFTION
ATACAND® {candesanien cilexatill, 8 prodrug , is hytdrobyzed
artan during b 1 from the puummutiml
wact, C tAn b 8 ehect AT. L]
1OCAPLOT SRLAQONISL
clndmmneilcum.nmmm bdunuullydmlh-d
o8 (z}-1-]licycioh yiloxyiethyl S-nfnlv-l-llzf-
‘.u 5y 11, 1-Dipttryl -yl
z0M-7
s empirical hmluh i CaahhNyOy and its sructursd for-
muls ix

rNW{Iz!tw_o

§ st of sstor hydroyws,

Candesartan cliexetil & s white to off-white powder with 3
moleculsr waight of 10.57. Ris prmk-.llly inaolubls in water
and sparingly soluble in meth tan L Y]
FRCHTNIC Mixiure contsining one d\inl center st tha cyciohex-
yioxycarbonyloxy ethyl aster group. Following oral adminis-
Lration, CANGEAArEN CHlaxetil UNdergons hytolysis ot the ester
link to form the active drug, candesartan, which is schiral,

ATACAND is sveilable for oral use ms tabists containing
sithar 4 mg, 8 mg, 16 mg or 52 mg of candesartan cilexetil and
the foliowing inactive ingredisnts: mﬂwwapvl ullulou

s approximately ® hours. After ninglc and rapasted admin-

imration, the ph. linmar tor
orsl doses up 10 u mg of undourun cilaxwtil, Cande-
sarten and s k do not late in
BSTUM upan upntod once dmly dwnn
Follmnﬂ dml dhntil the
bioavailability of - b d to be

15%. After tablet ingestion, the pesk umrn conoentration
tC.....l is reached after 3-4 hours, Food with & high-fst content

-nmm* ilabitiy of stter cands-
-rundhuhl ation,
Metabolism and Excretion
Tots! plasma clesrsnce of candesanan b 0.37 mbLiminkg,

with a renal clearance of 0.1% mumM:g Whaen candessrtan
is acministerad orally, about 26% of the dosa is excreted
W uring. Follmngnnmldouofw" baled

ity st daily doses of 2 10 32 mg per day in pr

us of 95-114 mmM
the trials were of candesartan cilenetil as & singie |
was piso studied 83 add-on 1o hydrochiorothiazide
dipina. Thess studies included » total of 2350 p:
domaed 10 one of several doses of candesartan ¢
1027 1o placebo. Except for & study in disbatics,
showed significant etfects, generally dose related,
ohtrough {24 hour) systolic snd disstolic pressures
fo placebo, with doses of 8-32 mg Qiving eifects of .
48 mmHg. Thers wers no sxaggereted first dos:
thess patisnts. Most of the wntitiypertensive sffec
within two weaks of inhial dosing, and the full of
weeks. With once daily dosing, biood prassurs
maintained over 24 hours, with trough to pesk rati.
prissure sffect genarally over 30%., Candesaran ¢
an additional biood pressure lowsring #ifect whe

c cilexutil, mpp 3% of radi -
recoversd in urina snd spproximately 67% in feces. Following
an intravenous dosa of “Clabeled candesartan approxi-

The antihypartansive #Hect was simiiar in men »
ﬂd in patiants older and younger then 85. C-nd-

mately 55% of redicactivity is recoversd in urine and appe
mately J6% in feces.  Biliary excretion contributes 1o the
slimination of candssarten.

Distribution
The vob of distriburtion of cand tonis 0.13LAg. Con-
desartsn is mghlv bound 1o plesms protsins (>99%) and does
not penstrate red biood cells. The protein binding is constant
plasma weil sbove the range
-:tumdmthmommmdm In rets, k has besn dem-
onstrated that candesarten crossss the blood-brain barrisr
poorty, i at ali, it has also been demnonstrated in rere that can-
mnfnﬂn PAEsES bCrods the placentsl barrier and is distribated

us.

Sp__-dali'bpm-ﬁm . N _—
lunnotbnninnmyund in patients <18 yaars of sge.
Geriatric and Gender: natics of cande-

The pharmacoli
sartan hava baen studied inthe -Id-rlv(zss yasrs), and in both
ez, The desartan wes higher
In tha slderty {Cong was -npmximnolv 50% higher and AUC
was Approximataly B0% hipher) comparsd 1v younger sub-
jects sdministared the asme dose. The pharmaecokinatics of
candeasrtan wers lingar in tha aiderty, shd candesarian snd its
Inactive bolite did nom accumulate in the sarum of these

wmnmn. gtveol hanu.m sarch, ¥ v
"Farric

d, oncs dally ad No intial

oxida |
brwn)--ddodtnhlrng 1lmg.and3.2moublmu|

CLINICAL PHARMACOLOGY
Mechaniam of Action
Angiotensin 1l is formed frorm angictensin | in a reaction eat-

upon
dozage adjustment is necessary. {See DOSAGE AND ADMIN-
ISTRATION.} ‘I'h-r-hmdlﬁuomh tha pharmacokinetics
of candesartan between male anc femade

Ranal insufficiency: In hvpommiu pniom with renal
Insufficiency, sarum of car ' were ele-

vated. Afier rapasted dosing, the AUC end C ., wers spproxi

mnnl'v dnubhd in patients with savers renal impairment
<30 mLmin/1 T:lm'l campired to

alyzed by snpiotansincomnverting srryme (ACE, kini .

pllunu with normal kidney 1, Tha p

in reg blocd g
lnhoughmliﬂmwuwmhnhninblm
low-renin population). This has besn n-r-rall\rnu.
wnsin | g snd ACE |

h fong-tern studies of up to one yur tha pertihy
ot Was main:
thers was no rabound atter sbrupt withdrewal.
Thete wers no changes in the heart rate of patie
with candesartan cilaxstil in controlied trisls.

INDICATIONS AND USAGE

ATACAND is indicatad for the trestment of hyper
may be ussd alons or in combination with other sn
sive agents.

CONTRAINDICATIONS
ATACAND is comraindicated in patients who sre
sitive 10 any componant of this product.

WARNINGS
FoveiNoonatal Morbidiry and Mortaiity
Drugs that act ¢ y onthe

uul!ﬂnlondmmimmmmmm
Wred 10 pregnant women. Sevarsl dorsn cases
raported in the world iiteraturs in patients who »
Bngictensin converting entyme inhibitora. When
s detacted, ATACAND should be discontinued as sc
sibla.

Tha use of drugs that act directly on the renin-a
wystam during the second snd third trimesers of
hu been sssocisted with fetal and neonatal njury

skull b lasia. snuria, re

hmmbb renal fsilure, and death. Oligohydrs
#ls0 besn reporied, presumably resulting frem

fatal renal function: oligohydramnios in this settin.

isted with fatal limb comiractures, craniofacis

nen, and Iy jung n. Preman
mdmommh retarcation, and pn-mduauumr
siso besn reported, althcugh it is not clesr whe

COCUTEN0SE WeTs duUe 10 SXPOSLNE 10 The drug.
ﬂmnduruoﬂomﬂonulnppnnol-nm
d that hes beenlimasd o

Angiotansin liis tha principal mmmoﬂ thee r-mn-mpno- !
tenain sysie aitecs that of in hypertensive - 0 hemodi-
ulm:n of :\:ﬁm and rel of . Eim llvumdm{hrmmm hypertanaive p-blmwhhunr.
ion, and ranal ion of sodium. Candesartsn :."0' ool iy wmb- mmvnd.:;:m
bbcls the ASOCONITICION nnd | sidogterone-scruting eifects 'Y“* initial ""' USTINENT i NACESES
- " 9 the Ilndlng"gf sngio- 'I'ION h rensi insufficiency. (Ses DOSAGE AND ADMINISTRA-
unlln 110 the ATy nummhmnyﬂ—m such s vasciiar . " N
musche nctiun atore HNapetic insutficiancy: No diffe in tha phar
i ch ..oln.!:dm.dr"f‘:uw - hﬂ\-r Hdammnh\:unhﬂn%:lﬂlﬁln;m mﬂ.dﬂln
' < e rie: iome o hart e o
hr;mb:o.:o“’mm h but ATy eand " ellaxmtil adrr h';n not besn investi-

sis. Candesartan has much r d'linitr mo,wo-tou) for
the ATyreceptor than for ths ATy recaptor.

Blockade of the mﬂmlﬂaﬂinmnﬂuu inhib-
tars, which inhibh the bi of 1 Il from

s & epiowwey vestem—t of
Ak Mavuk
J
*Timboreh. ol Antrn AN
COFRIONT & AETRA MBI, W
M dighin. manred

gated in patients with sevars hepatks insufficiency. No initis!
doNage adjustmant b neceskary in patisna with mild hepatic
disease. iS5ee DOSAGE AND ADMINISTRATION.)

Drug irmeractions: (Sse PRECAUTIONS, Drug irteractions.)

Pharmacodynamics

t.mdn-mnmwu\o wifecs of snpi in
infusion in & doss-d Almmmokalm
dll!vdoﬂngollmp o ik i the pr wfisct

g
master, Mulh.l'l whou-mbrvm and NS B0 £
gonist only duning |
mnr should b. 80 informed. Nonethelass, whe
become pregnant. physicians should have the petic
tinua the wee of ATACAND as 3001 8% possible.
Rarely (probably less often than once in every
pregnancies), no shernative 1o & drug acting on
angiatensin lelom will be found. In these rars
mathers shoukd be apprised of the potential hazar
fotuses, and seris! ultrasound naminlhum shou
formed theintrs
N oligothydramnios is observed, ATACAND sho.
u)minu.d uniess it s considered life-saving for tt
ion stress testing (CST), » nonstress test (N

immmmmmmnmmm»
mately 50% inhibition persisting for 24 howrs.

ing
hyuul profiling (BFF) may be IWMI, depan
the week of pregnancy. Patients and physicisny
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Mmmmdmnl.wmnlw
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fmanner afisr single end repsatec sdministration of cande-
tansn cilaxetil to healthy subjects and hypartensive patients.
ﬁumwnsmmminmwwﬁmlmrw
o clioxetil administration. The once daily adminis
t-ionuwploumgolmnmdhuﬁ!mmmm
Jocts dicd not influance ph ich itns, but
T S o e
n 32 mg of candesartan il was adminis-
iared 10 hypenienaive patients. In spite of the sitect of cands-
saten cilexetil on aldosterone secretion, very Herie sfiect on

UM POLaEinm was Obeerved,
I multiple doss studies with hy e pati thete
wera no slinicslly significant eh in bolic functi

Inciuding serum levels of 1otal cholestarol, trighycerides, ghu-
©on8, OF UNIC 8CH. I 8 12-week stucty of 151 patients with non-
imulin d o Il) disb maellitug and hyperten-
sicn, thars was no change in the level of HbA ...

Ciinical T

The antiivpertensive sifacts of ATACAND were sxarnined in
H placabo-controlied trials of 410 12 weeks durstion, primar-
hnmiwmdzmnmmrﬂuvhmmm
basaling disstolic biood prassures of §5-114 mmig. Most of
the trials were of candesartan cilaxetil s & singie apant but it
was si30 Wiudied as sdd-on to hydrochiorothiazics and amio-
dipine. Thess studies included s total of 2350 patignts ran-
domized 16 one of doses of cendesartan ci ond
1077 to placebo. Excapt for a study in diabatics, all studies
showed significam sffects, penersily doss ralated, of 2-32 mg
on rough (24 howr) lic and di ic pr \pered
t0 placebo, with doses of 8-32 mg giving aflects of about B-1
4-8 mmHg. Thare wers no exaggerated first dose shects in
these patients. Momt of the antihypenisnsive efect was seen
“withi initisl dosing, andt the hall effect in fowr
wesks. With once daily dosing, blood pressure sffect was
maintained over 24 hours, with trough to pesk ration of bicod
Pressure sffect generally over Bo%. Candewsrtan cilaxstil had
a0 additional biood pressurs lowering stfect when added to
shydrochiorathiazide.

The sttihypartensive effact was similar in men snd women
#nd in patiens oider snd younger than B5. N was
wfective in reducing bivod pressure regardiesa of race,
mhmmmmmhuinmlm!w-
iow-renin popuistion). This has besn generaliy trus for angio-
tengin ) gonists and ACE inhibi

In long-term studins of up 1o one year, the antihypsriensive
wtfsclivenass of dessrtan cilexstil was maintained and
there was no rebownd ifter sbrupt withdrawal.

There were no changet in the heart rate of patisnty raated
with cand it il in d trisis.

INDICATIONS AND USAGE

ATACAND iu indicated for the trestment of hypertension. it
may be used slone of in combination with othar srtthyperten-
sive agents,

CONTRAINDICATIONS
ATACAND is comraindicated in petients who sre hypsrsen-
sitive to any componant of this product.

WARNINGS
FatalNeonmal Marbidity snd Mortatity
: Drugs that act directly on the renin-angiotansin rystem can
‘causs fetat and necnatal morbidity and death when sdminis-
itered 10 pregnant women. Sevaral dozen cases have been
ireportad in the world litersture in patients who wars taking
iangiotensin converting enryme inhibitors. When pregnancy
iis dateced, ATACAND should be discortinued es scon a3 pos-
{ble.
Thuouldnmﬂmnudirnewonmmdmmrdn
rywlem during the second and third trimesters of pregnancy
has been sssocisted with fetel and neonats! injury, inciuding
hy ior. | akud] hy lagia, anuris, reversible or
irreversibie renal failurs, and death. Oligchydramnios has
30 been rapesied. presumably resulting from decressed
fotal ranal function; oligohydramnios in this otting has been
[aocised with fere! limb contrachures, craniofacist detormne-
tion. and hypaplastic lung devel . Prematurity, intrs-
ULIFine growth retardation, snd petsr duttus srisricsu have
‘also been reporied, sithough B is not clear whather thess
"OctuTences ware due (o BXposUre to the drug.
. _These acvarss sffacts do not sppesr ta have resulted from
intrainering drug exposure that has been limited 10 the first tri-
anestar. Mothers whose smbryos and fefusss are sxposed to
an sngictensin it recep gonist only during the first tri-
mester should be 80 informed. Nonethaisss, when patients.
i pregnant, physicians should heve the petient discon-
Tinue the usas of ATACAND a2 soon as poasible.
i Racely {probably hess often then once in evely thousand
Pregnancias), no ehernstive 1o 8 drug acting on the renin-
sngiotansin syEiem will be found. In thess rers cases, the
“mothars should be aporised of the prrential harerds 1o their
fotuses, and sarial ultresound exsminations should be par-
formed to sssess the intra-amnlotic environmant,

4 oligohydramnios is obeerved, ATACAND should be dis-

inued unless it is iderad i ing for the moth

Comraction siress testing {CST), 4 nomstreas last INST), or bio-
Phsical profiling (BPP) may be appropriste, ‘depanding upon
he wesk of pregnancy. Patients and physicians should be
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Sware, however, that oligohydra
Sitar the fatus has sustained irreve
. Infanty with histories of in uterc
racEDLor amagonist should be cl
sion, oliguria, snd hyperkalemia.
should be directed towsrd supp
renal perfusion, Exchange tran:
quirad s means of re ing hy
ing for cisordered renal function.
There is no clinicsl experience
pregnant womaen. Oral doses 2 1
kgiday sdministered to pregnant
and continued through lactatic
reduced sufvival and sn incressec
i3 in the offspring. The 10 mg/g
Fately 2.8 tirmes the maximum 1.
dose (MRHD} of 32 mg on a .
Axsumes human body waight of &
given o pragnant rabbits ot an
{spproximately 1.7 times the MRH!
maternal toxicity {decressed bod:
surviving dams, had no adverse o
weight of on external, visceral or
icity oF adh [ ]
whan orsl doses

iIka/day i

g/day (appi t
mg/my basis) w.‘dmnmtna tc

Hypotenaion i Volume- and Satt
W patiers with an activated rani
b cla olatard

- 8 P ;
trasted with diurstics). symptoms:
Thess conditions should be correc
of ATACAND, of the traatment sho
¢l suparvision (ses DOSAGE AND
H hypotension occurs, the petie:
suping position snd, i necassary,
sion of normal saline. A transient h
& cormraindication to further trestr
continued withowt difficulty once 1
bilized.
PRECAUTIONS
Genersl
impaired Renst Function: As &

the renin-ang w
function may be anticipated in susc
with ATACAND. In pstiers whose
Upan the activity of the tenin-angio:
{#.9. patients with Mvere congesti.
with angictensin convarting enzy
1en3in receptor antagonisty has be
and/or proglessive azciermis and ir
urs snd/cr desth. Similar resun
patiants treated with ATACAND. (Se
DGY, Special Populations.|

In studies of ACE inhibitors In ¢
bilateral renal artery stencsis, incre:
blood urea nitrogen (BUN} have t
bean no iong-term usae of ATACANE

or bil | renal artery 3
sxpected.
information for Petients

Pregnancy: Fsmaile patients of ct
f1oid sbout the consequences of
exposurs 1o drugs that sct on the 1
and they should sisc be told that th
appear 10 have resulted from inrau
has been limited 1o the firss trimast:
be askad to repart pregnancias 1o 1t
possibla,

Drug imteractions

No significant drug-imeractions h;
ot of candesartan cilexetil given wit
burida, nifedipine, digoxin, wersrin
orsl contraceptives in heaithy volu
sartan is not metaboiized by the eyto
has no gitects on P450 anzymes, i
inhibit, or are metabolized by, thos
expacted.

o 2 i A i, imps
Thare was no evidence of carcis
sartan cilaxetil was orslly sdminist.
up 10 104 wesks »t doses up to 3
spactively. Rats ived the di
mice received the drug by distar
{maximally tolersted) doses of cp
vided systemic ¥xposures to cends:
in mice, spproximataly 7 times an
Lmas the #xposure in man at the
daily human doss (32 mg).
Candesartan cilexetil was not pe:
- is and lien coll m
the in vivochromosomal sberration =
synthasis assays. In sddition, cands:
in the microbial mutagenesis, mam
and in vitro and in vive chromosome
Fartliity and reproductive perform.:
studies with maie snd famale rats g
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Sware. howirvar, that oligolrdramnios may not sppesr unti! mmwymmmmmmd
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sion, oliguris, and hyperkslemia. ¥ oliguria ocours, Prog Y
whould be di d support of blood and hymncyl:-bg:iac ) and D {second and
renal perfusion. t:h.np wanshusion or dialysis may be third trimesters). WARNINGS, FetsiNeonats! i
requirsd as mesns of feversing and Mortality.

I8 ha cinical axperience with the use of ATACAND in

duced vival and sn ok ek
shmm.mwmmmmmhamu
mumummmmmuww
ammanmdumm.mmmw
amnumes human Mngigmafsokall. Cmd:'u:mndlnull
@iven 1o pregnant rbbits & an orst doss mohgidey
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Podinstric
Satwry and sfiecth in padi have not been
Siianad. e
G s

weight or on external, wisceral or sl lop No
maternal woxicity of adverse stects on fetal development
mwmnwddomupwmoommmn
cliexstivkg/dey {spproximaiety 138 times the MAHD on a
mwmmnwmmm.

Hypotension ie: Yolurne- ulo'su:bplmd Fationts .
I_—l' i b am " d ren _' [
8 voiurre- andior seh-depisted petients {8.9., thoss being

trasted with diurstics), sythptomatic hypotsnsion may oecur,
Thess conditions should be corrected prior to sdministration

. Lse
Of thw total number of

of ATACAND, or the trestrment shoukd start under Close medi-
€al supervisionises DOSAGE AND ADMINISTRATION). ADVERSE REACTIONS
‘:i::puqspon.m;n. the pni:m d\o.\::d be placed in the ATACAND hes hi:_,"“" tor uo‘.{'
ion of normal saline. A rransie 'W....,.’ " response o e uding more then 3200 patients trested
popidapens I"‘|:= further trew 1, which usualty uhn':t Wr“:'mgﬂwﬁmmm“‘ﬂ
. : 1 lsast six months a ut more than st least one
Biineq 2 "thout difficulty onoe the biood pretsure hes se- yoar. in enersi, trastment with ATACAND wars well-tolersred.
The oversll incidence of ovents reporied with
PRECAUTIONS ATACAND was similsr to placebo.
General mmolwnhdmbdmlommminoilmhin
impaired Renal Function: As a of inhiblting H {7610 tetal] was 3.3% of (ia., 108 of 3260) petients
the reni i in-idk inranal  treated with cand cilexstil ae herapy snd 3.5% of

funciion may be anficipated in susceptibla individuals repted
thATACAI_\ID. lnmmmo_umllfnngﬁon may depend

li.e., 3% of 1106) patients trested with placebo. In Placebo con-
trolied trislt, discontinustion of therspy dus to clinical adverse

Upon tha sctivity of the reni

(e.g. with sevars cong hasrt fsilurs), trestmem
win g iy Inhibltors s sate:
wnsin has been igted with oligurh

and/or progressive azotemin end (rsraly) with scute rens) fail-
urs andior ceath. Similar resuits may be anticipsted in
patienty treated with ATACAND. (Ses CLINICAL PHARMACOL -
OGY, Special Popuistions.) i

In studies of ACE inhibi n with unil ! or
bilateral renal artery stenosis, i n i o
bloodurunmopmltumhlnbunnponod. Thers hay
besn na long-term use of ATACAND in petients with unilteral
mhﬂmnlnndmmummmuhmvh
axpectad.

ivormation for Petierns
Pregnancy: &mmddwm-puuab-

svents d in 2.4% of {i.e., 57 of 2350} patients trested
with ATACAND snd 3.4% of (Lo, 35 of 1027) patients treated
with placebo.

The most common rassons for discontinuation of therspy
with ATACAND wwre headache (0.6%) and dizzi 10.3%).
The acverse sxperiences that occurred in
trolisd clinical trials in at lsast 1% of patients treated with
ATACAND snd at & higher incidence in n‘ndml‘un [ ]

{n=2350) than placebo {n=1027) [ ded back pain
(3% vs. 2%}, diziness (4% ve. %), upper ESpiratory tract
iﬂhu‘t‘i?n (8% vz, 4%), pharyngitis (2% va. 1%, end rhinitis (2%
i TRl

Tha foliowing adveress experiences oocurrsd in piacebo-
controfiad clinical trials st & more than 1% rate but st sbout the
S4Ima or graster incidence in patiems receiving placebo com-
parsd 1o candesarien cilaxstil: fmigue. peripheral edems,

st pain, h bronchitie, iy } b

mmmmmdmmm‘m~

|

o drugs thet act on the renin

F

mmmummmmmmm
ppear to have resultsd from intrauterine drug exposute that
been limited 1o the first trimester, These patients shouvid
hﬁ:wmmnurm'tmu
pomible.

i.

.5 pain, disrrh iting, arthralgia, slbuminuria.
Other ially i ch SvEnts that heve been
reportad, whathet o not snrib L , with an inci-
ﬂmdﬂs%ormu!mnﬂnmmnmm

worldwide trested with ATACAND are listed below. K cannot
hmmm.rmmmumﬂv
ATACAND, Body ss & Whole ssihenia, fever: Cantrel and

uris.
evants seen less frequently included sngine
Pectoris, rmyocardisl infarction, and sngiosdems.

Ca Mutsgenesis, impei of Fertitity m-mmmwumnumm-hm
Thers was no evidencs of carcinogenicity when cands- 800 von; older and 0o patients. and black snd non-
safan ¢ wus orsily sdministered to mice and rats for  bisck pationts.
wwiumndomupwm-m:womwoy.
RIpactively. lmnnindﬂndmgbymmun Laborwtory Test Findings
mica receivad the drug by distery adminiatration. Thess hmﬂndﬁhlmmwhwwm
(maximaily tol of o titexetii pro- labs ¥ were rersly associsted with
vided &y i #xp to ok {ALCS) thet wers, the sdministration of ATACAND.
in mice, o bty 7 timas end, in tats, more than 70 Craatinine, Biood Uras Nitrogan: Minor increases in biood
times the axposuts in man st the : ded  ures nitrog BUN) end serum crestinine wers obasrved
Candestrr st enotoxic in the micmblsl Hypenaricemis reraly found (19
was ot n 1 Hyperuricemis was or
0 nd oefl wsaays and in onummmmmww«ums
the in vivorch b ion and rat unacheguled D 0r0.5% of 1108 patients ireated with placebo).
Synthesis sasays. in sddition, 180 was not g Hermoglobin snd Hi it: Srnali o in hamog)
in tha microbi, - T oell bin snd her it {imesn o of sapproximmsily 02
ammm.mnmmmmm gramdl and 05 wol P howty)

t, Y} were
observed in patisnts trested with ATACAND alone, but wers
rately of clinical imp Anemis, leuk ia #nd throm-
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ATACAND™ [Candasartan Cilexatil} Tablets
i d with wichck

Fotzssivm; A small increase (mesn increass of 0.1 mEqA}
was obesrved in petients trasted with ATACAND alone, but

9119500
ATACAND™ (Candesartan Cllexsth} Tablets

Store st 25°C (TTF); ancursions permined o 15-30°C
50-56°F} [sae USP Controlied Room Tempersturs). Kaep con-
tninet tightly closed.

was rarely of clinical importance. One patient from s 0
mmtmmmmmmmmmm
potassium = 7.5 mEgL). Thinpti-mwnlhm
apironolactons.
Liver Function Tests: Eivations of liver
serum bilirubin were obssrved infrequently.

i 1o candesartan cilexstil in clinical irials were with-

I liver chaenigtries.

OVERDOSAGE
Nohlhalhvuuobﬂudhmlnr&vmhniw.
uumdmmmwmuwmmmd
tan cilexetil. i mice gi ing. id et the pei-
mary lhnL I:&) ch ..i-.-.-:mm' irmumn lethal dose was
greatar than 1000 mgAg but 2000 mg/kg.
medn-mmihbhhwmmmmlﬂ
L . Inone ded case of an intent; dJoss, 8 43
yesr old female patiem {Body Mass Index of 31 kgir?)
ingasted sn ety 160 myg of candesarten cliaxcetil, i con-
junciion with multiple other ph ical agents {ibupro-
fon, nap sodi diphenivyd ine hydrachioride and
ketoprofen). Gastric levage was parformed, the patient way
itored in hospitsl for days and wes discherged
without sequales.
Tc' r;-nunnaln Mbo'm\monmmc
reatment: To obtain up-to-dme i ion 4 reat-
menm of d it your Regi Poison-Control Cen.

1, dizzi and ¥ ;
bradycardia coukd occur from Parasympathetic {vepai) stimu-
Istion. M sympromatic hypatension showld octur, UppOTIive

shouwld d

be instit

DOSAGE AND ADMINISTRATION

Dozape mum be individuaiized. Biood pressure response is
dose-related over the rangs of 2-32 mg. The wsusl recom-
mended marting doss of ATACAND is 16 mg once daily whan
&hmummawhuﬁmwﬁa-umvﬂm
deplated. ATACAND can be wdministerad once or twica daity
with totsl daily doses ranging hom B mgto 22 myg. Larger
doses 40 Ot appear ta have & grester siec and thare is rale-
Sivaly little nupariance with such doses. Most of the antihyper-
tonsive efinct is present within 2 wesks and maxima! Biood
Pressure reduction is g y Obtsined within fowr to six
waaks of ATACAND trastment.

No initisl dosage adjustrment is Mecessary for elderty
patients. for patients with mildly impaired renal function, or
for patients with mildly impsited hapatic function (see CLINI-
CAL PHARMACOLOGY, Specia! Popuistions), For pati
with ibie epletion of intr L lume {(s.g., pati
frested with diuretics, particularly thoae with impsired rans!
tfunction), ATACAND should be initistec under dose medicsl
Bupsrvision and consideration should be given 1o sdminisira-
tion of & lower doss {ses WARNINGS., Hypotension in Volume-
and San-Depisted Patients).

ATACAND may be administersd with or without food.

¥ blood pressure is not controec by ATACAND alone, »
diutetic may be sdded. ATACAND may be adtministersd with
other antihypertsneive agems,

HOW SUPPLED

NO. 3782 - Tablets ATACAND, 4 mg, ot white to olf-whits,
circular/biconvex shapsd, non film-sosted tebiety, coded ACF
on one side and 004 on the other. They ars supplied ss fol-

NDC £1113-004-31 unit of use botties of 30
NDC 51113-004-54 umit of uie bottias of 90
NDCBHTI-ODLZ!M:‘IMMM1U
NDC 61113-004-82 botties of 1000.

No. 3780 — Tablets ATACAND, 8 mg, are light pink, circudsr!
biconvex shaped, non fitm-costad tablets, coded ACG on one
wica and D08 on the other. They are suppliec as foliows:

NDC £1113-008-31 unit of use botties of 30
NDC 81113-008-54 unit of uss botties of 90
NDC!'I“J-M—ZIN“MG"N
NDC £1713-008-82 bottisy ot 1000,

No. 3781 — Tablets ATACAND, 18 mg, are pink. circulsr/
hbnmmud.mMuMMAMnnm
side and 016 on the other. They sre supplied as follows:
NDCM"!-M&J‘IU!\RHIMMIBB‘N
NDC 51113-016-54 unit of use botties of 90
NDC £1113-016-28 unit doss packages of 100
NOC £1113-098-82 botties of 1000.

No. 3791 — Tablets ATACAND, 32 Mg, are pink, circular/
ﬁmnnxahnmd.mﬂmodhbhﬁ.mhd&ﬂmm
side and 032 on the other. They are suppliad as follkows:

NOC 67113-032-31 unit of use borries of 30
NDC 61113-032-54 unit of use botties of 90
NDC £1113-032-28 unit doss packages of 100
NDC £1113-032-82 botdes of 1000.
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CAUTION: FEDERAL LAW PROHIBITS
DISPENSING WITHOUT PRESCRIPTION

AVAPRO®

(irbesartan) Tablets

USE IN PREGNANCY

When used In pregnancy during the sscond and
third trimesters, drugs that act directly on the
renin-angliotensin systsm can cause injury and
even death to the developing fetus. When preg-
nancy ks detected, AVAPRG should be discontinued as
soon as possible. See WARNINGS: Fetal/Neonatal
Morbidity and Mortality,

P
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_-Irbesartan was oxidized primarily by 2C9; metabolism
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_ DESCRIPTION

" AVAPRO® frbesartan) Is.ar angiotonsin A rcepor AT, i) atagerisi, -

Gflirbesartan Is & non-peptide compound -chemically s 0 Pubutyl-3-[12'-
Ktstrazol-5-y1) [1, 1"-bipheny)-4-yljmethyl]-1,3:diazaspiro 4] rori-t-ariot-coe.
Erum?%m c.,,u,n,ommummom.ﬁ;f] e
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Irbesartan is 8 white to off-whits crystailine powder with 8 ‘molecular welght of
428.5. 1t Is & nonpolar compound with a partition coefficient {octanol/water) of 10.1
at %r; MIT.';ﬂhbesamnl ! I8 slightly soluble in alcohol and methylene chioride and
practically insoluble In L e
> AVAPRO s avallable for ora) administration in unscored tublets contalning 75 my,
460 mg, or 300 mg of irbesartan, inactive ingrediants incluge: lactose, m -
line cellulose, pregelatinized starch, croscarmelioss sodium, poloxamer 188, gllicon
dioxide and magnesium stearats, L .

CLINICAL PHARMACOLOGY - e Sl .
echanism of Action .. I L R
giatensin Il is & potent vasoconstrictor formed from angiotansin 4 in a reaction

catalyzed by anglotensin-converting enzyme (ACE, kininase I). Anglotensin Il ks the

principal pressor agent of the renin-angiotensin system (RAS)-and aiso stimulates
aidosterons synthesis and secretion by adrenal cortex, ¢ardiac contraction, renal
resorption of sodium, activity of the sympathetic nervous system, and smooth
muscle cell growth. Irbesartan blocks the vasoconstrictor and aldosterone-secreting
effects of angiotensin !l by selectively binding to the AT, angiotensin i receptor.
wnrelsalsoang,fmpﬂthany ﬁsu»,bmnbnq@.aavuved In cangigvascular

- irbesartan Is a specific competitive antagonist of AT;.receptors. with a much

gr:later a‘fﬁn:g (more than 8500-fold) for the AT, receptor than for the AT, receptor

and no agonist activity. .o - e T
Biockade of the AT, recaptor removes the negative feedback of angictensin Il on

renin sacretion, but ﬁw fesulting increased plasma renin activity and circulating

angiotensin il do not overcome the effects of Irbesartan on biood pressure, -

Irbesartan does not inhibit ACE or renin or affect other hormone receptors or ion
channels known to be nvolved in the cardiovascular regulation of blood pressure
and sodium homeostasis. Because irbasartan does not inkibit ACE, it does not atffect
the response to bradykinin; whether this has clinical relevance Is not known.

Pharmacokinetics

irbesartan is an orally active agent that does not require biotransformation into an

active form. The oral absorption of irbesartan Is rapid and complete with an aver-

age absolute bioavaitablitty of 60-80%. Following oral administration of AVAPRD,
peak plasma concentrations of irbesartan are attained &t 1.5-2 hours after dosing.

Food does not affect the bioavallability of AVAPRO.
irbesartan exhibits linsar pharmacokinetics over the therapeutic dose range.
The terminal elimination hali-life of irbesartan averaged 11-15 hours. Steady-gtate

concentrations are achieved within 3 days. Limited accumulation of irbesartan

(<20%) is observed In plasma upon repeated once-daily dasing.

Metabolism and Elimination

irbesartan is metabolized via glucuronide conjugation and axidation. Following oral

mvemus udmlglsuation gf “c-mfdm , more than B0% of the

ng plasma radioactivity is attributable mchangedlfbmmn.m;»rtmary
circulating metabolite is the Inactive irbesartan glucuronide conjugate (approxi-
mately 6%). The remaining oxidative metabgtites do not add appraciably to Irbasar-
fan's pharmacologic activity.
nbesartanmdltsmmbomasmumubybomblliaryandmnajm.
gmne ;nher oral g lnirwarmu:.l a&mlmm oJ:G—hbelad irbesartan, about
radioactivity is recoversd 8 femainder in the feces, as
irbesartan or irbesartan glucuronide.
in vitro studies of besartan oxidation tytochrome P450 isoenzymes indicated
by 3A4 was negligible.
was nelther metabolized by, nor did it substantially induce or Inhibit,
isosnzymes commonly associatad with drug metabofism (1A1, 1A2, 248, 286, 206,
ZE1). There was no induction of inhibition of 3A4,

Distribution -
IrbmrtmlsSO%bounﬂlnnmmprotelns(pﬂmarﬂyllbuminand -acid glyco-
protein) with negligible binding to cellulsr. componants of hloodf,:hw average
“Registered trademark of Sanofi
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-wolume of distribution ks 53-83 ters. Total plasma and rena! clearances are in
: the range of 157176 and 3.0-3.6 mL/min, Tespectively. With repetitive dosing,
irbesartan accumulates to no clinically nevant extent. B TN .
- Studies In animals indicats that radiolabeled Irbesartan weakly crossss the blood
brain barrier ang placenta. irbssartan is excreted in the miik of lactating mats. .

Special Populations .. ... . 2z .ovn N
m?:mm_mmmmtmmbmmmhmmds
years of age, . :

Gender: No gender related differences In pharmacokinetics were observed In
healthy elderly (age 65-80 years) or in healthy young (age 18-40 years) subjects.
in studies of hypertensive patients, there was no gender difference tn hali-life or
accumulation, but somewnat higher plasma concentrations of Irbesartan were
observed in famales (11-44%). No gender-related dosage adjustment is nmz
- Geristric: In elderly subjects (age 65-80 years), irbesartan elimination half-}
was not significantly atered, but AUC and Cr,, values wars gbout 20-50% greater
than m ofmyoungny subjects (age 18-40 years). No dosage adjustment is neces-
sary slderty. o :

#ace: In healthy biack subjects, irbesartan AUC values were approximately 25%
greater than whites; there were no differences in values, .-

Ranal insutficiency: The pharmacokinetics of i were not aftered in patients
with renal impairment or in patients on hemodialysis. rbesartan is not removed by
hemodialysis. No dosage adjustment Is necessary in patients with mild to severe
renal impaimment unless a patient with renal impairment is also volume depleted.
(See WARNINGS: Hypotension in Volume- or Salt-depieted Patients and DOSAGE
AND ADMINISTRATION,) - = . .

- Hepatic Insufficlency: The pharmacokinetics of irbesartan following repeatad
oral administration were not significantly affected in patients with-mild to moderats
eirrhosés of the liver. No dosage adjustment Is necessary in patients with hepatic
insufficiency. - . - i L™
. «Drug Interactions: (See PRECAUTIONS: Drug Interactions.)
Pharmacodynamics = T T
In healthy subjects, single oral irbesartan doses of up to 300 mg produced gdose-
dependent inhibition of the pressor effect of angiotensin I infusicns. Inhibition was
complete (100%) 4 hours foliowing oral doses of 150 mp or 300 mg and partial
inhibition was sustained for 24 hours (60% and 40% at 300 mg and 150 my,

respectively). .

In typertensive patients, anglotensin i receptor Inhibltion foliowing chronic admin-
tstration of irbesartan causes a 1.5-2 fold rise in anglotensin Il plasma concentration
and a 2-3 fold increase in plasma renin levels. Aldosterone plasma concentrations
generally decline foliowing Irbesartan edministration, trt serum potessium ievels
are not significantly affected ‘at recommended doses, - . :

” In hypertensive patients, chronic oral doses of irbesartan (up to 300 mg) had no
effect on glomerular filration rate, renal plasma flow or filtration fraction. In mul-
tipie dose studies in hypertensive patients, there were no clinically important
effects on fasting triglycerides, total cholesteryl, HDL-cholestero!, or fasting glucose
concentrations. There was no effect on serum uric acid during chronic oral admin-
Istration, and no uricosuric effect.

Clintcal Studies ' T oY S
The antihyperiensive efiects of AVAPRO (irbesartan) were examined in seven ™
major placebo-controlled 8-12 week trials in patients with baseline diastolic blood
pressures of 85-110 mmHg. Doses of 1-900 mg were included in these trials in
order to fully explore the dose-range of irbesartan. These studies allowed compar-
ison of once- or twice-daily regimens at 150 mg/day, comparisons of peak and
trough effects, and comparisons of response by gender, age, and race. Two of the
saven placebo-controlled trials identified above examined the antihypertensive
effects of irbesartan and hydrochlarothiazide in combination. :

The seven (7) studies of irbesartan manotherapy included a tota! of 1515 patiants
randomized to irbesartan (1-900 mg} and 611 patients randomized to placebo.
Once-dalty doses of 150 and 300 my provided statistically and clinically significant
decreases in systolic and diastolic biood pressure with trough (24 hours posi-dose)
effacts after 6-12 weeks of freatment compared to placebo, of about 8-10/5-6
and B-12/5-8 mmHp, respectively. No further increase In effact was saen ot dosages
greater than 300 m. The dose-response relationships for effects on systolic and
diastolic pressure are shown in Figures 1 and 2. e :

e
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i Once-dally administration of therapeutic-toses of rbesartan gave peak effects at
sround 3-6 hours and, in one ambulatory blood pressure monttoring study, again
around 14 hours. This m,mn_‘-_mm;obm}wwlr -and twice-dally dosing,
Trough-to-peak ratios for systolic and diastolic-rssponse were generally between
50-70%. In a continuous ambutatory blood.pressure monitoring study, once-daity
dosing with 150 mg gave trough andmggﬂ-mur responsss simiiar to those
observed in patients recaiving twice-daily dosing et the same total dally dose.

“in controlled trials, the addition of Irbesartan to hydrochiorothiazide doses of
6.25, 12.5, or 25 mg produced further dose-related reductions in blood pressure
simitar to those achieved with the same monotherapy dosa of irbesartan. HCTZ also
had an approximately additive effect. .

Analysls of age, gender, and race subgroups of patisnts ghowed that men and
women, and patients over and under 65 years of age, had generally similar
responses. irbesartan was effective in reducing blood pressure regardiess of race,
atitough the effect was somewhat less in blacks (usually & low-renin population),

The effect of irbesartan is apparent after the first dose and i is close to Its full
observed effect at 2 weeks. At the end of an B-week exposure, about 2/3 of the
antihypertensive effect was still prasent ona week after the last dase. Rebound
hypertension was not observed. Thers was éssentially no change in average heart
rte in rbesartan-treated patients in controlied frials. _
INDICATIONS AND USAGE ‘

AVAPRO (ibesartan) Is ndicated for the trestment of hypertension. # may be used

alone or in combination with other antifypertansive agents,

CONTRAINDICATIONS Lo L - )
AVAPRO is contraindicated in patients who are hypersensitive to any component of
this product. : :

WARNINGS -

Fatal/Neonatal Morbidity and Mortality

Drugs that act directly on the renin-angiotensin system can cause fetal and nso-
natal morbidity and death when administered to pregnant women. Several dazen
cases have been reporied in the world Iiterature in patients who were faking
angiotensin-converting-enzyme inhibiors. When pregnancy is detected, AVAPR.O
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
necnatal injury, including hypotension, neonatal skull hypoplasia, anuria, reversible
or kreversible rena failure, snd death. Dligohydramnios has also been reported,
presumably resutling from decreased fetal rena! function; oligehydramnios in this
setting has been essociated with fetal limb contractures, craniofacial deformation,
and hypoplastic lung development. Prematurtty, intrauterine growth retardation, and
patent ductus arteriosus have atso been reported, although it is not clear whether
these occurrences were due to exposure o the drug.

These adverse effects do not appear to have resulted from intrauterine drup
exposure that has been limited to the first rimester,

Mothers whose embryos and fetuses are exposed to an engiotensin I receptor
antagonist only during the first trimester should be =o-Informed. Nonetheless,
when patients become pregnant, physicians should have the patient discontinue
the use of AVAPRO as soon &s possible.

Rarely (probably less often than once In every thousand pregnancies}, no alter-
native to 8 drug acting on the renin-angiotenstn system will be found. In these rare
cases, the mothars should be apprised of the potential hazards 1o their fetuses, and
::‘r'i’al um'as:und examinations should be performed to assess the intraamniotic

ronmen . o

If oligohydramnios Is observed, AVAPRO should be discontinued unless It is con-
sidered fife-saving for the mother. Contraction stress testing (CST), a non-stress
test (NST), or biophysical profiling {BPP) may be appropriate depending upon the
woek of pregnancy. Patients and-physicians should be aware, however, that oligo-
ydramnios may not appear until after the fetus has sustained ireversibie Injury.

infants with histories of i utero exposure to an angiotsnsin i receptor antagonist
should be clossly observed for hypotension, oliguria, and hyperkalemia. i oliguria
oucurs, attention should be directed toward support of blood pressure and renal
pertusion. Exchange transtusion or dialysis may be required as means of reversing
hypatension and/or substititing for disordered renal function.

When pregnant rats ware treated with Irbesartan from day 0 to day 20 of ges-
tation (oral doses of 50, 180, and 650 mg/kg/day), increased incidences of ranal
pelvic cavitation, hydroureter mnd/or absence of renal paplia were obsarved in
fetises at doses 250 my/kg/day (approximately equivalent to the maximum recom-
mended human dose (MRHD), 300 mg/day, on a body surface area basis]. Subcu-
taneous edema was observed in fetuses at doses 2180 mg/kp/day (about 4 times
the MAHD on & body surface area basis). As these anomalies were hot observed
rats in which irbesartan exposure (oral doses of 50, 150 and 450 mg/kp/day) was

limited to gestation days 6-15, they appear to refiect late gestational effects of the

drug. In pregnant rabbits, oral doses of 30 mg day wers associated
with matemal mortality and abortion. Surviving females receiving this dose (about
1.5 times the MRHD on-a body surface araa basis) had & slight increase in early
resorptions and & comesponding decrease In Give fetuses. kbesartan was found to
tross the placental bartier in rats and rabbits. . -
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- Radioactivity was present Jn the rat snd rabbit feliss dur iats.gestation and In
mmmmmmmum_ BN - ars e o
Hypotension In Volume: of Satt-depieted Patlenty #1271 0ot g
Excessive 1 of blood préssure was rarely's6en (<0.1%) in'patients with

b s ! .

Teduction of
uncomplicated hypertension, inltiation of CaUse symp-
fomatic hypotsnsion in-patisits with Intravascular volume: o mmgymm-depleﬂon.
8.0., In patients treated vigorously with diuretics"or hmﬁams on dialysis. Such
volume depletion should be corectsd prior 1o ad of AVAPRO (irbe
o 8 low starting dose should be used (see DOSAGE AND ADMINISTRATION).

lfhypatanshnowurs,ﬂupaﬂarﬂshouidbeplwhﬂiq
lmcessary.pMnmhuamrﬁuslmwmnﬂm;Amm .
response is not a contraindication to further treatment, which usually can be con-
tinved without difficutty once the biood pressure has stabilized,

PRECAUTIONS :
'A‘: fpecdin F:?ﬁ?;m : in-an iotonsln- ton changes
A consequence ng the ren 0 Aldosterons system,

in renal function mummmmmubhmm.hmm
renal function maydepandmﬂnlcﬂmyotﬂnnnln-ungloteum-dm
system (e.0., patients with severe congestive heart fallure), treatment with

tensin-converting-enzyme Inhibitors has been associated with oliguria and/or
progressive azotemia and (rarely) with acute renal faflure and/or death. AVAPRO
Would be expected to behave similarly. In studies of ACE inhibitors In patients with
unilatera! or bilateral renal artary stenosls, increases In sérum creatinine or BUN
have been reported. There has been no known use ofAVAPRmf;aﬂem with uni-
lateral or bilateral renal artery stanosis, but & similar sffect § d be anticipatad.

information for Patients . S
Pregnancy: Female patients of chitdbearing age shouid be-told about the conse-
quences of second- and third-trimaster exposure to drugs that act on the renin-
angiotensin system, and they should also be tolg that theds consequences do not
appear to have resutted from intrautering drug exposure that has been limited to
the first trimester. These patients shouid be asked to report pregnancies to their
physidansassoonas_pos_slblq. ST

Drug Interactions ' ' oo o

No significant drug-rug pharmacokinetic {or pharmacodynamic) interactions have

" been found in interaction studies with hydrochiorothiazide, digaxin, warfarin, and

nedipine. ‘ . S -

in vitro studies show significant Inhibltion of the formation of oxddized irbesartan
metabolites with the known rome CYP 2C9 substrates/inhibitors sulphena-
20fe, tolbutamide and nifedipine. However, In cinical studies the consequences
of concomitant on the pharmacodynamics of warfarin wers negliglble.
Based on i vitro datz, no interaction would be d with drugs whoss matab-
alisar‘r:‘Il is dependent upon cytochrome P450 isozymes 1A1, TA2, 2A6, 286, 206, 2€1,
or 3A4, :

In separate studies of patients receiving malntenance doses of warfarin, hydro-
chiorothiazide, or digaxin, irbesartan administration tor 7 days had no effect on the
pharmacodynamics of warfarin {prothrombin time) or pharmacokinetics of digoxin.
The pharmacokinetics of irbesartan were nat affected by coadministration of nifs-
dipine or hydrochlorothiazide. ’ Ca o

Carcinogenesls, Mutagenesls, Impairment of Fertillty . -
No evidence of carcinogenicity was observed when krbesartan was administared
&t doses of up to 500/1000 my/hg/day (males/females, respectively) in rats and
1000mg!kgfdaylnmleeforuptotwnyears.Formalemdfarmlems,soow
day provided an average systemic exposure to irbesartan (AUCy 241, bOUNd plus
unbound) about 3 and 11 times, respactively, the avarage :memg exposure in
humans receiving the maximum recommended doss (MAD) of 300 my irbesartan/
day, whereas 1000 mg/kg/day (administered to females only) provided an averge
systemic expasure about 21 times that reportad for humans at the MRD. For male
and female mice, 1000 mg/kg/day provided an axposiire o about 3 and
5 times, respactively, the human exposure at 300 mg/day.. ‘
Irbesartan was not mutagenic in a battery of in vitro tests (Ames microblal test,
rat hepatocyte DNA repair tast, V79 mammalian-csil forward gene-mutation assay).
mwmmaﬁnmmmmmmdmmmm
{in vitro-human lymphocyte assay: in vivo-mouse micronucieus study). :
rbesartan had no gamd;,edrs: crfeca o:‘;tmﬂdﬂnr mntling of male :k: female ms;t
oral doses <B50 m y, the hig Providing a systemic sxposure
kbmrtanuuco_‘h.bmmdplusunbomd)msmuﬂutlumdhm

meceiving the mum recommended doe_e of 300 _
?H':gnanqr‘cmm C (first trimester) and D rummmmm
See WARNINGS: Fetal/Neonatal Morbidity and Mortalty.,

Nursing Mothers - . : :
Itlsnotknown%eﬂ:ertbesarhnismﬁhhmmmﬂghﬂt‘bmﬁnw
mmmbolneurkbmhmtedltbwmnmmhmemukdhc-
ntlngmis.aemuseu{mpotonﬂalforldwmeﬂmwmmmlrdant.l
decision should be made whether to discortinue nun.lngordlsconﬂnuemm,
ukmumamwmmalmmm_mmmﬂnmm

i R

Podlatric Usa . - b« mantc uE gharit L% - 3 i B
Saiety and ffectiveness I pecigbic peints Bave nat boen sstanihey, .-
Gorlatric Use 0' Tl Wiy ﬂiﬂ;:nui: RETR S R RTRE
01 the total rumber 6f patients Tacaiving' AV 0-Tirbesartan) in controy
sudies, 911 paters  (18.5%) wore Ié"s""mm and over, Wit 159 patens c(gng
years verall differances o Safety wer
between thess patients and th,
woma older individuais cannot be ruled out penstnity ¢
ADVERSE REACTIONS . © : E

Avmommmmmmmmmm-uvanm .
and about 5000 subjects overa)i. This experience includes 1303 mﬁm
mmsmmmw7mmw1mum.rmmmmmmmm
well-tolerated, with an incidence of adverse events similar to piacebo. These event
mummmlldmmammmmmmmmm

in placebo-controlied rials, discon; ruation of
adverse MMquutmdha.awmmpacmmmmmmAPﬂo.w
4.5 percent of patients given placebo, - - - ) .

hphubo—wnuﬂloddmlulmmmmmlmm
inatleastmuipaﬁemsmtggm‘kvmomﬂssmmdnta-hlghwkudenu
versus piacebo (n=641) Included diarrhez (3% vs, 2%), psiaheartbun
e%lw.m).m%c:lmgm (2:&1%). fatigue {4% va. 3%), and uppe

ratory infection (9% vs., §%). these differences were significant.

"% following adverss : ¢

events’ .
ﬁmmmdwfmmw.butmmnhmu uent or more frequen
ﬂlapaﬁantsncewingplm . abdominal. o

m'i't'im r:?ﬁmr;n':r? 8l 'uu’min";ucn ™

vomiting, rash, S, 8inus abnormality, tachycardia and urj tract infection.
hbesamnmewasmtassoclatedmmmhmm et
Is typically associated with ACE inhibitor usa. in placebo
wdewrl;u:lrawghhiﬁmmmmdmmmu%mzmhm
recevingplacebo. .. . i LT S .
.The incidence of hypotension or orthostatic hyputenslonwaslowlnlrbesamr
treated patients (0.4%), unrelaied to dosage, and similar to the incidence amony
placebo treated patients (0.2%). Dizziness, gyncope, and vertigo wers witt
equalorlmﬁaquencylnpaﬁemsmlvlnglmmmoompmd \
in addition, the following potentially importam events occurred

:

" ol a5 8 W e oo e S e causally eleed
asg : faver, \ adema, extrem D
; > flushing, hypertansion, cardiac. murmr, Igyocanﬂal infarction,
fa:nﬂglna pecmdsr;smmwmnducﬁon -disorder, cardio-respiratory armest, heart
e, "Wﬂm 5 - - ELA T Lo - .
Dermatologic: prurtus, dermatitis; ecchymosis, erythema face, urticaria;
M&Mmmbollﬂﬂac&ow_ imbaignces: sexual dystunction, libido change,
gout; ) °

icaeStrintestina: constipaton,oral besio, Gastroenteritis, iatulence, abdomminal
istention; - - ,
M Tissue: extremity swelling, muscie cramp, arthritis,
muscle ache, musculosksletal chest pain, joint stiffness, bursitis, muscle weakness;
Nervous System: sieep distirbance, numbness, somnolence, emotiona dishur-
bancenctl:epmslnn, paresthesia, tremor, transient lschemic attack, cerebrovascular
Specia! Senses: vision distirbance, hearing abnormality, ear infaction, ear
conjunctivitis, other aye disturbance, eyelid abnormality, ear abnormality. palr.

Laborztory Test Findings -
differences in leboratory tests were

% .
in controlisd clinicat trials, diin important
rerely associated with Mmlnhﬁ;mi]iwm of AVAPRO., : .

Creatinine, Blood Ures Nitrogen: Minor increases in blood urea nitrogen (BUN)
or serum creatinine were obsarvad in dess than 0.7% of patients with essential
#pemon freated with AVAPRO aione versus 0.9% on placebo. (See PRECAU-

ONS: Impaired Renal Function.) '

Hematologic: Maan dacreases in hemoglobin of 0.2 g/dL were phsarved In
0.2% of patients receiving AVAPRD compared to 0.3% of placabo treatad patients.
Neutropenla (<1000 celis/mm?) occurred at similar frequencies among paetients
receiving AVAPRO (D.3%) and placebo traatsd patients (0.5%).

OVERDOSAGE e
Nomumwmhmmmmhm.mmwumm
St b o ot Do o
ge are expected ; ycard
mﬁnmoverdm.l‘baurt_anlsnotnmovedbyhenmtalnls. '

To obtaln up-to-date inforination about the treatment of overdosage, a good
resource Is a certified Regional Poison-Control Center. Tolephons numbers of
certified mmwmmmm'nmmmmm.
In managing overdose, considar the possibliities of muttiple-drug interactions,
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dotannm«uofummlmlsofltbmmnmmtmmmuble.

and such determinations have, in any svent, no known -established role in the

management of irbesartan overdosa, . - - ' R

mwmmmwmnmmmmmmmwmm

mmhmssofzooomolku.mnzs-andso-toldmnuumummm-
mndodhunundwetsoomg)onamym?basis.mpxuvaly.

DOSAGE AND ADMINISTRATION i

mnmmmemwmmvmomsomgmmm

further reduction in blood pressure should beﬁtratadtoaoomgmwly.
Alowdnseofldiumucmybeldded.Ifbloodpmwrehnoteontmllsdby

AVAPRO alone. Hydrochiorothiazide has been shown to have an additive affect (see

CLINICAL PHARMACOLOGY: Clinical Studies). Patients not adequately traated by

MMmumdoseofsoOmgmmlymmulkelymdemmmmm _

from a higher dose or twice-daily )

Nodosanudjmmhmryheldewm.uhmmmﬁc
tmpairment or mild 1o severe renal impairment.

AVAPRO may be administered with other antitypertensive agents.

AVAPRO.may be administered with or without food, .
Volume- and Salt-deplsted Patients :
A lower initial dose of AVAPRO (75 mp) is recommended In patients with depletion
of infravascular volume or galt (e.0., patients treated vigorously with-diuretics or
:n'uhenn:)dsalysls) (se¢ WARNINGS: Hypotension in Volume-. or Sali-depletad

onts). - i ; 7 -

HOW SUPPLIED s
AVAPRO® (irbesartan) Is avaiiable as white tn off-white biconvex oval tabists,
detmsedmmaheartchapeononesldenndaportionofﬂuNDCt:odeonm
other, Unit-of-use botties contain 30, 80, or 500 tablets and biistsr packs contain
100 tablets, as follows: . . - :

. T5mg 150 mg 300 mp

Debossing 2771 2772 2773

- Bottle of 30 0087-2771-31 | 00B7-2772-31 0087-2773-31
Bottle of 80 0087-2771-32 0087-2772-32 | 0087-2173-32
Bottie of 500 0087-2771-15 0087-2772-15 0087-2773-15

Blister of 100 0087-2771-35 0087-2772-35 0087-2773.35

Storage o ' '

Store &t a temperature between 15° C and 30° C (59° F and B6* F) [USP).

) u;nuracuuad and Distributed by: :
Bristol-Myers Squibb Company
Princeton, M) 08543-4500

Comarketad by:
Sanofi Pharmaceuticals, Inc.
New York, NY 10016 '

lesued October 1997 . POBIT-00
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Diovan™ T e,
valsartan
Capsules
Pmcrlbln'g information
USE IN PREGNANCY

When used in pregnancy during the second and third trimesters,
drugs that act directly on the renin-angictensin system can cause
injury and even death to the developing fetus. When pregnancy is
detected, Diovan should be discontinued as soon as poasible. See
WARNINGS: Fetal/Neonatal Morbidity and Mortality.

DESCRIPTION . .
Dicvan (vaisarian) is & nonpeptide, onally sctive, and spacific angiotensin Il
antagonist acting on the AT, receptor subtype.

Valsarian is chemically described as N-(1-oxopentyl)-N{[2°-{1H-tetrazol-5-
¥[1.17-biphenyl}-4-yijmethyl}-L+valine. its empirical formula is CpHagN:Oy, its
molacular weight is 435.5, and its structural formula Is

/!
N

Valsartan is a white lo practically white fine powder. It is solubie in ethanof
and methanct and slightly soluble in water,

Diovan is available as capsules for oral administration, containing either
80 mg or 160 myg of valsartan. The inactive ingredients of the capsuies are
celiviose compounds, crospovidone, geiatin, iron oxides, magnesium siearate,
povidone, sodium laury! sultate, and titanium dioxice.

CLINICAL PHARMACOLOGY

Mechanism of Action

Angictensin |l is formad from angiotensin | in a reaction catalyzed by
angiotensin-corverting enzyme (ACE, kininase 1f). Angictensin !l Is the principal
pressor agent of the renin-angiotensin system, with sffects that include vasocon-
striction, stimulation of synthesis and reloase of aldosterons, cardiac stimulation,
and renal reabsorption of sodium. Vaisartan blocks the vascconsirictor and
aldosterone-secreting etfects of angiotensin |l by seilectivaly biocking the binding
of angiotensin | to the AT, receplor in many tissuss, such as vascular smooth
muscle and the adrenal piand. lis action is thereiore independent of the
pathweys for angictensin |l synthesis.

Thers is also an AT, recepior found In many tissues, but AT Is not known to
be associated with cardiovascular homeostasis. Valsartan has much greater
affinity (about 20,000-foid) for the AT, recaptor than for the AT, mceptor. The
primary metabolite of valsarian is essentially inactive with an affinity for the AT,
mcepior about one 200th that of vaisarian itself.

Blockade of the renin-angiotensin system with ACE inhibitors, which inhibit
the biosynthesis of angictensin Il from angiotensin |, is widely used in the treat-
ment of hypertansion. ACE inhibltors also inhibit the degradation of bradykdnin,
a reaction also catalyzed by ACE. Because valsartan does not inhibit ACE {kini-
nase If), it does not affect the responss {o bradykinin. Whether this ditlersnce
has clinical relevance is not ye! known. Valsartan does not bind 1 or block
other hormong eceptors of ion channels known 0 be important in
cardiovascular regulation.

Blockage of the angiotensin il receptor inhiblts the negative regulatory feed-
back of angiotensin Il on renin secretion, but the resulting increased plasma
renin activity and angiotensin {l circulating ievels do not overcome the effect of
valsartan on bload pressura.

Pharmacokinetics

Valsartan peak piasma concentration is reached 2 to 4 hours afier dosing.
Valsarian shows bi-axponential dacay kinetics follow ng intravenous administra-
tion, with an average siimination hatf-life of about 6 hours. Absciute bicavailabil-
ity for the capsule formulation is about 25% (range 10%-35%). Food decroases
the sxposure (as measured by AUC) to vaisartan by about 40% and peak
plasma concentration (C,,} by about 50%. AUC and C,,. values of valsartan
increass approximately kinearty with increasing dosa over the clinical

range. Valsarien does not accumulate appraciably in plasma following repaated
administration.

Metabolism snd Elimination
Valsartan, when adminisiersd as an oral solution, is primarily recovered in feces
{about 83% of dose) and urine (about 13% of doss). The recovery Is mainly as
unchanged drug, with only about 20% of dose recovered as metabolites. The
primary metabolite, Accounting for about 0% of dose is valaryl 4-hydroxy
valsarian. The enzyme(s) responsible for valsarian metabolism have not been
identified bt do not seem 1o be CYP 450 lsozymes.

Following intravenous administration, plasma cisarance of valsartan is about
2 Lh and Its renal clearmnce is 0.62 L/h (about 30% of total clearance).

Distribution .

The steady state volurne of distribution of valsartan after intravenous administra-
tion is small {17 L), indicating that valsartan does not distribute inio Sssues
extensively. Valsartan is highly bound to serum proteins (§5%), mainly serum
atbumin.

Epecial Populations

Pediatric: The pharmacokinetics of valsartan have not been investigated in-
patients <18 years of age.

Geniatric: Exposure (measured by ALIC) to valsartan is higher by 70% and the
hali-iie I3 longer by 35% in the eiderly than in the young. No dosage
adjustment is necessary (see DOSAGE AND ADMINISTRATION),

Gender: Pharmacokinetics of valsartan does not difier significantly botween
males and females.

Renal insufficiency: Thara is no apparent cormelation batween mnal function
{measured by creatinine clearance) and sxposure (measured by AUC) to
valsarian in patients with different degrees of renal impairment. Consequently,
dose adjustment is not required in patients with miid-to-moderate renal dystunc-
fion. No studies have been performed in patients with severe impairment of
renal function (creatinine clearance < 10 mU/min). Valaartan is not removed
from the plasma by hemodialysis. in tha case of sevare renal dissase, sxercise
cars with dosing of valsarian (see DOSAGE AND ADMINISTRATION).
Hepatic insuliicisncy: On average, patients with miic-io-moderats chronic ver
disoase have twice the sxposurs (measured by ALIC vaiues) to valsartan of
healthy volunteers (matched by sge, sax and weight). In general, no dosage
adjustmeant is neaded in patients with mild-to-moderate kver dissase. Care
should be exercised in patients with liver dissase (ses DOSAGE AND
ADMINISTRATION).

Pharmacodynamics and Ciinical Etects

Valsarian inhibits the pressor sffect of angiotensin Il infusions. An oml dose ol
80 mg Inhibits the pressor afiect by sbout 80% at pask with approximately 30%
inhibition persisting for 24 hours. No information on %he efiect of larger doses is
avaliable.

Removal of the negative feedback of angiolensin I} causes a 2- 1o 3-fold rise
in plasma renin and consequent rise in angiotensin { plasma concentration in
hypertensive patients. Minimal decreases in plasma aldosterone were observed
after administration of valsartan; vary littie effect on ssrum potassium was
observed.

n mittiple-dose studies in hypertenaive patents with stable renal
insutficiency and patients with renovascular hypertension, vaisartan had no clinl-
calty significant effects on glomeruiar fitrmtion rate, fitration fraction, creatinine
clearance, or renal plasma flow.

In multiple-doss studies in hyperiensive patients, valsarian had no notable
effects on fotat cholesterol, fasting triglycerides, fasting serum giucoss, or uric
acid.
The antibyperisnsive stiects of Diovan wers demonstrated principally in 7
placebo-conirolied, 4- to 12-week trials (ons In patients over 65) of dosages
from 10 1o 320 mp/day in patients with baseline diasiolic blood pregsurss of §5-
115, The studies allowsd comparison of onos-daily snd twice-daily regimens of
180 mp/day, comparison of peak and trough effects; comparison (in pooled
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data) of response by gender, age, and mos; and svalustion of incremental
effects of hydrochiorothiazide.

Administration: of vatsartan to patients with sssential hyperiension results in &
significant reduction of sitting, supine, and standing systolic and diastolic biood
pressure, usually with littie or no orthostatic change.

hmmm.m.mmmm-mwm.mamﬁhypor-
lensive activily occurs at approximately 2 hours, and manxdmum reduction of

" blood pressure is achieved within 6 hours. The antihyperiensive effect parsists

for 24 hours efter dosing, but there is a decrease from peak efiect at lower
doses (40 mg) presumably reflacting loss of inhibition of angiotensin I, At high-
mﬂms,hﬂwmr(i%mp}.hnhmdnhmhmwwm
Duﬁnqnpeahddodng,mmﬁonhuoodpnmumm:nydouhm
mmmmmhzm.wnmnuwmhmwnw
after 4 woeks. lnbngmnnblluw-wmdlas(momphabomml).me
sfiact of valsartan appeared 1o be maintained for up to two years. The
mﬁwmmmummntunge,wum.mumm
ugardingneolabmdonpooloddmlndshoudbommm.
because antihypsrtensive drugs that affect the systam (that is,
ACEimlbmnmdanglotandrhllbbdun)hlwmnlybnnbwmbom
sflective in low-renin hyperiensives (frequently blacks} than in high-ranin hyper-
tensives (frequently whiles). In pooled, mndomized, controlied trials of Diovan
that included a total of 140 blacks and B30 whitss, vaisartan and an ACE-
inhibitor control were generaliy a! least as effective in biacks as whites. The
explanation for this ditference from previous findings Is unciear.
mmmmmmmmmmwm-umm
in blood pressure.
mummmmmmmmmmmwm
are approximately additive.
MTMmolmummmenpyhdudodwzooOpnﬁomm
ized o various dosas of valsarian and about 800 patents randomized to
placebo. Doses beiow B0 mg were not consistently distinguished from those of
placabo at trough, but doses of B0, 160 and 320 mg produced dose-reiated
decroasas in systolic and diastolic blood prassure, with the differance from
placebo of approximately 6-6/3-5 mmMg at 80-180 mg and /6 mmHg at
320 mg. In a controlled tria! the addition of HCTZ 1o valsartan 80 mg resulted in
-ddiﬁmalbmﬁngofmoﬁcanddiutoucuoodpmwmmym
andlZlSrrmHngZ.SnndZSmofHCTz.m.eommdto
valsartan 80 mg alona.
Paﬁenmmm:nhudoquataruponubmmgmdallynrnﬂnhdb
either 160 mg once dally or 50 mg twice dally, which resulted in & comparabie
rasponse in both groups.
in controlled trials, the antihypertensive eflect of once-dally vaisarien 80 mg
msairmlurtcmalofome-dallyonalapdzoﬂlgormwlhmmwm.
mmm-sunﬁd!ymdnnpehmnmohmummndumnh
controlied trials.

INDICATIONS AND USAGE
Diovan is indicated for the treatment of hyperisnsion. It may be used alone or in
combination with other antihypertensive agents.

CONTRAINDICATIONS
Diovan Is contraindicated in patients who are hypersensitive 10 any component
of this product.

WARNINGS
Fetal/Neonatal Morbidity and Mortality
Drugs that act directly on the renin-angiotensin system can cause fetal and
naohatal morbidity and death when administered to pregnant women. Several
dozen cases have been reporied in the world literature In patients who wera
taking angiotensin-converting snzyme inhibitors. When pregnancy is detecied,
Diovan should be discontinued as soon as possibie,
Theuseofdfugsmalmdimcuymmennhwmndnwmmh
second and thind trimasters of pregnancy has been associated with fotal and
neonatal injury, including hypolension, neonatal skl hypopiasia, anuria,
feversible or imeversibie renal fallure, and death. Oligohydramnios has also
been raported, presumably resuting from decreased fetal renal funcion; oligo-
hydramnics in this setting has been associated with fetal Emb contractures,
cranictacial deformation, and hypoplastic iung development. Pramaturity,
intrauterine growth retardation, and patent ductus arieriosus have also been
eported, afthough it is not clear whather shess ococurrences wers due Lo
axposure 10 the drug. :
m»-mmmnmmrmmmmhmmm
axposure that has been limited to the first trimester. Mothers whose
mdhhmsmexpmdmmlnpimnﬂnllmrmhmtorﬂymmgh
first trimester should be 80 Informed. Nomﬂ-m,-monpwonubompng-
nant, physicisns shoukd advise the patisnt to discontinus the use of vaisartan as
$00N As possibla,

M@mbuoﬂonhnmhmryﬂmmdmm'es).m
momﬁwbndmglcﬁngonhnnkunmndn:ystomwﬂlbobmd. In
Mmm.mmMMWmehnﬁalhmmm
l\elrbnm.mduﬂﬂummummumuﬂomdbmss
the inza-amniotic srvironment.

nwmnmm.mmumﬂmmmﬂnh
considersd ke-saving for the mother. Contraction stress testing (CST), a non-
siress test (NST), or biophysical profiing (BPP) may be appropriate,
upon the waak of pregnancy. Pnﬂenumdprmidnnsmouldbemre.
hmnr.htdigohydnmﬂoum:ynotmmﬁlaﬂorhhmhnmm
irreversible injury. of

infants with histories hmatpmubmlngimnllmormhp-
mmummbrmoﬁgum.wwmm. ]
digurhoccun.nﬁnnﬂonﬂsoudbodmdmuwppnnulbbodprm

pmnsmmm-twmwhmwuymmmtm
bits at orai doses up to 10 mg/kg/day. However, significant decreases in feta!
weight, pup birth weight, pup survival rats, and sight delays in developmental
milostones were obsarved in studies in which parental mts were treated with
valsartan at oral, matemnally toxic (reduction in body weight gain and food con-
wnwm)msdsmwmywwwmm“memmmmd
lactation. in rabbits, fetotoxicity {1.e., resorptions, tter loss, abortions, and low
body weight) associated with maternal foxicity (mortality} was obsarved at doses
of 5 and 10 mg/kg/day. The no observad adverse effect doses of 800, 200 and
2 mg/xp/day in mice, rats and rabbits represent 9, €, and 0.1 imes, vety,
mmmmmdmmawm.(m
A35Ume an oral dose of 320 mo/tay and & 80-kg patient)

Hypotension in Volume- and/or Salt-Depisted Patiemts
Emmmmﬁmoiumdpmmnmlym(oj%)hmsm
uncomplicated hypertension, in patients with an activaled renin-angictensin
system, such as volume- and/or satt-deplstad patents receiving high doses of
diurelics, symptomatic hypotension may occur. This condition should be comect-
od prior % sdministration of Diovan, o the treatment shouid start under Sioss
medical suparvision,
wa.ndmm.mepaﬁcmdmmbopmahhmmpodﬁm
and, i necessary, given ar intrevenous infusion of normal saline. A transient
rupobnﬂwnsponubnouoomnlndlcaumbmrmmnumm
umummmmhmmmmmu.

PRECAUTIONS

Ganaral

impaired Hepatic Function: As the majority of valsartan is eliminated in the
blie, patients with mild-to-moderate hepatic impaimmant, including patients with
biliary obstructive disorders, showed lower valsartan clsarance {higher AUCs),
Care should be axercised in adminisiering Diovan to thesa patients.

impaired Rena! Function: As a consequence of inhibiting the renin-
mmummmsmnwmmummh
susceptible Individuals, In patients whose renal function may depend on the
activily of the renin-angiotensin-aldostierone system (e.g., patients with severe
congastive heart faliure), treatment with angiotensin-converting enzyme
inhibitors and angictensin receptor antagonists has been associated with
oliguria and/or progressive azctemia and {rarety} with acute renal faliure ancior
denth. Diovan would be expected to behave simiarly.

In studies of ACE inhibitors in patients with unilateral or bitateral renal artery
dmh,innamhummmh&norbloodmnibwonhawbunnpoﬂ-
ad. in a 4-duy tria! of vaisartan In 12 pationts with unilateral renal artery stenc-
sis, 1o significant increases In serum creatining or biood Lres wers
obsarved. There has been no long-term use of Diovan in patients with unilatera!
or bilateral renal sriery stencsis, but an effect similar t that sesn with ACE
inhibitors should be anticipated. _

information for Patients

Pregnancy: chlopaﬂmhoidllmnngmmouldbeudabomlm
mmwdmmwmm«mumdwmmmm
mmummtm.mmmumummmmmm
mmmrmmmmmmmawmmnmtmmn
¥mited to the first trimester. Thase patients shoukd be asked to repor
pregnancies t their physicians as soon as possible.

Drug interactions

No ciinicatly significant pharmacokinetic Interactions were observed when
valgarten was coadministerad with amiodipine, atenciol, cimeticine, digoxin,
furosemide, glyburide, hydrochlorothiazide, of indomethacin. The valsarian-
mnddmmuonmmmﬁhwomnsMMMranmn



DiovanTd
vaisartan

hmnotbunidenﬂﬁodmdonotminbechm . The
MorwanﬁonpounﬂddnhanmmCYP@hmm

c-rdnogomﬂs,nuhgms.hpdrmdmny
Mmmmmﬁrdmmmabuhnmmmh
modilltorrﬁuandmtsbrwtoi'ynmltm:ww160.nd

200 mg/g/day, . Thess doses in mice and rats are about 2.6 and

Valsarhnhndnoldnmefhcuonhc parformance of male or
bmalemsnromdouswtoZOOang’dny.‘ThlsdouhSﬁmsmm
mmroeomondadhumndoumnmgmﬂbmn. {Caiculations assume an
nmdonoiazamg!dtyandaao-kgpaﬁenl.)

Pregnancy Categories C (first trimester) and D {sacond and third
trimesters)
S08 WARNINGS, FetalNeonatal Morbidity and Mortality.

Nursing Mothers
uumtmmmmhmhmmmmmnm
excreted in the milk of Iactating rats. Bacause of the potential for adversa
oﬂectsonmenursinginhmldocmonshouldbomadomﬂurbdimnm
mmmordmnﬁmhm.wmmmmmmmmg
1o the mother.

Pediatric Use
Safety and eflectiveness in pediatric patients have not besn sstabiished.

Geriatric Use

In the controlled diniullrialsoinluﬂm, 1214 (38.2%) of patients treated with
valsartan weore 2 65 ysars and 265 (7.9%) ware z 75 years. No overal differ-
mhhﬂﬁuqorufmyofnlaﬂmmobumdhﬁspuﬁammpuh-
lm.hngmlorummvnydmdduhdividnumbombdm.

ADVERSE REACTIONS
Diovanhubeanwduntodbruhtyhmuhnwoouﬂonu,mngmr
Mhambrmrsmtha.mdmﬂmwobrmnwu. Adverse

Tmm:ﬂwmmydndnmmﬂmmmmmm
uhlodmgondcr.ago.m.ornglm Dhoonﬁmaﬁonofﬂnmwmwslda
lﬂncumuquimdhamofmnmpaﬁomsmdzoxofpbubonﬁom.
Themostmnmmmbrdwmmnmdhnpymmwmmn
haadache and dizziness. '

hnlmammﬂumhlou:.rndhmwmmmm
alloasﬁ%ofpaﬂentsmbdmbiwmmd-nhmrm,h
valsartan (P=2316) than placebo (n=B88) patients Inckided viral intection
(3’;::. 2%), tatigue (2% vs. 1%), and abdominal pain (2% vs. 1%).

dache, dizziness, Upper respiratory infoction, cough, diarrhea, rhinitis,

mmm.mummm1mmeu

nespactively (p<0.001).
Downhbdomuﬁcm“nmnhhunum%omnﬁonu. An

immhﬂuhcidonuofd:umumobumdlnpaﬁonumudwm

Dlmn:ﬂﬁmg(&%)eompandtﬂﬂtﬂﬂmg(i‘%bd%).
Mmmnmmwmmmmmm

nﬁdomoufdww!yknpommadnmhtomﬁm.
Omﬂanmrhnmﬂutmmudhmdiﬂwmmofmm

treated with Diovan (> 0.2% of valsartan patients} are listed below. it cannot be

dotnmhodmmmnumnumuuuwmtodlobmn.

Body as 2 Whole: Allergic reaction and asthenia

Cardiovascular: Palpitations

Dermatoiogic: Pruritus and rash

Digestive: Commuon.drymmm.dyspepﬂa.lndﬂnuhnca

Muscuioskeletal: Back pain, muscle cramps, and myalgia

Neurviogic and Psychiatric:

Urogenital: impotence
mrmpomdmmsnmbulnqmnnyhnﬁrialmhdudsdchestpﬂn.
#YNCope, snonaxia, vomiting, and angiosdema.

Ciinical Laborstory Test Findings

In controlled clinical trials, dinlw}yhpommd\anguhmmhbomm
paremealars were rarely associated with administration of Diovan,

Creatinine: Minor elevations In craatinine occurred in 0.8% of patients taking
Diovan and 0.6% given piacebo in controlled clinical trials,

Hemoglobin and Hematocrit: Greater than 20% decrsases in hemogiobin and
hemaitocrit were observed in 0.4% and 0.8%, respectively, of Diovan patients,
compared with 0.1% and 0.1% in placebo-treated patients, One valsartan

patient discontinued ireatment for microcytic anemia.

Liver function tests: Occasionai slevations (greater than 150%) of liver
chemistries occurred in Diovan-treated patients. Three patients (< 0.1'%} treated
with valsartan discontinued treatment for slevated kivar chemistries. .
Neutropenia; Nouhoponiamobumdhtﬁ%ofplunts reated with Diovan
and 0.8% of patients treated with placebo.

Serumn Potassium: Greater than 20% increases in serum potassium wers
observed in 4.4% of Diovan-treated patients compared fo 2.9% of placebo-
traaied patients. Noplﬂmtmudwmm&mmimodmnpybr
iwperkalsria.

OVERDOSAGE
meddluanmmmudhmlnhmmm. The most likety
mmmammmwummmmm:mm-
dncoddmfranpamsyrrmlhoﬂc (vagal) stimulation. If symptomatic
hypotension should occur, Supportive treatment shouid be institrted,
Vﬂurllnhnmrlmmdfrunthoplurmbyhumdim.

DOSAGE AND ADMINISTRATION
mmmmmmmmummhwmmwymmu
mﬂnmpyhplﬁonbwhommtwlunu-d.phud. Diovan may be used
Mrudouﬂnmnl%nmbmmdaﬂy.-mmund .
numwpommmmummunymmmzmnmm
mal reduction is generally atisined afier 4 woaks. ¥ additional antihypertsnsive

mwmmmﬂtbmmmmmmmmm
nﬂdwmdomnmllmlhmomorbrpcﬁmhuﬁmnﬂdormodonuﬂm




insutficiency. Care should be exsrcised with dosing of Diovan in patients with
hepatic or sevare renal impairment. '

Diovan may be adminisiersd with other antihypernensive agents.

Diovan may be administersd with or without food.

HOW SUPPLIED
m&wm»mmmwmwwoW. Both
mngﬁzammdumhbmﬂudibﬂapﬂnmd%upmwuﬂ!
dose blister packages. Capsules are imprinted as follows:

80 mg Capsuie - Light grey/light pink cpaque, imprinted CG FZF

Botties of 100 NDC 0083-4000-01
Botties of 4000 NDC 0083-4000-41
Unit Dose (bilstar pack) NDC 0083-4000-61

Box of 100 {strips of 10)
160 my Capsuie - Dark grey/tight pink apaque, imprinted CG GOG

Botties of 100 NDC 0083-4001-01
Botties of 4000 NDC 0083-4001-41
Unit Dose (blister pack) NDC 0083-4001-81

Bax of 100 {strips of 10}

Siore beiow 30°C (88°F). Protect from moisture, Dispense in tight container
(USP).

866751 C97-6 (Rov. 4/57)
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