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. ™ C98-10 (Rev. 2/88) lyte reabsorption, directly i Y of sodium and chidride in approxomatet
D'ovan HCT - 666760 mvmm Indirectly, Ndum:ncomol* o de reduces voi
valsartan and hydrochlorothiazide UMe, with COneequent INCTeases in Plasma reren actity, = ldosterone L
Combination Tablet NCresses in wrinary potassium ioss, and n serum p The renin-
on S sidosterons link is mediated by angs i, s0 ton of an angotensin It
recepior tends © the am 1088 iated With these duretics.
80 mpy/12.5 mg The mechanism of the anthyperiensive sflect of thiandes is unknown.
160 mg/12.5 mg Pharmecokinetics
Valpartan
Prescribing information Velsartan paak ph _ Y is reach d 2 10 4 hours after JOSING. Valsartan shows -
bi-exponential decay kinetics & sominstration. with an average elrrune-
USE N PREGNANCY tion halt-lite of about 6 hours. mmmmmwbmhmnw

When used in pregnancy during the second and third trimesters, drugs that act
directly on the renin-angiotensin system can cause injury and even death to the
|deveioping fetus. When pregnancy is detecisd, Diovan KCT should be discontinued as
so0n a3 possible. See WARNINGS: FetalNeonsts! Morbidity and Mortsiity.

DESCRIPTION
Dmmﬂmnmam-mm maﬁcwum
acting on the AT, P iazice, & di

Vaisartan, a Mmuloun umm-»awy
N2 (1 Htetrazol-5-y){ 1,1 -biphemyi]-4-yijmethyl}-L-Valine. Its empirical formula is
CauHaaNsO,, its molecular weight is 435.5, and its structural formuia is
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Vaisartan is a white (0 practically white fine powder. It is soluble in and ol
and skghtly sokuble in water.

Hydrochiorothiazide USP is a white, ovpnucuywhib Mmm
powder. It is slighily soluble in water; freety in Y

n-butytamine, and in dimethy mice; sparnply n ; and insoluble in
Mnmmmm-' | acids. Mydroct vazide is scalty ok d

a3 6-chioro-3,.4-dihydro-2+1,2, W%ﬂlﬂm 1,1-dioxide.

Hydrochiorothiazide is & thiazide tic. its icad is CyH,CIN,O,S,
mm-mnmmmw-
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Diovan HCT tabiets are formulated for oral administration with A combination of 80 mg or
160 mg of vaisartan and 12.5 mg of hydrochiorothiazide LUSP. The inactive ingredients of the

tablets are colloidal silicon dioxide, crospovidonse, hydroxypropyl methyiceliuiose, iron oxides,
wm microcrystaliine celiuiose, polysthylens glycel, taic, and Stanium
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Mechanism of Action

Angiotensin | is formed from angiclensin | in & reaction catalyzed by

enzyme (ACE, kiningee I). wn-uwupummdum
angiotensin system, with sffects that inciude vasoconstriciion, stimulation of synthesis and
release of aldosterone, cardiac stirmulation, and renal reabsorption of sodium. Valsaran
biocks the vasoconstricior and aldosterone-secreting eflects of angiotensin |l by selecively
biacking the binding of angiotensin | 10 the AT, recepior in many tssuss, such as vascular
smooth muscie and e adrenal giand. its action is therefore independent of the pathways
for angiotensin § synthesis.

Thers is ale0 an AT, recepior found in meny ssuss, tut AT, is not known 10 be associated
with cardiovascular homecstasis. Valsartan has much graater affinity (about 20,000-foid) for
he AT, recapior han for the AT, recepior. The primary metabolite of vaisarian is sssentially
inactive with an afinity for the AT, receptor about one 200th that of vaisartan itsel.
sis of angiotensin 1l from angiowns |, is widely used in the reatment of hypertension. ACE
inhibitors aiso inhibit the degradation of inin, & resction aiso catalyzed by ACE.
Because vaisantan doss not inhibit ACE (kininase 1) it does not affect the response to
bradykinin. Whether this difierence has clinicsl relevance is not yst known. Vaisartan doss
not bind 10 or block othar hormone NCepIons of Ion channels known 10 be important in
cardiovascular regulaion.

Blockade of the angiotensin |! recepior inhibits the negative reguiatory feedback of
angiotensin il on renin secretion, but the resulting incraased pissma renin activity and
angiotensin Il circuleting levels do not overcome the effect of vak on blood p

Hydrochiorothiazide is & thiazide diuretic. Thiazides sffect !he renal tubuisr mechanisms of

O1998 Noverts

25% (range 10%-35%). Food decreasss the exposure (as measured by AUC) 1o veisartan
by about 40% and peak piasma CONCENTANIon (C,.,) by about 50%. AUC and C,,, valuss o
mwmmmmmwmwmw

Valsastan goes not *®p y n 0 repeated sdminiatration.
Metabolism and Elimination

Vaisartan

Vaisartan, when administered as an oral solution, is p d in feces (about 83%

of dose) and urine (sbout 13% of dose). mmnmumwmm
only sbout 20% of dose recovered as metabolites. The pamary metabalits, sccounting or
about 9% of dose, is vaieryl 4-hydroxy vaisantan. The enzyme(s) responsible for valsartan
mmmmmmmm«mnucw&mxm

Following intrs clearance of vaisartan is about 2 Lh and its
wmuo&w(mmquumu)

HNydrochiorothiszide

ide is not metabolized but is eliminated rapidly by the kidney. At least 61%
of the oral dose is sliminated as unchanged drug within 24 hours. The skmination hal-le is
between 5.8 and 18.9 hours.

Distribution
Vaisarten
The sweady state voune of distribution of aher mn“
{17 L), inclicating that vaisartan does not distri nto e Y. is high

ly bound 10 senum proteins (95%), Mainly serum albumin.
Mydrochiorothiazide

My the placental but not the blood-brain barrier and is excrewd in
breast milic

Speciel Populstions

Pedistric: The pl okinatics of 1 have not been investigated in patients <18
years of age.

QGeristric: Ewn(mbyAuC)thmbym/.mdhhd-lah
longer by 35% in the eiderty than in the young. No dosage ady y (sse
DOSAGE AND ADMINISTRATION).

Gender: Pharmmacolinetics of veisartan does not differ significantly between males and
formaies.

Rece: mmubmmmmw

Renal insutficiency: There is no appar renal function d by

mm)mw(mmwwcmmmnnummmm
degrees of rensl imp Consequently, dose adjustment is not required in patients with
mewd\m mmmmmnmmw

i of renal R ch <10 mL/min). Vaisartan is not removed
mnmwmm. Inhomodnnnnndaum exerciss care with
docho of vaisartan (see DOSAGE AND ADMINISTRATION).

ide diuretics are elimi d by the kidney, with a terminal hall-life of 5-15 hours. Ina

Mdmmnw‘dwmmmumdwmdwm).h
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Mepatic insufficlency: On 0 with mild-10- ic liver di
mmmw(mwmmm)bwnndwm
(maiched by age, sex and weight). In o no o adustiment 13 needed N palients
with mild-to-moderais liver dissase. c«.muomuammmmm
{(sse DOSAGE AND ADMINISTRATION).
Phermacodynamics and Clinicel Effects
Valsartan - Hydrochiorothiazide
n controlied clinical tials inchuding over 1500 patients, 730 patients wers sxposed ©
valsasian (80 and 160 mg) and concomitant hydrochiorothiazide (12.5 and 25 mg). A factor-
ol trial compared the combinations of 80/12.5 mg, 80/25 mg. 160/12.5 mg and 160/25 mg
with their respeciive components and piacebo. The combination of valsartan and
hydrochiorothinzide resulted in additive placebo-adiusted decreases in systolic and diastolic
blood preasure at trough of 15-21/8-11 mmig at 80/12.5 mg 10 160/25 mg, compared 10
7-10/4-8 mmiHg for vaisartan 80 mg 1 160 mg and 6-10/3-5 menHg for hydrochiorothiazide
12.5 mg 1o 25 mg. alone.
In ancther conrolied trial the addition of hydrochiorothiazide 1o 80 mg resulted in
mmdmwmmmwwmm
12/5 mmiHg for 12.5 mg and 25 mg of hydrochiorothiazide, respectively, compared %
vaisarien 80 mg slone.
‘The maximal anifyperisnaive sflect was attained 4 weeks afier the initiation of Thempy.
the first ime point at which biood pressure was measurad in these tnals.
mwmmmwmummwmmanmu
vaisartan and hydroch app 10 be maintained for uP 10 two years. The ank-
hyperiensi Mn"‘ of age or ga The overall response 10 the combine-
-onmmummmm
There was essentially no change in haart rate in patients treated with the combinasion of
vaisartan and hydrochiorothiazide in controlied trials.
Velsartan

Vaisartan inhibits the pressor eflect of angiotensin Ul infusions. An oral dose of 80 mg inhibits
he pressor efiect by about 80% at peak with approximately 30% inhibiton persisting for
24 hours. No information on the effact of larger doses is available.




e~ mdmm-mmdmu”lz-na-ﬂdmnm

>

patients.
inp mmmmum
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in 7 piacebo-con-
trolied, 4- 10 12-waek trials (one in patients over 85) of dosages from 10 1o 320 mg/dey in
petients with bassline diastolic biood pressures of 85-115. The siudiss allowed comparison
of once-daily and wice-daily regimens of 160 mg/day. comparison of peak and trough
sfiects; comparison {in pooled data) of responee by gender, age. and rece; and eveluation of
mm.«mdmwm
Adwministration ¢1 vai © pat with essential hypenension results in a significant
reduction of sitting, supine, and standing sysiolic and diastolic biood pressure, usually with
fitle or no orthostatic change.

in most patients, after adrinistration of a single oral dose, onset of ive activi-
ty ocours at approximately 2 hours, and maxirmum reduction of blood pressure is achieved
within 6 hours. The antihypertensive eflect persists for 24 hours after dosing. but there is a
decreass from peak efiect at iower doses (40 mg) prasumably reflecing loes of inhibition of
angiotensin |1 At higher doses, however (160 mg), thera is littie Gifference in peak and
trough effect. During repsated dosing, the reduction in biood pressure with any dose is sub-
stanally present within 2 weeks, and maximal reduction is generally attained after 4 weeks.
n long-term follow-up studies (without placebo control) the sllect of vaisanan appeared 1 be
maintained for up 10 two ysars. The antihyperensive affect is independent of age, gender or
race. mm:mwwnmaﬂdummumm
caution, because antihyperiensive drugs that sflect the renin-angiotensin system (that is,
ACE inhibitors and angiotensin-ii biockers) have generally been found 10 be less effective in
low-renin hypernensives (frequently biacks) then in high-renin hyperiensives (frequently
whites). In pooied, mmmummm.wmwm
and 830 whites, vaisartan and an ACE-inhibitor control were o umu‘ ctive in
biacks as whites. The expianation for this diffe: from previ finci
wmammmmmm.mwmm

pressure.
The 7 studies of included over 2000 patients ized 0

Patients and physicians should be aware, however, that okgohry
until afier the fetus has sustained KTeversible injury.

mmmdnmownmwummlm
be ciossly abserved for hypolension, ia. It ohguna occurs, attenton
mummwdmmwwum Exchange transhu-
mummumnmummmmmm

Vaisartan - Hydrochiorothiazide in Animals
Thers was no evidence of teratogeniclty in mice, rats. of d orally with 1
st doses up o 800, 100 and 10 Mg/Kkg/day. respeciively, in combination with
hydrochiorothiazice st doses up 10 188, 31 and 3 mpkg/day. Thess non-weratogenic doses
in mice, rats and rabbits, respectively, represent 18, 7 and 1 Smes 1he MRXIMUM recoM
mended human dose (MRHD) of vaisartan and 38, 13 and 2 times the MRHD of
hydrochiorothiazide on @ mo/m? besis. (Caiculations assume an oral doss of 160 mg/day
vaisartan in combination with 28 mg/day hydrochiorothiazide and a 60-kg patient )
Fewmtoxicity was cbserved in associstion with matemal toxicity in rats and rabbuts at
vaisartan doses of 2200 and 10 mg/kp/day. respectively, in combination with
mmmmdmmanm Fmaynncmmbbo
related 10 decreased fetal weights and i fotal rios
and/or renal papilias. mnmmmmdmm
with resultant incresses in 10tal resorplions, posimplantation losses and decreased number
of ive fotuses. The no cbeerved adverse sflect doses in MICS, Tats & rabbits for valsartan
waere 600, 100 and 3 mg/kg/day, respeciively, in cormbinstion with hy thinzide doses
of 188, 31“11!Wdly Mmmmmhm rats and rabbits,

, represent 5, 1.5 and 0.06 imas the MRHD of vaisartan and 38, 13 and
osmnmumwmunwm (Caicuiations assume an orat 4
dose of 160 mg/day vaisartan in combination with 25 mg/day hydrochiorothiazide and a
60-kg pationt.)

Vaisartan in Animais

No tefatogenic eflects wers cbeerved when vaiganan was administered 10 pregnant mice €
mmnwmwbmmmnummuwmwn

10 mg/Mgiiay. However, significant decreases in jetal weight, pup birth weight, pup survival

rate, and siight delays in developmental milesiones were cbaerved in studies in which

parental rats were reated with valsartan at oral, matemaity toxic (reduction in body weight

gein and food consumption) doses of 600 MpMkg/dey during CIJANOgENesis or late gestation

and jactation. n rabbits, fetotoaicity (1.e., resorptions, iwr l0ss, abortions, and low body

may not appear

Py

mumwwmmmbm Dmubdowwmm
. not consistently distinguished from thase of piacebo at wough, but dosss of 80, 160 and
320 my produced dose-relxted decreasss in sysioiic and dissbiic biood pressurs, with the
difference from placebo of approximately 8-9/3-5 mmiHg st 80-160 mg and 56 mmiig at
320 mg.

mmmmm»wmmmmmnm1wm
onra dailly or 80 mg twice daily, which resulted in a in both gr

ight) associated with matemel toxicity (mortality) was observed at doses of 5 and
10 mg/kg/day. The no observed adverse eflect doses of 600, 200 and 2 mg/kg/day in mice,
rats and rabbits represent 18, 12 and 0.2 imes, respectively, the maximum recommended
humen dose on & moAmy basis. (Calculations assume an orsl dose of 160 mg/day and &
60-kg patient )
in Animals

Hydrochiorothiezide
Under the auspices of the Natonal Toxicology Program, pregnant
hy C Mﬁmd“wb““lb&myﬁymm

trolled triais, wmmumwmwmmmn
nce daily analapril 20 mg or ance daily lsinopr 10 mg.
» was essantisily no change in heart rate in vaisesrtan-ireated patients in controlied

“—

After oral stration of hydk iazide, diuresis beging within 2 hours, peaks in
about 4 hours anc iasts about 6 10 12 hours.

NDICATIONS AND USAGE

Diovan HCT is ingicated for the reatment of This fixed dose ination is

mum recormynanded human dose on & mp/M? basis. (Calculations assume an oral dose of

25 mo/day and a 80-kg petient.)
mwwmwmhmmwumuw

reactons that have occurred in adults.

Emmabhumnmmwm(os%)nmmmbd

not indicated for initial therapy (see DOSAGE AND ADMINISTRATION).
CONTRAINDICATIONS

Diovan HCT is containdicated n pr of this

who are hy witive 10 any comp

B of the iy iazide P this product is contraindicated in patients
with anuria o hypersensitivity 10 other sulfonamide-derived drugs.
WARNINGS
Fetal/Neonatal Morbidity and Mortality
Drugs that act directly on the renin-angiotensin system can cause fetal and neonatal
morbidity and death when sdministered 10 pregnert woman. Several dozen cases have
been reported in the world literature in patients who were Iaking angiotlensin-convering
onzyme inhibitors. When pregnancy is detecied, Diovan HMCT should be disconinued as

200N as possibie.
The use of drugs that act directly on the system during the and

3 with Diovan HCT. In patients with an activated renin-angiotensin
mmnmmm receiving high doses of diuretics,
symplomatic hypotension may occur. This condition should be corrected prior to
administration of Dioven HCT, or the treaiment should start under ciose medical SUPervision.

Hepatic F
Thiazide diuretics should be used Wwith caution in pab d h
progressive iiver disease, mmmdmmwmm

pracipitate hepatic coma.

third trimesters of pregnancy has been associated with fetal and neonatal injury, inciuding
hypotension, neonatal siull hypopiasia, anura, reversibie or ireversibie renal failure, and
death. mmmmmmwmmww

Prematurity,

Qrowth retardation, and patent ductus anenosus have also been reporied, aithough it is not
cloar wh these were due 10 exPOsUre 10 the drug.

Thess adverse effecs do not appear 10 have resuied om intrauterine drug exposure that
has been limited 10 the first Wimester.

Mothers whose embryos and jetuses are exposed 10 an angiotensin |l recepior antagonist
only during the first trimester should be 30 informed. Nonsthelsss, when patients become
mmmmnmnmuwdwmm:m

Rudy(pmubv, less often han once in every thousand pregnancies), N0 allemetve 10 &
drug acting on the renin-angiolensin system will be found. In these rare cases, the mothers
should be apprised of the potential hazards 10 heir fetuses, and savial LYRSOUND EXAMING-
Sons should be performed 10 853883 the intraamniolic environment.

Hmbmmmmuwmuw

“~-<aving for the mother. Contracion siress Wsing (CST), & nonstress test (NST), of bic-
al profiting (BPP) may be appropriate, depsnding upon the wesk of pregnancy.

Hypersensitivity Resction

Hyp witivity reactions 10 hydrochiorothiazide mey occur in patients with or without 8
history of allergy or bronchial asthma, but are more ikely in patients with such a history.
Systemic Lupus Erythematosus

Thiazide diuretics have been reporied 10 CBUSS Axacerbation or activation of systemic iupus
erythematosus.

Lithium intersction
MMMMNM“M(MPRECAUDONS Drug interactions,

Hydrochiorothiazide .
in the controlied trials of various doses of he Combination of vaisantan and
WNMGWMWWWM
(dejM)mcs% Nmampum(umm
>5.7 MEQLL) was 0.3%. Two patients (0.3%) GCONSnued from a trial 1or decraases in serum
potassium.

In controlied clinical ials of Diovan HCT, 18 3verage change in serum potassium was
mmnmmmmmvwrzsm buummamm
received Diovan HCT B0/12.5 mg, 80/25 Mg Of 16025 mg & mild reduction in
SONIT POLRSSANT.
hmmnmmdmwowuom)mmm




Diovan HCT™
vaisanan and hydrochlorothiazide, USP

(12.5 mg) on serum p jum approximaiely b each other in many patients. in
other patients, one of the Other effect may be dom Periodic tions of serum
electolyles 10 detect posaibla eleckolyis imbaiance shoukd be performed at appropriste
intervais.

Mydrochiorothiazide
Mmmmwmuwummdtuu
WM.W slikpiosis, and hypokalemis. Serum and

wrine ok y i - P ly impartant when the patient is vomiting

ively Of 1OCeivVINg per mmumumdmmmm
imbalance, iresp of cause, e dryness of mouth, thirst, weakness, lethergy.

i - conlusion, , Mscle paing of cramps, Mmuscules fatigue,
hypotension, oligurt ycandia, and gISTOMesinal dishurd such as od
vomiting.

Hypokalemia maty develop, sspecially wilth brisk diuresis. when severs cirThosis is present,
or after prolonged

therapy.

Ineriersnce with adequate oral electiolyts intake wilt also contribute 10 hypokalemia.
Hypokaiemia mey cause cardiac anhy¥wnia and may also seneilize or exaggeraie the
maumnmmmum«.g..mmmy

Although any chioride deficit is generaily mild and usually does not require specific
freatment except under extraordinary circumstances (as in Bver diasase of renal diseass),

may be fequired in the of metabolic alikalosis.

D&mmmmymhmmhmmw
therapy is water restriction, rather than adminisirsiion of st except in rere INstances when
the hyponatremia is lfe-threatening. In actusl salt depietion, appropriats replacement is the
therapy of choice.

Hmt\mw may occur or frank gout may be precipitated in certain patients receiving

7
patients ¢ ady nts of insudin or oral hypoglycemic sgents may be
mellitus

i Giabeti
nqund memmw Thus iatent diabetes

during
m-mmmmmdnmn-yummuwm
patent.
H progressive renal & R, consider withhoiding or discontinuing
diuretic therapy.
Thiazidet have been shown 10 incresse the urinary sxcretion of magnesium; this may
thm
Thi may ¢ urinary cak excrotion. Thiazides mary cause intermiztent and
shight slevation of serum caicium in the absence of inown disorders of caiciun metabolism.
Marked hypercaicemia may be avidence of hidden hypermperathwroidien. Thiazides should

uwmmmmuw
in } and triglycerid mmummmmuc

L

herapy.

MWcFm

M“nﬂuﬁyoﬂm&mhhﬂ- patients with mild-10-moderate hepatic
R, inchuding p with bikery c¥ve disordens, showed lower vaisartan

WWAUCG) Care shoukd be axercised in agministerning valsartan 10 these

patients
MMFW

ledmhmwm changes in renal
function may be anticipated in susceptible individuais. In patients whose renal function may
mmnmanmwmw(og.mmm
MMW‘).WMWM and

gonists has been associated with oliguria sncdor
mw(mw)wmwunmu Vaisarten would be expected i
behave similarly.

In studies of ACE inhibitors in patients with unilateral or bilateral renel artery stenosis,
increases in serum creatinine or biood urea nitrogen have been reponed. In & 4-day trial of
vaisartan in 12 patients with unilateral renal artery stenceis, no significant increeses in serum
crestining or biood urea nitrogen were cbeerved. There has been No long-term use of
vaisartan in patients with unilsters) or bilateral renal artery stenceis, but an effect similar 10
that seen with ACE inhibitors should be anticipated.

Mydrochiorothiszide
Thiazides should be used with caution in severe renal diseass. In patients with renal
disenase, mmmm Cumuistive sliects of the dnug may develop in
funclion.

hmnmwmbmwnmnm.

W”’F . p‘bm ) Diovan HCT should be cautionad that light-
dNess CaN OCCUY, &8P mnwmdmmmnmu

Wnumm Tha patients should be toid that ¥ syncope ocours,

Diovan HCT should ba discontinued uniil the physician hes been consuted.

Al patients should De cautionsd that inadequate fasd intake, excesaive perspiration,
diarthea, or vomiiing can lead 10 an excessive tell in biood pressure. with the same
consequences of lightheadedness and poasibie SYNCOpe
Potassium Supplements: Ammmﬂﬂmhmmbm

mmummmmmmm

Orug interactions
Vdurhn

iy h _ mmmmmmmnns
wm-mm idine, dig R youric

hydrochiorothiazide, of i thacn. The b ;'nsme
Wmmrmmnwmwtnhunm-mmmw

wammmwm ge the ph i ot
maumdnmmdwﬂn

CYP 450 interacsons: The enZyme(s) responsibie for d boksm have not been
identified but do not seem 10 be CYP 450 isazymes. The inhibitory of induchon potental of
vaisartan on CYP 450 is also uninown.

When rustered ntty the fo Mmmmmwuwna

/, iRrales, Or IS ~ of orthostatic hypotension may occur.
Antidiabetic arugs (oral 89 and insadin) - adh % of the antics drug may
be required.

Lithium - Should not generally be Qiven with diuretics. Diuretic agents reduce the renal
clearsncs of ithium and add a high risk of #thium toxicity. Refer 10 the package insert for
fithium preparations befors use of such preparations with Diovan HCT.
Norr-s1e10ical ant-infarnmatory Drugs - i some patients, 1he sdministration of a non-
Mﬁmmmymmmuw natnuretic, and antihypernensive
oftects of Ioop, potassium-sparing and thiaz ™ . when Drovan HCT and
mmmmwmmmmm
anmlummamwmsm

[} mpsirment of Fertility

M-W
No carcinogenicity, mummmmmmnm
tion of vaisartan and hydro hiazide. these studies have beern concucted for

vaisanan as well as m wmnmmmw
pharmacokinetic studies, there is no indication of any ach valsartan
and hydrochiorothiazide.

Valsartan

There was no evidencs of icity when was in the dist to
mnmhwnzmnmwmwmmmmym 'nm
doses in Mice and rats are about 5 and 12 timas, , the
human dase on a8 mg/m? basis. (cmummaumdwomymn
60-kg patiant }
mmwﬁdmw-wmmnmnmu
chromosome level. These included y tests with Safnoned
(M)“Ewt-mmmwmmwmw a cytogenetic est
with Chinese hamster ovary celis; and & rat micronucieus test.
Valsartan had no adverse efiects on the reproductive pert of male or ¢ nts
at oral doses 10 200 moAg/day. This dase is sbowt 12 times the maximuem recommended
human dose on a mg/m?2 basis. (Caiculations assume an oral dose of 160 mg/day and a

60-kg patient )
Two-year feeding studies in Mice and rats conducied under he suspices of the National
Yo 'gy'r‘_,‘ (NTP) d no ola potential of

in femaie mice (st doses of up Y approximatety 600 mg/kg/day) or in
maie and jemale rats (at doses of up 1 approximately 100 mg/kg/iday). The NTP, however,
found squivocal evidence for hepatocarcinogenicity in mals mice.

Hydrochioroihiazide was not genotoxic in Viro in the Ames mutagenicity essay of
Saimonelia Typhimunium straing TA 98, TA 100, TA 1535, TA 1537, and TA 1538 and in the
mwmq(M)mmmm uhmnmumg
mouse germinal coll ch bone
umm-nmmwmm mummmwn
nmv.wwosmrmsm(m)whmm Lymphoma
Cell {mutagenicity) asssys trations of iaride from 43
1mmmhnwmmmumm
concentration.

Hydrochiorothiazide had 10O acdverss offects on the fertility of mice 81 rats of either sex in

studies wherein these species were exposed, ummnmdwbwo-m
4 moAg, respectvely, wnnmmnw
C (first trim ) and D (s

Pregnancy C.

Ses WARNINGS, | Fetal/Neonatal Morbidity and Mortality.
Nursing Mothers

It is not known whether vaisartan is excreled in humen milk, but vaissrtan was excreted in
the mik of lactating rats. Thiszides sppear in human milk. Bacsuse of the potential for
sdverse eflects on the nursing infant, a decision should be made whether 10 discontinue
mursing of discontinue the drug, Waking o account the importancs of the drug 10 the mother.
Pedistric Use

Safety and effectivensss in pediairic patients have not been established.

Geristric Use

11 the controlied clinical trials of Diovan HCT, 117 (18%) of patients treated with vaisanan-
fydrochiorothiazide were 265 years and 16 (2.2%) were 275 years. NO overai differsnce in
the efficacy or safety of vaisartan-hydrochiorothiazide was observed betwesn these patents

*-um-_ )
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and younger patients, Mmmmmmmnmuww
‘'ERSE REACTIONS
mHCThuboonmumynmonMI.mop‘m Mcmfsso
ad for over 6 months, and 170 for over 1 year. Ao
_mmmmmnmmwmmmmwmmu
therapy. The overalt incidence of adverse experiences with Diovan HCT was comparable 1o
piacebo.

The overall 1. y of a0 axp! was neither dose-reiated nor related to
gender, ‘guorna mmwm discontinuation of therapy due 10 side eflects
was required in 3.6% of veisartan-hydrochiorothiazide paients and 4.3% of piacebo patients.
The most common reasons for discantinuation of therapy with Diovan HCT wers headache,

The adverss expesiences that occurred in contiolied clinical triels in at least 2% of patients
treatad with Diovan HCT and st a higher incidence in valsartan-hydrochiorothiazide (n=730)
than placebo (n=93) patients included dizziness (9% vs 7%), viral infection (3% vs 1%),
tatigue (5% vs 1%), pheryngitis (3% v 1%), coughing (3% vs 0%) and diarthea (3% vs 0%).

Headache. upper respiratory indection, sinusitis, back pain and chest pain ocourred at a
more than 2% rate but at about the SamMe INCIIeNce in piscebo and vaisartan-
hydrochiorothiazide patents.

Dose-related orthostatic etiects wers saen in lees than 1% of patients. A dose-reisted
increase in the incidence of dizziness was cbearved in palients yeated with Diovan MCT
‘from 80/12.5 mg (6%) 10 160725 mg (16%).

Other adverse experiences that have been reporied with vaisartan-hydrochiorothiazide
(>0.2% of vaisartan-hydrochiorothiazide patients in controlied clinical trials) without regard to
causality, are listed below:

In rats and masmosats, single oral doses of vaisartan up 1 1524 and 762 mg/kg in combi-
naton with hydrochiorothiazide at doses up 10 476 and 238 mg/kg. respectivaly, were very
-um-mwwmm These No adverse eflect doses in rats
g respactvel 93 and 56 times e MIXETUM TECOMMENGST NuMan
oaummo)olmmtummmnmnoamwmmmn
mo/m? basis. (Calculabons assums an oral dose of 180 mg/day vaisartan in combnabon
with 25 mg/dey hydrochiorothinzide and & 60-kg patient.)

Valsartan

Vaisartan was without grossly obesrvable ach effects at singie oral doses up 1
mmhmu\dwbIMnWhm excopt for sakvason and diarthea in
% fat and vomiting in the marmaset st the highest dose (31 and 18 dmes, respectively, the
maximum recormynended human dase on & mg/m? basis). (Calculations assume an oral
dose of 160 mg/day and a 60-kg patient.)

Hydrochiorothiszide
The ora LDy, of hydrochiorothiazice is greater than 10 g/ in both Mmice and razs, which

repressnts 2027 and 4054 imes, respecy the h dose on
& mg/m? basis. (mmmnmaawmmamgm)
DOSAGE AND ADMINISTRATION

The recommended starting dose of valsartan is 80 mg once daily when used as monothera-
pynmmmmmmw mmuwmlmwd

80 mg 10 320 mg deidly, admink d dery. | is off in doses of

12.5bsomqmwy mmuwnmudtzsmnzsmnmnm
dose-indep side offects, Rt is jly approp 0 begin \ation

wwm-mmwnmu offact with Otherapy.

The side sflects (ses WARNINGS) of veisartan are generally rare and spparenty indepen-
dose-oependent

Body as 2 Whole: Alergic anaphylaxis, asthenia, and deper i dent of dose; those of hydrochiorothiazide are & mixiurs of phenomena
syncops, and tachycasdia. {primarily hypokalermia) and toss-indepsntent phenomena (6.0, PANCTeatius), 1he former
Dy logic: f ing, rash, sunbum, and in 8 much more common than the iater. Therapy with any combination of vaisartan and
Digestive: | appeits, pation, dyspepsia, fansk dry mouth, YOro iazide will be associsied with both sets of dose-independent side effects.
abdorminal pain, and vomiting. Repiecement Therapy: The combination mey be substituled for the titrated components.
2 Dehydration and gout. Dose titrstion by Clinical Effect: Dioven HCT is available as tablets containing either
keiotal: Artwaigia, muscle P h . & pain, and leg pain. waisartan 80 mg or 160 mg and hydrochiorothiazide 12.5 mg. A patient whose biood
A gic and Psychietric: Arciety, depreesion, in ia, o d Kbido, p i p isnot conrolied with valsartan monotherapy (see above) mey be
and somnolencs. switched 10 Diovan HCT, valsartan 80 12.5 mg once daily. If blood
Respiratory: Bronchospasm, dyspnea. and spistaxis. [ remaine lled after about 3-4 weeks of therapy, either vaisartan or both
Spodum Tmmmmm My be i 3 depending on clinical response. There are no studies sva-

micturition frequency, and urinary tract infection.

ty 4

In trials in which vaisartan was compared 10 an ACE inhibitor with or without piacebo, the
incidence of dry couph was signiicantly greater in the ACE inhibitor group (7.9%) than in the
groups who received vaisartan (2 6%) or placebo (1.5%). mnmmmm
patients who had had dry cough when they had previously s ACE inhibitors, the
incidences of cough in patients who received vaisartan, hy jazide, o ksinop
20%, 19%, 69% respectively (p < 0.001).
“ther reported events seen less frequantly in clinical trials included chest pain, syncope,
22, VOMiting, and angioecema.
ochiorothiazide
«Wr adverse sxperiences that have been reported with hydrochiorothiazide, without regard
to causality, are listed below:
Body As A Whole: weakness;
Digestive: pancresitits, jsundice (intrahepatic cholestatic jaundics), sisiadenitis, cramping,
gastric imitation;

¢ ap ay

In controlied clinical trisis, ciinically imporant changes in standerd laboratory parameters
were rarely associaied with administration of Dioven HCT.
Craatinine: Minor dlevasions in creatinine occurred in 1.4% of petients taking Diovan HCT
and 1.1% given piacebo in controlled clinicel trisis.
Hemogiobin and Hemetocrit: Grester Than 20% decreases in hamogiobin and hematocrit
were obeerved in 0.1% and 1.0%, respectively, of Diovan HCT patients, compared with 0.0%
in placebo-trested patients.
Liver function wets: O«
occurred in Diovan HCT-treated patients.
Neutropenis: Neutropsnia was cbesrved in 0.6% of patients trested with Diovan HCT and
0.0% of patients treated with piacebo.
Serum Electroiytes: See PRECAUTIONS.
OVERDOSAGE
Valsartan - Hydrochiorothiazide
Limitad data ars available related 1 overdossge iy humens. The most likely manifestations
of ovardosage woukl be hypotension and tachycardia; bradycardia could occur from
parasympathetic (vagal) stimulation. If sympiomatic hypotansion should OCCUF, SUPPOTtive
treatrment should be instituted

Vaisartan is not removed from e plasma bty dialysis.

The degres 10 which hydrochiorothiazide is removed by hemodialysis has not been
~=ablishet. The Mmost common signs and syrTptoms obsarved in patents are those Caused

WWMWW)NMM

ting from excessive diuresis. If digitalis has aleo been admi y

) elevations (grester than 150%) of iver chemistries

mmummmtwmh with hydroc uazide 25 mg.
Ammmm-wmwammuwa
hydrochiorothiazide, or is - with this regimen,
mumnmmmwmmﬂsm)mm
recucing the dose of hydrochiorothiazide without reducing the overall expected antihype!
2iVe respones. mmmnmmmuwmw
¥ blood pressure remeing uncontrolied after 3-4 weeks of therapy, the dose may be titrated
up 10 vaisartan 160 mg/Mydrochiorothiazide 25 mg-

The maximel antihypertensive effect is attained about 4 weeks after initiation of thevapy.
Patients with Renal impairment: The ususl regimens of therapy with Diovan HCT may
be followed as long as the petient's creatinine cleamnce is >30 mL/min. in patients with
more savers rensl kmpairment, ioop diuretics are praferted 10 thiazides, so Diovan HCT is not
recornmended.

Patients with Hepatic impakrment: Cave should be exercised with dosing of Dioven HCT
in patients with hepaiic impairment.

Other: No initisl dosage adjustnent is required for eiderty patents.

Diovan HCT may be administered with other aniihyperensive agents.

Diovan HCT may be administered with of without jood.

HOW SUPPLIEED

Diovan HCT is aveilable as tabiets containing either valsartan 80 mg or 160 mg and
hydrochiorothiazide 12.5 mg. Both strengths are packaged in bottes of 100 tabiets and
4000 tablets and unit dose biister packages. Tablets are imprinted as follows:

S0/L5 mg Tabilet - Light orange, imprinied CG on one side HGH on the other

BOWES Of 100 ... .....coovvnnernnernnerinaerennneean. NDC 0078-0314-05
Botes OF 4000 . .......veinneeinn i NDC 0078-0314-97
Unit Done (DREIBT PBCK) . . ... .. ...oveernnonenennnnannnn. . NDC 0078-0314-06

Box of 100 (strips of 10)
1607125 mg Tablet - Dark red, imprintad CG on one sids HiH on the other
Boes of 100 . ... ...ttt NOC 0078-0315-05
NDC 0078-0315-87
UnitDose (DESIr pBCK) . . . .. .. . oiiiiianaanananenennnnens NOC 0078-0315-06
Box of 100 (strips of 10)

Sworage: Store below 30°C (86°F). Protect from moisture.
Dispense in Sght cortainer (USP).
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