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gepoh" insufficiency: Initiol dose for Lasarton should be reduced by half in patients with history of hepatic
isease.

Hydrachiorothiazide
Diurelic effect of Hydrochlorothiazide starts afier 2 hours follawing oral intake, reaches to maximum levels
in 4 hours and lnsts for é-12 hours. Hydrachlorolhiazide dees noy melabolize, it is excreted through kidneys
ina shorttime. Plosma half ifs varies betwazn 5,8 - 14.8 hours. Atleos 815 of o single oral dose s excreted
in urine unchanged in 24 hours.

INDICATIONS:
LOSARTES PLUS is indicated for the reoiment of hypertension in palisnts when combingfion theropy is needed,

‘CONTRAINDICATIONS:

LOSARTES PLUS Filim Tablet is controindicated in palients who are hypersensitive fo any component of fhis
g product, Additionally, it should not ba used in patients with anuri and hypersensitivity o ofher

sulfonamide-derived drugs:

WARNINGS / PRECAUTIONS:
Since rencl fon of fetus starts in the second Himester of pregnancy due fo matemal renin-angiolensin
system, drugs that act directly on the renin-angiolensin system can cause injury and even death fo
ihe davclping s when i dorg Shn-engiolensin sy imester.

Hypovolemia - Hypolension
LBBARTES PLUS frobiment should not be infted in patints wih introvasculor volume reduction and slecrole
balonce disarder prior fo correction of fuid and electrolyte bolance.

Losq Polassivm

lepatic i ent:
LCBARTES PIUR shauld not be
adjustment.

ted in patients with hepalic impairment necessilating Losartan dose

Renal impairment:
As Lasortan inhibifs the renin-angiotensin system, changes in renal function may appear in hypersansitive
polients. These changes are reversible and. relurn fo normel upon discontinuation ‘of therapy.

In patients of whom kidney funclians are mainfained wifh renin-ongiotensin-aldosterone system support (i.e.
ur.&:‘n:ed heart failure) Lasartan treatment con cause Pregressive azolhemia, cliguria, renal impairment and
jeath.

In patients with unilateral or bilateral renal arfery stenasis, Losarfan can cause elevated creatinine and blood
il s,

urea nitragen (BUN]. This elevofion may be reversible in same pafen

#Ew can Ee d o'ﬁers in Buid and electrolyte balances in potients receiving thinzide compounds. The main
disarders can sted as follows: hyp: ia, hypachloremic alkalosis and hypekalsmia, Especially in
patients with vomiting and diarrhea or receiving parenteral fluids, serum electrolyte levels must be lesied.

Inleng lerm reatments, especilly if diuresis i strong ar there is advanced sirosis, hypakalemia may develop

Dilusianal hypenatramia can be sean in patients with edema as o result of salt lass and extensive water infake
o fréme hot weothers. As for freaiment water infake should be fited cose of severe sall loss,
addifional salf must be administered

Hymochloremic olkalosis s rare. It ppears cnly If her metcbolic and rencl disases develop, Chlride
Eameuns e give o e, Even hough Ihissites savse hypererscmti, 1o tr P, Chlride
will moderate this.

Thiazids Ireaiment con deferiorate glucase folerance, There may be o need fo adjust doses far insulin or cral
ypoglycemic agants in dicbatic patients, Thiazides con coren latent dicbetes to manifested diabetes.

I e i, el i e cod <oty e st nrcs n s
Thiazides increase magnesium excretion with resulfant hypomognesemia

Use in Pregnancy and Lactation:

Py oy G T

Since renal perfysion of fetus storts in the cond frimester of pregnancy due fo matemal renin-angiolensin
:hysl!m, drugs that act directly on the renin-ongiofensin system can cause injury and even death fo
e developing fetus when used during the second and frd Irmesie

When the fetus is exposed to the drug in the first frimester, no adverse effect of Lasartan is observed on the
fetus. This shoull o bxpcinad 15 yoers exgose o't ey e e et i Eoerved on he
become pregrant when vsing hs drig drug odministraion should be erineied Maschsle Lo o 20
only bie usod clring the second and hird imeser if e ahesmetive Hemmnon . mmeciotl: I arly if the
malher's e i In clnger

Thiazides can pass through placento barrier fo umbilicol card blaod siream.
2
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No information s available (qarding the excretion of Losarten in humon milk. Thiazides are excreted in
human milk. & decision should be made whether ks discontie nursing or adminisiraticn of the drug, faking

inte account the importance of the drug o the mother,

Pedialric patients:
Saloly dnd sHicacy of losarton hove nat been demensiated in pediairic patients, N

Gerialric ients: _
|nﬂfnrmummmu salety and fficacy of oxartan did ot shew ony diference behwean pedisri ond geriaric.
patients,

SIDE EFFECTS / ADVERSE EFFECTS:

Duting ireatments with LOSARTES PLUS, no odditianal side effects other than the sffects seen with Losarton
and Hydrochlorothiazide were observed, Generolly, Losartan Potassium ~ Hytlrochlorathiazida combination
is well Tolerated.

Meost of the adverse reactions are mild and fransient, so they do not necessitate fermination of the freatment.
Fallowing are the adverse reactions seen over 1% in clinical studies and more often than placsbo groups;
Ahanminul pain, edema, palpitation, back pain, dizziness, cough, sinusifis, upper respiratory infechion and
rash.

The following additional adverse reactions have been reported in post-markefing experience:

Hyp‘erseﬂsi'ﬁvﬂy: Angicedema, Henoch-Schisnlein purpura and anaphylactic reactions have been reported
rarely.

Hematologicol effects: Anemia.

Digestive system: Anorexia, dry mauth, diarrhea, conslipation and rarely hepatitis have been reported.
Skin: Unlicario, alopecia, dermalifis, dry skin, ecchymosis, erythema, photasensifivity, pruritus, rash, swealing,
Respiratory system: Dyspnea, dry cough, bronchilis, epistaxis, chinilis, respiratory congestion.
Hyponatremia and hyperkalamia have been reparted with Losartan.

Other adverse reactions sean with any compound of LOSARTES PLUS and have the patential to be seen with
LOSARTES PLUS Iablets re as follows:

Drliosm!i: aﬁgcrs, asthenia, farigue, tachycardio, muscle cramp, cough, anemia, myalgia.

froc] iozide
orexia, nausea, vomifing, diarrhea, constipation, cholesiofic hepafits, vertigo, paresthesia, hypenatremia,
renal insufficiency, muscls spasm, blurred vision, hyperglycemio.

N THE EVENT OF AN UNEXPECTED REACTION CONSULT YOUR PHYSICIAN
DRUG INTERACTIONS:

sortan_Patassiuy
B e o e il 1 pharmacakinstic sudies with hycrachlorothiozide,
dligasing wartain, cendine ol Shmeienian.

Although paten inhibitors of Cytochrome PASO 2C9 3A4 systems (ketocanazole, traleandomicing, estoden,
5qu|\:|g mzoh have net baany':\inituhy investigated, 0-2)“\:\-0 inhibiled in vilre canversion of ‘ngmmn to
its active mefabolite fo o large exfent. As wilh eber drugs that black angio nsin Il effects, concomitant use
of Losartan with pofassium-sparing diurefics (spironolactone, Iriamterene, amiloride), potassium supplements,
or sall subslilutes containing potassium may lead lo increases in serum potassium levels.

As seen with alher anfibyp ive drugs,
& nonsteroidol anii-inflammatory drug,

Hf'ﬁﬂnm ide
lowing drugs may interact with thiazids diuretics:

Aleohol, barbiturates, or narcofics: Orthostalic hypotension may develop.

ihyp ive effect of Losarian con be reduced with indomath

Antidiabetic drugs foral, insulin): Dosage adjustment of the antidiabetic drug may be required.
Other antihypertensive drugs: Addilive effect is expected

Egg:;m;n; gging'!fg';;fr&mcrur‘:s?;w‘; or colestipal bind the hydrachlarothiazide and reduce its

Corticasteroids, ACTH: May lead fo elecirolyte lass and parficularly hypokalemia.
Pressor amines e.g., norepinephrinel: Hypsriensive cffects may decay but this decay do not avrt their use.

Nondep o le.g., tub

J: Response lo these relaxants may increase.




