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common: affects 1 10 10 users in 100

very rarc: affects loss than 1 usor in 10,000
ot known: frequency cannot be estimated from the available data

Within each frequency grouping, adverse reactions are ranked in order of decreasing

seriousness.
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Table 1: Frequency of

Wetabolism and nutrition disorders

For the use of a Registered Medical Practitioner or a Hospitl or a Laboratory only

VALAZYD H
Valsartan and Hydrochlorothiazide Tablots

CCOMPOSITION:
VALAZYD H 80/12.5

Valsartan and Hydrochlorothiazide Tablets 80mg/12.5mg
Each film coated tablet contains:

Valsartan USP.

Ear and labyrinth disorders.

usP  125mg
o Detyereen Colours: Titanium Dioxide, Iron Oxide Yellow, Iron Oxide Red
Norvous system disorders
Very rare [ Dizziness VALAZYD H 172.5
Uncommen [Farsostess Valsartan an Tablots 160mg/12.5mg
Each fim coated
Notkoown [Simoope Valsarian tsome
Eye disorders Hydrochlorothiazde Ph.Eu
Tncommon Tsion ored s o S, Red o O, Yelow on O, Black Fon Oxid

DESCRIPTION:
Valartan and Hydrochlorctlazde Tablste 825 Pk coload, ol shaped

Cncommon T
biconor fim conted ablets i on both &

Vescular aisorders

Cncommn T Fupotnsion

blets 160mg/12.5mg: Brownish red colored,

Respiratory, thoracic and moclistinaldisorders
Tcovsn

Uncommon

Vals:
ovalshaped. o boveied edged fi o costd s plain on both side.

CLINICAL

Notnown T on cardogetc pamonary cedema

Gastrointostinal disordors

Ph.nm.ncolhempeuuc group: Angiotensin Il antagonists and diureics, Valsartan and

dir
'ATC cod: COSDADS

General disorders and administration site conditions

Very rare [ Diarhoca
tisordors Valsartan and Tablets:
Uncommon Tielo i , randomised, trial n patients not
Very are [ tvatga were_observed with the combination of valsartan/hydrochlorothiazide 80/12.5mg
Renal and urinary disorders (14.9111.3 mmHg) compared to. hydrochlorothiazide 12.5mg (5.212.9 mmHg) and
Notknown Timpairod rona ancton hydrochiorothiazide 25mg (6.8/5.7 mmHg). In additon, 2 significantly greater percentage
with valsartan/

of patients responded (diastolic BP <90 mmHg or reduction 210 mmHg) w
0/12.5mg (60%) compared to hydrochiorothiazide 12.5 mg (25%)

Uncommon Fatigue

Notknown eronsod Eppinaoern Foponotoara Eiovston o Sood

Urea Nirogen, Neuropenia

Advars raactona prevously rspoisd wih one of he indidus companscts may be
potential lots as well, even
if not observed in clinical trials or durmg postmarketing period.

Table 2: Frequency of adverse reactions with valsartan
Blood and lymphatic system disorders

Not known

Decrease in hasmoglobin, decrease in hasmatocrt, thrombo-
cylopenia

and hydrochiorothiazde 25mg (27%)-
ndomised, trialin patients not adeq
on valsartan 80mg, significantly greater mean systolicidiastolic BP s were
chasrved with the combhnalon of vasatsnyctocorasade U125 (892
mHg) compared to valsarlan 80mg (3.9/5.1 mmi valsartan 1601
mHg). In adtion. a signicanly orodtr pereentage ofpalents responded (dastols
<90 mmHg mmHg) 80/12.5mg (51%)
compered o velsarian BOm (38%) n velserien 160mp (37%)
8 Soubietind, randonised, plscebo-conroled, feckral dasin el comparing
various dose  combin ot aarianyrochioroivaide 1o, thlr respecive
components, s\gmfwmly grealer mean systolic/diastolic BP reductions were observed

with the combination of valsar rochlorothiazide 80/12.5mg (16.5/11.8 mmHg)
compared to placebo (1941 i) and b ochoratizide 125 mg (1372
mmHg) and valsar 9, (8980 mutig) In addion, a sinifcanly greater

percntage of patients vesponded (diastolic BP 30 m ig or reduction 210 mmHg)
501125 g (64%) compared to placebe (29%) and

Immune systom disorders

Other hypersensitivity/allegic reactions including serum sick-
Notknown e

rochoroniasde (1%

trialin patients not
s mg. signfcanly gresler mean syslohr/maslolm o

[ . randomised,
12.

Wtabolism and nutrition disorders

Notknown Ticross o soum o

Ear and labyrinth disorders.

1 ) admlmn

mg (12.477.
2 Signicanty orosler perconiage of paients fesponded (P <140/80 m

Gastrointestinal disorders

Uncorumon Tdominatpan
Hepatobiary disorders
Notnomn Tievaton o iver fonciom vaes

‘Skin and subcutaneous tissue disorders

Uncommon Tvorizo redcton 20 i ar DB rducion 10 ki) i Vaatonnyrocnosomande
Vascular dsordors 160125 mg mg (25%.

randomised, trial in Daﬂem ts not
Notknown ‘Vaswlms on valsartan 160 mg significantly greater mean systolic/diastolic BP reductions were

observed with both the combination of valsartan/hydrochlorothiazide 160/25 mg
(14.6/11.9 mmHg) and valsartan/hydrochlorothiazide 160/12.5 mg (12.4/10.4 mmHg)
‘compared to valsartan 160 mg (B.7/8.8 mmHg). The difference in BP reductions between
the 160725 mg and 160/12.5 mg doses also reached statistcal significance. In addifion,
a significanlly greater percentage of patients responded (diastolic BP <90 mmHg o
reduction 10 mmHg) with valsartan/hydrochiorothiazide 160125 mg (68%) and 160/12.5

Notknown Thngiossema, oo pros
Renal and rinary disorders
Notknonn TFera e

‘Table 3: Frequency of adverse reactions with hydrochlorothiazide
prescribed for many years, frequenty in higher
doses than ‘The following adverse
reaciions have been reported in patients treated with monotherapy of thiazide diuretics,
including hydrochlorothiazide:

to valsartan 160 mg (49%).

randomised,
oee compinatone of vale
significanly greals

components,
erved wilh the

nmyﬂmchlemlmazme Lo her respecive
fer mean systolicldiastolic BP reductions were
5. ]

25 mg (1
Sarimcanty gronier pevcenmge o patons tesponded (dactolc B <60 mmg of

Biood and lymphatic system disorders

2 160125 mg (81%

160/12.5 mg (76%) compared to placebo (29%) and the respective
125 mg (41% 25 mg

bolism and nutrtion disorders.

mg _and

Rare
Teucopen o (54%).and valsartan 160 mg (59%).
Nl Lo Jsartan_and Tablets 80mg/t 160mg/1
Vasartan_an fablets 80mg/12.5mg. 160mg)
Notknown Aplastc anemia
Immune system disorders o ase ependont docresses inserum potassium occured i canroled diic) studes
Very rare [ Fypersenstivity reactions with valsartan + hy amcnlmm.ama Reduction in serum potassiur

froquenty in patents given 25 o hydrochiorotiazdo than in ‘nose ghen s me
conrolled cinicl vials wi vlssrahyrochoobizide the

fcies have shown that long-term treament with hycrochlorohiazids

ctive and 11 ng 1) eceptor antagenst acts
subtype, which is responsible for the known actions of

T receplor, hichappoarstocounteralance the
any partial agonist aciivty at the AT,

ol known (0 bind o or bluck othr oo receplors o fon

it AGE, o known as kininase I, which convarts Ang 110 Ang I

Respiratory, thoracic and mediastinal disorders
‘Rnspwa'ary distress including pneumonitis and pulmonary oe-
dema

Very rare

Gastrointostinal disorders

radykinin

red with an ACE inhibitor, the incidence of dry
cough wss sinifcary (P <D.08) ot I pateés sl with vaisaan thar b tose
treated with an ACE inhibitor (2.6% versus 7.9% ely). In a clnical trial of patients.
i a hisory of dry cough g ACE InHbltor erapy, 18.5% o el subjocs tecehing
valsartan and 19.0% of those receiving a thiazide diuretic experienced cough compared
o 68.5% of those treated with an ACE infibitor (P <0.05).

Vory common Hypokalacmia, igho
foct of valsartan.

Common Hyponatraemia, hypomagnesaemia,hyperuricaemia o

ks e "Ig 2 ’y:e . 7| Benefcal ofcts of vlsaran n combination withhydroclortiazdo on cardovascdar

» yperalcoenia, hyperlycacmia, gcosuria and worsenig of | mortalty and morbity are currently unkoowr
Rare diabetic metabolc Y o et
Very aro Hypochloraemic alkalosts reduces the rsk of cardiovascular mortaity and morbidiy.
Psychlatric disorders
Valsartan
Rore Teprosson.soep dsturbances sy
Nervous system disorders mwaly n the AT, receptor
Rare TFoatache, dizinoss, parecstrosia “ngensnl. The cressed psi evels oA I okowio AT roveptor ickads win
Eye disordars o oftho AT.focaptr Vo i oo ho e
Rare [ Visual impairment recBDIcr ma has much (aboul 20.000 mamrea«er sﬂmvly for the AT, raceplor than for the
Not known [ Acute angle-closure glaucoma i Valsartan is
10 be important in
Gardiac disorders Valsartan does not
Raro TCordas argimios d dogrados brad
Vasoutar disorders istanc P, ang\omnsm Il antagonists are unlikely to be associated with coughing. In
clnial s whars valaaran was ompar

Common

of valsartan to patients with hypertension resuls in reduction of blood

. In most patients, of asingle oral
dose, onset of antiypertensive actvly occurs wihin 2 hours, and e peak reduction of
4.6 h

General disorders and administration site conditions

Notkoomn TP, astenia
Wuscutoskaleal and connecive issve dsorders

Notknown sl spasn
Peproducts tysim sad resst vorios
Common Timpotorcs

overoose

Symptoms

level of consciousness, circulatory collapse and/or shock. In addition, the following signs
and symploms may occur dus (o an overdase of the hydrachiorothazids componen

arhythmias ot spasms.
Treatment
The therapeutic measures depend on the fime of ingestion and the type and severity of
the symptoms, stabilisation of the circulatory condition being of prime importance.

If hypotension occurs, the patient should be placed i the supine position and salt and
volume supplementation should be given rapid

Valsartan cannot be eliminated by means of habmodilysis becauss of s stroﬂg plesma
binding behaviour alysis.

LIST OF EXCIPIENTS:
Valsartan and Hydrochlorothiazide Tablets 80mg/12.5ms
Crosspovidone. Microcrystline Calloss, Siica Coloar Anhyﬂmus, Hopromalse.

Valsartan and Hydrochlorothiazide Tablets 160mg/12.5m
Crosspovidone. Microeryetline Caloss, Silea Goloidal Anhycrous, Hymnmrllnsr
Calcium Hydrogen Phosphate Anhydrous, Magnesium Stearate,

03F565010.

PRESENTATION:
Blister pack of 10's.

STORAGE INSTRUCTIONS:
STORE UPTO 30°C.

PROTECT FROM MOISTURE.

KEEP OUT OF REACH OF CHILDREN.

Manufactured by
Cadila Healthcare Limited,
Kundaim Industrial Estate,
Plot No. 203-213, Kundaim,
Goa- 403 115, INDIA.

Size : 180 x 500 mm (Front Side) Colour :

W Biack

s over 24
hours e dosing. Durng ropoated dosmg, v e roduchon n oo pressure.
with any dose is generally altained wilhin 24 weeks and is suslained during long-lerm
therspy, Camblned with hydrochloraiezide, 8 signfcant Sational reducion I pood

Rorupt witarawal of elsartan has it boen associated it rebound hyperension o

In ypernsiv patents Wi e 2 disbetes and microabuminuri, valsarian has been
the urinary sxcrston of aburin. The MARVAL (Wicro Aburinuria
Valsartan) sy assassed the reducton In rinary abmin excreton
(UAE) with vlsaran (80160 o) versus amodipn (510 mlod). i 32 tpe 2
pa ars; 265 men) with microalbuminuria (valsartan: 58
i amiodipine: 55.4 pgimin), Rormal of Rgh blood pressure and wih proserved
renal function (blood creatinine <120 mol). At 24 weeks, UAE was reduced (p <0.001)
by 42% (242 pgimin, 85% CI. 404 10 216.1) with vasarian and approximately 3%
(=17 pgimin; 95% CI. —5.6 lo 14.9) with amiodipine despile similer rales of blood
pressure reduction in bolh groups. The Diovan Reduciion of Proleinuria (DROP) study
fuver axaaned e offcay of valsartan i rocucig UAE n 301 hypertonsive ptents
(BP=150188 ) wih o 2 dabels, abuminura (mean="02 jgmin; 20-700 !
Iin) an prsome) renl onton {meen serum et = 80 b atients wero
Tandamiscd 1 one of 3 doses of valsaian (160, 320 and 640 mglod) and reated fo
30 wesks. The purpose of the study was (0 determine the optmal dose of valsartan for
reduicing UAE in hypertensive patients with type 2 diabetes. At 30 weeks, the percentage
change in UAE was significantl reduced by 36% from baseline with valsartan 160 mg
(95%CI: 22 to 47%), and by 44% with valsartan 320 mg (95%CI: 31 to 54%). It was
concluded that 160-320 mg of valsartan produced cliically relevant reductions in UAE in
hypertensive patients with type 2 diabetes.

Cammon TCoss ofppetec.
Rare [ constpston,gasvortsstrel dscomior, aeross
bood prossure &
Very e Traraeatts
Hepatobilary dordors
Rars [y ————"—
invar = podug g
Gammon Uricars an v o o bt acveree cnical v
B Protsserssaton
oo Sosersisa In hypertnsiv
Reciiion with
Very s ,,w.mw.k, e, Toschvaton o coameons
lupus eryther betic age: 58
Notiow Eryboma miioms

Hydrochlorothiazide
The sit of action of hazide diureics is primariy in the renal distal convoluted tubule. It
has been shown that there is a high-affnly receplor n tne renal corex 2s the primary
binding sit for the thiazide diurelc action and inhbiton of NaCl transport in the distal
convolued tubule. The mode of acton of thiazides s through inhibiion of the NaCF
Smprer e b compotng s 10 i, bery afetng e reabzrtn
sodium and chloride

extent, and indirecty by tis diuretc acton feducing plasma volume, with consequent
increases in plasma rerin activiy, aldosteron secretion and urinary potassium loss, and
2 decrease in serum potassium, The renin-aldosterone ik is mediated by angiotensin
Il, so with co-administration of valsartan the reduction in serum potassium is less
pronounced as observed under monotherapy with hydrochlorothiazide.

Pharmacokinetic:
Valsartan/hydrochlorothiazide

The systemic availabilty of hydrochlorothiazide is reduced by about 30% when co-
administered with valsartan. The kinelics of valsartan are not markedly affected by the
co-administration of hydrochlorothiazide. This observed interaction has no impact on
the combined use of valsarian and hydrochlorothiazide, since controlled clinical trals.
have shown a clear anti-hypertensive effect, greater than that obtained with eiher active
substance given alone, or placebo.

Valsartan

valsartan alone, peak. of valsartan

4he 23%.

(as measured by AUC) to valsartan by about 40% and peak plasma concentration (C,)
by about 50%, although from about 8 h post dosing plasma valsartan concenrations are.
similar for the fed and fasted groups. This reduction in AUC s not, however, accompanied
by a clinically significant reduction in the therapeutic effect, and valsartan can therefore.
be given eitner with or without food.

Distribution

The steady-state volume of distribution of valsartan after intravenous administration
is about 17 litres, indicating that valsartan does not distribute into tissues extensively.
Valsartan is highly bound to serum proteins (94 - 97%), mainly serum aloumin.

Valsartan is not biotransformed to  high extent as only about 20% of dose is recoversd
a5 melabolites. A hydroxyl melabolie has been identified in plasma at low concentrations
(less than 10% of the vals: . This metabolite five.
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‘Elimination

Valsartan shows multiexponential decay kinecs (1, <1 h and t, abou 8 h). Valsartan is

primarly clwmmatcﬂ in faccos (about 83% of dosc) and uring (about 13% of doso), ainty
Following plasma lsranco of valsat

week of a drug initation. Unlreated acuite-angle closure glaucoma can lead o permanent
vision loss.
Tho primary treatment is to discontinue hydrochlorothiazide as rapidly as possible.

is 0. el

of valsartan is 6 hours.

Hydrachiorttisside

The sbsorpion of fdroctlrabiazide,afer an oral dose, is rapld t,,, about 2 h). The

increase in inthe . The effect
food on hydruchlwumna—me e sorpton,  any. hes It il sgnfcance. Absoits

aavalalibtyof hyrocoroiazide s 70% e oal acmistskon.

The apparent voume of istribuion is -8 Ukg,
Circulating hydrochlorothiazide is bound (o serum proteins (40-70%), mainly serum
albumin. Hydrochlorothiazide also accumulates in erylhrocytes at approximately 3 times
the level in plasma.

Eliminatir

Prompt medical or surgical treatment may need to be considored if the intraocular

may include a history of sulfonamide or penicilin allergy.
the iotensir

System (RAAS)

Hypotension, syncope, stroke, hyperkalaemia, and changes in renal function (including
et ena faure) have boenreported i suscoptbe indvidual, espocily f combiing
medicinal products that affect this system. Dual blockade of the renin-angiotensin-
akdosterone system by combiing aliskiren with an argiclonsi conrtng aneyme
inhibitor (ACEI) or receptor blocker

T use of ko in cominaton wit Valkartan ond Hydrochlorothiazide Tablets are
conlraindicaled in patients with diabetes mellitus or renal impairment (GFR < 60 mi/
min1.73 ).

INTERACTION WITH OTHER MEIGINAL PROCUCTS AND OTHER FORMS OF
INTERACTIO!
Interaclons rlatat o both valsartan and hydrochlorothiazide

is
phase. There is no change in the kinetics of hydrochlorothiazide on repeated dosing,
and accumlation is minimal when dosed once dail s more than 95% of the

in the urine.
s composed of passive filtration and active secretion into the renal tubule.

THERAPEUTIC INDICATIONS:
Treatment of essential hypertension in adults.
Valsartan and Tablets,

Reversible increases in serum lthium concentrations and toxicity have been report

durng concrent use of AGE Inrkors and ki, kg hycrchoracide (o

o the lack of experience with concomitant use of valsartan and lithium, this combination

s nt recammereied. f the comblndton proves necesaary, carehd monkoing of 4arum

lithium levels is recommended.

Concomtant uss requirg cawtion
ther

whose hlaad pressure is not adequately controlled on valsartan or hydrochlorothiazide

Valsaran ang ‘Tablels may increase the effects of other agents with
antihypertensive properties (e.g. guanethidine, meihyldopa, vasodilators, ACEI ARBS,

monother bela-blockers, calcium channel blockers and DRIs).
Pres nor: ine_adren
RECOMMENDED DOSE AND METHOD OF ADMINISTRATION: o 3 this effectis
Posology uncertain and not suffcient to predlude their use.
The recommended dose of Valsartan and Hydrochlorothiazide Tablets 80mg/12.5mg N |_anti-inflammatory _medicines (NSAIDs). including _selective COX-2
is ane fim-coated tabet onco dal. Dose tirstion wih the Individual components i tylsalicyli (>3 glday). and non-selective NSAID:
up-titration NSAIDS can attenuate the effect of both angiotensin I antagonists and
be followed in o e e d administered
may  Valsartan and Tatet ard NSAIDS oy lead 10 wocsaning ofrened
atients whose blood e controlled on valsartan  function and an increase in serum potassium. Therefore, mor of renal function at

o hydrochlorothiazide monotherapy, provided the recommended dose titration sequence
for the individual components s followed.

The dliical response to Valsartan and Hydrochlorohazide Tables 80mg/12.5mg should
be evaluated Py and if blood lled, the dose
may be increased by increasing eilher one of the components (o a maximum dose of
Valsartan and Hydrochlorolhiazide 320mg/25m.

The entkypaisnsive ofect s sucslnialy presentwitin 2 yeska.

In most_ palients, maximal effects are observed wilhin 4 weeks. However, in some
petont, 5.8 wesks bealmant mey be requd. This should be oken nt account ourng
dose-ttration.

Special populations

Renal impairment

e beginning of the weatment s recommendad. aa well 25 adectuse hycrtion of the

atient.
Interactions related to valsartan

Dual blockade of the Renin-Angiotensin-System (RAS) with ARBs, ACEls, or
aliskiren

Caulion is required while co-adminislering ARBS, including valsartan, with olher agenls
blocking he RAAS such e AGEs orseen,

Concomitant uss

angiotensicomveringereyme Inblors (AGEK) wih alkfon n paions win P
mellitus of renal impairment (GFR < 60 mL/min/1.73m?) is contraindicated.

Concomitant use not recom

No dose adjustment is required for patients with mild to moderate renal impairment
(Glomeruar Filation Rate (GFR) 2 30 mimin). Due o the

mended
Potassium-sparing_diuretics, _potassium _supplements, _salt_subslitutes _containing
potassium and other h levels

component, Valsartan and Tablets tients

Vil severs renal impament (GFR. < 30 mumin) and anura. Concomiant use.of
valsartan with aliskiren is contraindicated in patients with renal impairment (GFR < 60
mLimin/1.73 m?)

Diabetes Melltus

Concomitant use of valsartan with aliskiren is contraindicated in pafients with diabetes

melitus.

Hepatic impaiment

In patients with mild to moderate hepalic impairment without cholestasis the dose of

valsaran should not exceed 80 mg. No adjustment of the hydrochiorothiazide dose is

required for patients with mild to moderate hepatic impaiment. Due to the valsartan
1, Valsartan and Hydrochlorothiazide Tablets are contraindicated in patients

vith severe hepatic impairment or with billary cirrhosis and cholestasi

Elderly

No dose adjustment is required in elderly patients.

Paediatric patients

with valsartan, monitoring of potassium plasma levels Is advised.
Transporters

In vitro data indicates that valsartan is a substrate of the hepatic uptake transporter
OATP1B1/OATP1B3 and the hepalic efflux transporter MRP2. The ciinical relevance
of this finding is unknown. Co-administralion of inhibiors of the upiake transporier (eg.
riampin, cidosporin) or efflux transporter (eg. rionavir) may increase the systemic
exposure 10 valsartan. Exercise appropriale care when inilaling or ending concomitant
reatment with such drugs.

No interaction

found with valsartan or any of the following substances: cimeticine, warfarin, furosemide,
dlguxm stenclol, indomethasi hydrochorathiszide, amiadpine, gibendlamide.Digoxn
Valsartan and

related
Iteractions relatod o hydrochlorothiaside.

Valsartan a

the age of 18 years due to a lack of data on safety and efficacy.

Method of administration
Valsartan and Hydrochlorothiazide Tablets can be taken with or without food and should
be administered with waer.

CONTRAINDICATIONS:
ofher  sul

Medicinal products affecting serum potassium level
The_hypokalaemic effect of hydrochlorothiazide may be increased by concomitant
administration of kaliuretc. diuretics, corticosteroids, laxatives, ACTH, amphotericin,
carbenoxolone, pencilin G, salicylic acid and derivatives.

If these medicinal products are (0 be prescribed wih the hydrochiorothiazide-valsartan
combination, monitaring of potassium plasma levels is advised.

Medicinal producis that could induce lorsadss de poinles

o valsartan,
medicinal products or to any of the excipients.
Second and tird trimestor of prognancy.

bl
Severe renal impaimment (creafinine cloarance < 30 milmin). anuria.
Refactory _hypokalaemia, - hyponatraemia, ~hypercalcaemia, and sympiomatic
hyperuricaemia.
Concomitant use of angiotensin receptor antagonists (ARBS) — including valsartan —
or of angitensin-convering enzyme inhibiors (AGEIS) wit alskien in patents wih
diabetes melitus or renal impairment (GFR < 60 mLmin/1. 73

'SPECIAL WARNINGS AND PRECAUTIONS FOR USE:
Serum electrolyte changes

with caution
when associaled with medicinal products thal could induce lorsades de pointes, in
particular Class la and Class lll antiarhythmics and some antipsychotics.

The hyponatraemic effact of diuretics may bo i
drugs such as antidepressants, antipsychotics,
long-term admirnistration of these drugs.
Digtalis glycosides

‘Thiazide-induced hypokalaemia or hypomagnesaemia may occur as undesirable effects
favouring the onset of digitalisinduced cardiac arthythmias.

Calcium salts and vitamin D

Administration of thiazide diuretics, including hydrochlorothiazide, with vitamin D or with
calcium salts may potentiate the rise in serum calcum. Concomitant use of thiazide
type diuretics with calcium salts may cause hypercalcaemia in patients pre-cisposed for

tensifiod by concomitant administration of
antiepileptics, etc. Caution is advised in

Concomitant use with potassium  supplements, diuretics, salt
subslitutes containing polassium, or other agenis that may increass polassium levels
(heparin, elc.) is not recommended. Moniloring of potassium should be undertaken as
appropriate.
Hydrochlorothi
Hypokalacmia has boon roportod undor troatment with thiazido diurotics, including
hydrochlorothiazide. Frequent monitoring of serum potassium is recommend

hyponatraemia and hypochloraemic alkalosi. Thiazides, including hydrochlorothiazide

by inressing ubulr calum reabsorplon.

Thiardes ey sl ghicnse toerance. Dose adietment f the antdiabetc medicinal
product may be necessai

Metformin should be used with caution because of tho isk of lactic acidosis induced by
possible functional renal ailure linked to hydrochlorothiazide.

Concomitant use of thiazide diuretics, including hydrochlorothiazide, with beta blockers

inrease th uinary excroton of magesum, urich may rosul in

Calcium excretion is decreased by thiazide diuretics. This may res
As for any patient receiving diuretic therapy, periodic dotermination of erum elecolyies

Patients receiving thiazide diuretics, mcludm hydrochlorothiazide, should be observed

for clinical signs of fluid or electrolyle imi

In severely sodium-depleted and/or volumederdeted patients, such as those receiving
inra initiation of

may enhance the diazoxide.

allopurinol)

raise the level of serum . I

b nacessany. Coradmisirlon of iaido Gurelcs, noluding ysrochiroazedo. may

s 0 alop

incroess tho ncidence of hyporsensiviy oa
icinal  tic ot

therapy with Valsartan and Tablets. Sodi
04 b corecid bfore staring esiment wih Vilsortan and. yirocnioromarids
Tablet

The bioavailabilty of tmazlﬂa—lyya orctes may e ncasees oy onicholivergi agents
(e.g. atropine, biperiden), apparently due 1o a decrease in gastrointestinal motiity and
1o stomach ampying rle. Conarely. 115 anipatod tht prokinctc drugs such as

ther the

renin-angiotensin-aldosterone-syste

Amantadine

I patients whose renal fumction may depend on the aciviy of the
aldosterone system (e.g. patients with severe congestive heart failure), treatment with
angltersin convertlg enzyme hibiors hee been assoclsted W olgats andior
ath. Evaluation
of patients with heart failure or post-myocardial infarction shoul o ys. include
assessment of renal function. The use of Valsartan and Hydmchlumtmazpde Tablets in
patients with severe chronic heart failure has not been establish

Thiazides, of
by amantadine.

lon exchange resins

Asorpton of ezl dirslcs ncludng hydoctiomliszke, s decrsssed by
cholestyramine or colestipol. This could result in sub-therapeuic effects of thiazide
diuretics. However, staggering the dosage of hydrochlorothiazide and resin such that
hydrochlorothiazide is administered at least 4 h before or 4-6 h after the administration of

may

Hence it cannot be excluded hat because of the inhibition of the
sldesiorone syslem the applcalion f Valsarian and Hyarocloeliazd. Taios
led with impaiment of the renal function. Valsartan

Hydmchlomlmaznﬂs Tanlals should not be used in these patients.
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imary hyperaldosteronism
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Aortic and mitral
As with 2l other vasodilators, special caution s indicated In patients suffering from aortic
o el stnosis. o hypetopc bstniche crtornfopalty (HOCH)-

my
jos dossge sd‘uslmem is required for patients wilh renal impairment with a creatinine
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pressule lowering efect (.. by reducing sympathetic entalnervous sysem actiy or
potentiate i

Methvidopa

isolated
reatment with methykiopa and hydrochlorothiazide.
i

mend
patrts wih ronal mpairment.

60 mL/min/1.73m;
Kidney transplantation
There s currently no experience on the safe use of Valsartan and Hydrochlorothiazide
Tabletsinpatents who have rcertly undergone idney ansplanation.
Hopatic
1 paents wih i to moderate hepatic impairment without cholestasis, Valsartan and
Hydvochlovmhmzme Tablets should be Used wih cauton. Thiacides shovid be used with
cautionin . since minor

IR
T o Al i st 5 sonyainconiod n patients wih renal Impairment (GFR <
me).

In case of diurelic-induced dehydration, there is an increased risk of acule renal failure,
especially with high doses of the iadine product. Patienls should be rehydrated before
the administration.

PREGNANCY AND LACTATION:
Pra

Theuse of Angwo\snsm 1 Racoptr Antagonists (AIIRAs) s notrecemmanded during
cy. The use of AlIRAS is contra-indicated during the second
o s v regnancy.

alterations of fluid and eleclrdyle balance may precipitate hepatic coma.
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on the risk with Angiotensin Il Receptor Inhibitors (AlIRAs), similar risks may exist for

{His cts of drgs. Unioss continsed AIRAS therapy s conscered cssental paions

be Imneistely dcatiued i patnts who ovlop anglosdama, and Valsaran and

Systemic lupus erytl e
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Other metabolic disturbances

Thezid durecs, induding hycrochloratazid, may ater glcose tlrance and raise

serum leves of chaleserol, ghcerdes and urc acid. In dabetc patens dosage
' finsulin be required.

Taaiges may s ety coum overeton and cause an leritent and sight

elevation of serum Galcium in the absence of known disorders of calcium metabolism.

Mearked hypercalcaemia may be evidence of underlying hyperparathyroidism. Thiazides

should be discontinued before carrying out tests for parathyroid function.

Photosensitivity

Cases of photosensitivily reactions have been reported with thiazides diureics. If

1 re-saministaton of e durelc i decmcd necessay i recommended o proct
sxposad 5 10 the sun or to artificial UVA.

Rocsotonsin Il Recoptor Antagorists (AIIRAS) shoui ot b nifated during prognancy:
Unless continued AlIRAs therapy is considered essential, patients planning pregnancy
should be chan

have an established safety profile for use in pregnancy. When pregnancy is diagnosed,
treatment with AlIRAs should be stopped immediately and, if appropriate, altemative
therapy should be started.

fetotoxicity (decreased
ool txichy (rond alur. yotnson. yparkasems).
Should exposure to AllRAS have occurred second trimester of pregnancy,

Infants whose mothers have taken AlIRAS should be closely observed for hypolension.
Hydrm:h@mlhmud
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placenta. Based on the pharmacological mechanism of action of hydrochlorothiazide its
o curng o socond and i incsto may compromiso fooeplacrtal perusion and
electrolyte balance and

mmmbocylapenla

Ko formation s avalable regarding the use of valsartan during breastfeeding.
Hydrochlorothiazide is excreted in human milk. Therefore the use of Valsartan and
Hydrochlorothiazide Tablets during breast feeding is not recommended. Alternative

safety profile for use in pregnancy. When pregnancy is diagnosed, treatment with AlIRAS
should be stopped immediately, and, if appropriate, altemative therapy shoud be started.

Caution should be exercised in patients who have shown prior hypersensitiity to other
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treatments with better established safety profiles during breast-feeding are preferable,
peci rsing a newborn or preterm infant.

UNDESIRABLE EFFECTS:
Adverse reactions reported in clinical ials and laboralory findings occurring more
rquenty i velsartan lus hydrocoroltiazde versus lacsbo and indial post
markaig reports aro prsentad bolow sceording o syslam organ dess. Adverse
knoun 1o xcir i aach componen g el t which hove n
beon soenn
Adverse drug reactions may occur with certain frequencies, which are defined as follows:
« very common: affects more than 1 user in 1
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