Advantec

[Candesartan Cilexetil + Hydrochlorothiazide]
TABLETS 16mg+12.5mg

DESCRIPTION

ADVANTEC (Candesartan Cilexetil+Hydrochlorothiazide) combines
a subtype angiotensin |l receptor (WE AT1) antagonist, candesartan
and a diuretic, hydrochl indesartan cilexetil is a produrg
hydrolyzed to candesartan during absorption from

tract.

Candesartan cilexetil, a nonpeptide, is chemically described as (+
1-Hydroxyethyl 2-&thoxy'1 [p-(o-1H-tetrazol-5-ylphenyl) benzyl}-7-
benzimidazolecarboxylate, cyclohexyl carbonate (ester). Its molecular
formula is Cy4Hy4Ng 0,, and the structural formula is:
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Candesartan Cilexetil

Chemically hydrochlorothiazide is 6-chloro-3,4-dihydro-2H-1,2 4-
benzothiadiazine-7-sulfonamide 1,1-dioxide. Its molecular formula is
C4HgCIN,0,S, and its structural formula is:
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Hydrochlorothiazide
QUALITATIVE AND QUANTITATIVE COMPOSITION

ADVANTEC (Candesartan Cilexetil + Hydrochlorothiazide) is available
for oral administration as:

{+]

ADVANTEC Tablets

Each tablet contains: ot e 5
Candesartan Cilexetil ... 1
Hydrochlorothiazide USP ... 12.5mg

CLINICAL PHARMACOLOGY
Mechanism of Action
Candesartan Cilexetil:

Angiotensin |l is formed from angiotensin | in a reaction catalyzed by
angiotensin-converting en‘z):‘yme (ACE, kininase II). Angmlensm Ilis
the principal pressor agent of the renin-angiotensin system, with
that include vasoconstriction, stimulation of synthesis and relaase of
aldosterone, cardiac stlrnulatlon and renal reabsorption of sodium.
Candesartan biocks the vasoconslrictor and aldosterone-secreling
of angiotensin Il by blocking the binding of angiotensin
Il to the AT1 receptor in many tissues, such as vascular smooth muscle
and the adrenal gland. Its action is, therefore, independent of the
pathways for angiotensin Il synthesis.
Candesartan cilexetil is rapidly converted to the active drug,
candesartan, by ester hydrolysis dunng absorphon from the
gastrointestinal tract. Candesartan is an anglotensm Il receptor
antagonist, selective for AT1 receptors, with tight binding to and slow
dissociation from the receptor. It has no agonist aclivity.
ACE inhibitors also inhibit the degradation of bradykinin, a reaction
also catalyzed by ACE. Because candesartan does not inhibit ACE
gunmase 1), it does not affect the response to bradykinin.
andesartan does not bind to or block other hormone receptors or
ion channels known to be important in cardiovascular regulation.
Il receptor inhibits the negative regulatory
feedback of ai in Il on renin secretion, but the resulting increased
plasma renin adivily and angiotensin Il circulating levels do not
overcome the effect of candesartan on blood pressure.

Hydrochlorothiazide:

Hydrochlorothiazide is a thiazide diuretic. Thiazides affect the renal
tubular mechanisms of electrolyte reabsorption, directly increasing
excretion of sodium and chloride in approximately equivalent amounts.
Indirectly, the diuretic action of hydrochlorothiazide reduces plasma
volume, with conseguent increases in plasma renin activity, increases
in aldosterone secrelion, increases in urinary potassium loss, and
decreases in serum powssium The renin-aldosterone link is mediated
by angiotensin 11, so co-administration of an angiotensin Il receptor
antagonist tends to the p ium loss iated with these
diuretics.

The mechanism of the antihypertensive effect of thiazides is unknown.
Pharmacokinetics

Absorption & Distribution

Candesartan Cilexetil:

Candesartan cilexetil is rapidly and compietely bioactivated by ester

hydrolysis during the absorption from the gastrointestinal tract to
candesartan, a selective subtype angiotensin Il receptor antagonist.
The volume of distribution of candesartan is 0.13 L/kg. Candesarian
is highly bound to plasma ( > 99%) and does not penetrate . The
binding is constant at candesartan plasma concentrations well above
the range achieved with recommended doses. Following administration
of candesartan cilexetil, the absolute bi ilability of cand tan
was estimated to be 15%. After iablet ingestion, the peak serum
concentration (Cmax) is reached after 3 to 4 hours. Food with a high
fat content does not affect the bioavailability of candesartan after
candesartan cilexetil administration.

Hydrochlorothiazide

Hydrochlorothiazide preferentially binds to red blood cells. It crosses
placental barrier and distributes into breast milk. When plasma levels
have been followed for at least 24 hours, the plasma half-life has been
observed to vary between 5.6 and 14.8 hours.

Metabolism & Excretion

Candesartan Cilexetil

Candesartan underﬂes minor hepatic metabolism by O-deethylation
to an inactive metabolite. When candesartan is administered orally,
about 26% ouhe dose is excroted unchanged in urine. Following an
oral dose of '“C-label rtan cilexetil, app y 33% of
radioactivity is racovered in urine and approximately 67% in feces.
Total plasma clearance of candesartan is 0.37 mL/min/kg, with a renal
clearance of 0.19 mL/min/kg. The elimination half-life o candesartan
is approximately 9 hours.

Hydrochlorothiazide

Hydrochlorothiazide is not metabolized but is eliminated ra c?nldly by
the kidney. At least 61% of the oral dose is eliminated unchanged
within 24 hours.

After single and repeated administration, the pharmacokinetics of
candesartan are linear for oral doses up to 32mg of candesartan
cilexetil.

Special Populations
Geriatric

The pharmacokinetics of candesartan are linear in the elderly (>65
years), and candesartan and its inactive metabolite do not accumulate

in the serum of these paients upon repeated, administration.
No initial dosage adjustment is necessary.

Renal Insuﬁiaency

Inp sfficiency, serum concentrations of candesartan

are elevamd After rapeatad dusmg the AUC and Cmax are
approximately doubled in patients wn;n severe renal impairment
(creatinine clearance <30mL/min/1.73m*) compared to patients with
normal kidney function. The pharmacokinetics of candesartan in
hypertensive patients undergoing hemodialysis is similar to those in
hypertensive patients with severe renal impairment. Candesartan
cannot be removed by hemodialysis. No initial dosage adjustment is
necessary in patients with renal insufficie

Thiazide diuretics are eliminated by the kldnay. with a terminal half-
life of 5-15 hours. In patients with impanred renal function (mean
creatinine clearance of 19 mL/min), the half-life of hydrochiorothiazide
elimination is lengthened to 21 hours.

Hepatic Insufficiency

No dose adjustment is recommended for patients with mild hepatic
impairment. In patients with moderate tic impairment, consideration
should be given to initiation of ADVANTEC at a lower dose, such as
8 mg. If a lower starting dose is selected for candesartan cilexetil,
ADVANTEC is not recommended for initial titration because the
appropriate initial starting dose of candesartan cilexetil cannot be
given. Thiazide diuretics should be used with caution in patients with
hepatic impairment.

THERAPEUTIC INDICATIONS

ADVANTEC (Candesartan Cilexetil +Hydroct iazide) is indi

for the treatment of hypertension. The fixed dose combination is not
indicated for initial therapy.

DOSAGE AND ADMINISTRATION

The usual starting dose of ADVANTEC (Candesartan Cilexetil +
Hydrochlorothiazide) is one tablet day with or without food.
To minimize dose dependent evg:cu it is usually appropriate
to begin combination therapy only after a patient has failed to
achieve the desired effect with monotherapy.

Dose Titration

A patient whose blood pressure is not controlled on 25m£00f

A{)dzl:tcl'llon:aﬂ-naznse once daily can expect an incremental effect
VANTEC (Candesartan Cilexetil+Hydrochlorothiazide). A patient

whose blood pressure is controlled on 25mg of hydrochlorothiazide
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but is experiencing de in serum p ium can the

same or incremental blood pressure effects from ADVANTEC

(Cand tan Cilexetil+Hydrochlorothiazide) and serum potassium

may improve.

Renal Insufficiency:

The usual regimens of therapy with ADVANTEC (Candesartan
rochiorothiazid

Cilexetil+Hyd le) may be followed as long as the patient's
creatinine clearance is >30mL/min.

Hepatic Insufficiency:

The usual regimens of therapy with ADVANTEC (Candesartan

Cilexetil+Hydrochlorothiazide) may be followed in patients with mild

hepatic |rnpa|rrnenl In pauams with modi hepatic impai
consideration be given to initiation of ADVANT (Candesanan

If a lower starting dose is

Cilexetil) at a lower dose, such as 8
selected for candesartan cilexetil, ADVANTEC (Candesartan
Cilexetil+Hydrochlorothiazide) is not recommended for initial titration

-Hyporsensaﬁvforﬁmwn
reactions to hydrochlorothiazide may occur in patients
with or without a history of allergy or bronchial esthma

- Thiazide diuretics have been reported to cause exacerbation or
activation of systemic lupus erythematosus.

- Periodic determination of serum aleclmlytas to detect possible

le imbalance should be perfi at appropriate intervals.
- Thiazndes may decrease urinary calcium excretion. They may cause
intermittent and slight elevation of serum calcium in the absence of
known disorders of calcium metabolism. Marked hypercalcemia may
be evidence of hidden hyperparathyroidism. Thiazides should be
discontinued before carrying out tests for parathyroid function.

Mothers
Hyd lorothiazide is excreted in breast milk but it is not known
whether candesartan is excreted in human milk. Because of the

Nursi:

because the appropriate initial starting dose of ¢ tan cilexetil
cannot be given.

Thiazide diuretics should be used with caution in patient with hepatic
insufficiency; therefore care should be exercised with dosing of
ADVANTEC (Candesartan Cilexetil+Hydrochlorothiazide).

ADVERSE REACTIONS

Adverse reactions with candesartan cilexetil+hydrochlorothiazide are

mild and transient in nature and have only infrequently required

discontinuation of therapy.

Common

Back pain, dizziness, influenza-like symptoms, headache, upper

respiratory tract infection.

Less Common

Inflicted injury, fatigue, pain, chestpain, peripheral edema, asthenia

verhqo pares:hesta hypestheSIa bronchms sinusitis, phalynglﬂs
, dyspi arthrosis, arthritis, leg

cramps, sciatica, nausea, abdominal pain, diarthea, dyspepsia, f

gastroenteritis, vomiting, hy'pemncamm hypargtymm'a h

increased BUN, creatine phosphokinase increased, urinary lrad

titis, abnorma1 hepa!lc funchon increased

infection, hematuria,

transaminase
abnormal ECG,, eczema, swammg increased, pmn:ul. dsrmnlms

ial for adverse effects on the nursing infant, a decision should
be made whether to discontinue nursing or discontinue the drug,
laking-into -account the importance of the drug to the mother.

Drug Interactions

Candesartan Cilexeti

There are no significant drug interactions of Candesartan Cilexetil
given with other drugs such as glyburide, nifedipine, digoxin, warfarin,
hydrochlorothiazide, and oral contraceptives. use candesartan
is not siginificantly metabolized h{ the rome P450 system and
at therapeutic concentrations has no effect on P450 enzymes,
interactions with drugs that inhibit or are metabolized by those enzmes
would not be expected.

Lithium —~ Reversible increases in serum lithium concentrations and
toxicity have been reported during concomitant administration of
lithium with ACE inhibitors, and with some angiotensin Il receptor
antagonists. An increase in serum lithium concentration has been
reported during concomitant administration of lithium with candesartan
cilexetil, so careful monitoring of serum lithium levels is recommended
during concomitant use.

Hydrochlorothiazide

d conc

;R“h epistaxis, |nlec:uon viral infection, conjunctivitis,
are

Angina pectoris, myocardial infarction and angioadema.
CONTRAINDICATIONS

The ination of cand ilexetil and hydrochlorothiazide is
contraindicated

+ In patients who are hypersensitive to this drug or any component
of this product.

When ac i Wiy the foll g drugs may interact with

thiazide diuretics:

Alcohoi, barbiturates, or narcolics - Potentiation of orthostatic

hypotension may occur.

Antidiabetic drugs (oral agents and insulin) - Dosage adjustment of

antid may be required.

Other antihypertensive drugs — Additive effect or potentiation.
red i thw ffawas ‘I'c - Si

is impai in the presence of anion exchal resins. Si doses

of either ch mine or colestipol br&ge ot

* In patients with anuria or dypetsansiﬁvity to other sulf id
derived drugs, due to hydrochlorothiazide component in the

preparation.

WARNING / PRECAUTIONS
USE IN PREGNANCY
When used in pregnancy during the second and third trimesters, drugs
that act di on the renin-angiotensin system can cause injury and
even death to the developing fetus. When pregnancy is deladad |
ADVANTECsluMbednmmnusdassoonaspowble unless it
considered life saving for the mother.

Hypotension in Volume- and Salt-Depleted Patients

In patients with an activated renin-angiotensin system, such as volume
and/ or salt-depleted patients (eg, those being treated with diuretics),
symptomatic hypotension may occur. These conditions should be
corrected prior to administration of ADVANTEC, or the treatment
should start under close medical supervision.

Candesartan Cilexetil:
g the renin [ id

consequence
system, d-mngos in renal functlon may be mﬂcipnmd in wmpuble
individuals treated with candesartan cilexetil.

In patients whose renal function may depend upon the activity of the

rennin-angiotensin-aldosterone system (e.g, patient with severe
heart ), treatment with enzyme

mhi:ﬁorsandangnotensmmcepmranhgomsixhasbaenasswawd

with oliguria and/or progressive azotemia and (rarely) with acute renal

failure and/or death.

Hydrochiorothiazide:

- Impaired Hepatic Function : L

Thiazide diuretics should be used with caution in patients with impaired

hepatic function or progressive liver disease, since minor alterations
of fluid and electrolyte balance may precipitate hepatic coma.

- Impaired Renal Function

Thiazides should be used with caution in severe renal disease. In
patients with renal disease, thiazides ma{ precipitate azotemia.
Cumulative effects of the drug may develop in patients with impaired

and reduce its absorption from the gastrointestinal tract by up to 85

and 43 percent, res; ly.
Cu-.. I id, ACTH - | ified electrolyte depletion, particularly
lemia.
ams(eg i — Possible decreased response
fo pressor amines but not suf |r:|ant to preclude their use.
lefal muscle rel: tubocurarine) —

Possible increased responswenes: lo lhe muscle relaxant.
Lithium — Generally

not diuretics. Diuretic ts
reduce the renal clearance of Inhﬁnvrﬁmand add a high risk of :Iagen
tnldcity

idal Anti-infl tory Drugs - In some patients, the
administration of a non-steroidal anﬂ—ingarmrmofy nt can reduce

the diuretic, natriuretic, and antihypertensive effects or Eotassaum-
Eaﬂd thiazide diuretics. fore, when ADVANTE
staro [anb—mflammalory agents are used concomitan

ntly, the
observed closely to determine if the desired eflacl of the
d:ureilc is obtained.

STORAGE 4 o
Store at 25" C (Excursions permitted between 15°C to 30°C)
Protect from sunlight and moisture.

The expiration date refers to the product correctly stored at the required

HOW SUPPLIED

ADVANTEC (Candesartan Cilexetil +
16mg+12.5mg are available in
Keep out of the reach of children.

':::“:- sold on prescription of a registered medical practitioner

rochlorothiazide) Tablets
lister packs of 28's.

Please read the contents carefully before use.
T@hpaehthﬂhwﬂcﬂywﬁdﬁmhhﬂme.
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