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SCHEDULING STATUS:53

PROPRIETARY NAME

(and dosage form):

Telmisartan Tablets USP 80 mg
COMPOSITION:

Each Uncoated Tablet contains:
Telmisartan USP  BOmg
Excipients qs.

PHARMACOLOGICAL CLASSIFICATION:

Angiotensin |l is formed from angiotensin | in a reaction catalyzed by angiotensin-converting enzyme
[ACE, kininase Il}. Angiotensin |l is the principal pressor agent of the renin-angiotensin system, with
effects that include vaseconstriction, stimulation of synthesis and release of aldosterone, cardiac
stimulation, and renal reabsorption of sodium.  Telmisartan blocks the vasoconstrictor and
aldosterone-secreting effects of angiotensin |l by selecrively blocking the binding of angiotensin || to
the AT | receptor in many tissues, such as vascular smuoth rnuscle and the adrenal gland. Its action is
therefore independent of the path for angi I

There is also an AT2 receptor found in many tissues, but AT2 is nat known to be associated with
cardiovascular hemeostasis, Telmisartan has much greater affinity ( >3,000 fold) for the AT receptor
than for the AT2 recepror.

Blockade of the renin-angiotensin systermn with ACE inhibitors, which inhibit the biosynthesis of
angiotensin |l from angiotensin |, is widely used in the treatment of hypertension. ACE inhibitors also
inhibit the degradation of bradykinin, a reaction also catalyzed by ACE. Because telmisartan does net
inhibit ACE (kininase [I}, it does not affect the response to bradykinin. Whether this difference has
clinical relevance is not yet known. Telmisartan does not bind to or block other hormone receptors or
ion channels known to be important in cardiovascular regulation.

Blockade of the angiotensin || receptor inhibits the negative regulatory feedback of angiotensin Il on
reninsecretion, but the resulting increased plasma renin activity and angictensin || circulating levels do
not overcome the effect of telmisartan on blood pressure,

INDICATIONS : Indicated for the treatment of hypertension,

CONTRA-INDICATIONS:
Telmisartan is contraindicated in patients with known hypersensitivity (eg.. anaphylaxis or
angioedema) to tefmisartan or any other compenent of this preduct

WARNINGS & PRECAUTION

Fetal Toxicity

Pregnancy Category D

Use of drugs that act on the renin-angiotensin system during the second and third trimesters of
pregnancy reduces fetal renal function and increases fetal and neonatal morbidity and death. Resulting
oligohydramnios can be associated with fetal lung hypoplasia and skeletal defor Potential
neonatal adverse effects include skull hypoplasia, anuria, hypotension, renal failure, and death, When
pregnancy is detected, discontinue teimisartan as soon as possible

Hyportension

In patients with an activated renin-angiotensin system, such as volume- or salt-depleted patients (e.g.,
those being treated with high doses of diuretics), symptomatic hypetension may occur after initiation
of therapy with telmisartan. Either correct this ion prier to administration of teimisartan, or
start treatment under close medical supervision with a reduced dose.

If hypatension does occur, the patient should be placed in the supine position and, if necessary, given
an intravenous infusion of normal saline. A transient hypotensive response s not a contraindication to
further treatment. which usually can be centinued without difficulty once the blood pressure has
stabilized.

Hyperkalemia
Hyperkalemia may cccur in patients on ARBs, particularly in panen:s with advanced renal |mpa:rr|\enl:.
heart failure, on renal replacement therapy, or on [ upph paring

diuretics, petassium-centaining salt substitutes or other drugs that increase pomssmm levels,

Consider periodic determinations of serum electrolytes to detect possible electrolyte imbalances

particularly in patientsat risk.

Impaired Hepatic Function

As the majority of telmisartan s eliminated by biliary excretion, patients with biliary abstructive
disorders or hepatic insufficiency can be expected to have reduced clearance. Initiate telmisartan ac
lewy doses and titrate slowly in these patients Impaired Renal Function

As a consequence of inhibiting the renin-angiotensin-aldosterone system, anticipate changes in renal
function in susceptible individuals. In patients whese renal function may depend on the activity of the
renin-angiotensin-aldosterone system {e.g., | with severe co heart failure or renal
dysfunction), treatment with nnglotensin converrjng enzyme {ACE} inhibitors and angiotensin
receptor antagonists has been i with oliguria and/or progressive azotemia and (rarely) with
acute renal failure and/or death. Similar results have been reported with telmisartan.

In studies of ACE inhibitors in patients with unilateral or bilateral renal artery stenosis, increases in
serum creatinine or blood urea nitrogen were observed. There has been no long term use of
telmisartan in patients with unilateral or bilateral renal artery stenosis, but anticipate an effect similar
to that seen with ACE inhibitors,

Dl Blockade of the Renin-Angiotensin-Aldosterone System

Dual blockade of the RAS with angictensin-receptor blockers, ACE inhibitors, or aliskiren is
associated with increased risks of hypotension, hyperkalemia, and changes in renal function (including
acute renal failure) compared to menotherapy.

Patients receiving the combination of telmisartan and ramipril (in ONTARGET trial that enrolled
25,620 patiants 755 years old with atherosclerotic disease or diabetes with end-organ damage) did
not obtain any additional benefit compared to monotherapy, but experienced an increased incldence
of renal dysfunction (e.g,, acute renal failure) compared with groups receiving telmisartan alone or
ramiprif alone.

In most patients no benefit has been associated with using two RAS inhibitors concomitantly, In
general, avoid combined use of RAS inhibitors. Closely monitor blood pressure, renal function, and
electrolytes in patients on telmisartan and other agents that affect the RAS.

Da not co-administer aliskiren with telmisartan in patients with diabetes, Avoid concomitant use of
aliskiren with telmisartan in patients with renal impairment (GFR < 60 mbL/min/1.73 m2).

Excipients with known effect
This preparation eontains Mannital which may have a mild laxative effect.

This preparation also contains sedium laurilsulfate which may cause local skin reactions (such as
stinging or burning sensation) or increase skin reactions caused by other preducts when applied on
the samearea.

INTERACTIONS:

Digoxin: When tefmisartan was co-administered with digoxin, median increases in digoxin peak
plasma concentration (4996) and in trough concentration (20%5) were observed. It is, therefore,
recommended that digoxin levels be monitored when initiating, adjusting, and discontinuing
telmisartan to avoid possible over- or under-digitalization,

Lithium: Reversible increases in serum lithium concentrations and toxicity have been reported during
concomitant administration of lithium with anglotensin converting enzyme inhibitors, Cases have alse
been reported with angiotensin || receptor antagonists including telmisartan, Because lithium should
not be used with diuretics, the use of lithium with telmisartan and hydrochlorothiazide is not
recommended.

Mon-Steroidal Anti-Infllammatory Agents including Selective Cyclooxygenase-2 Inhibitors {COX-2
Inhibitors): In patients who are elderly, volume-depleted (including those on diuretic therapy), or with
compromisad renal function, co-administration of NSAIDs, including selective COX-2 inhibitors,
with angiotensin || receptor antagonists, including telmisartan, may result in deterioration of renal
funetion, including possible acute renal failure. These effects are usually reversible. Maniter renal
function periodically in patients receiving telmisartan and MSAID therapy, The antihypertensive effect
of angiotensin Il receptor antagonists, including telmisartan may be attenuated by NSAIDs including
selective COX-2 inhibitors.

Ramipril and Ramiprilat: Co-administration of telmisartan 80 mg once daity and ramipril 10 mg once
daily to healthy subjects increases steady-state Cmax and AUC of ramipril 2.3 and 2.1 fold,
respectively, and Cmax and AUC of ramiprilat 2.4 and 1.5 fold, respectively. In contrast, Cmax and
AUC of telmisartan decrease by 3196 and | 696, respectively. When co-administering telmisartan and
ramipril, the response may be greater because of the possibly additive pharmacodynamic effects of
the combined drugs, and also because of the increased expesure to ramipril and ramiprilat in the
presence of telmisartan. Warfarin: Telmisartan administered for |0 days slightly decreased the mean
warfarin trough plasma concentration; this decrease did not result in a change in International
Mormalized Ratio (INR).

DOSAGE AND DIRECTIONS FOR USE:

Dosage must be individualized  The usual starting dose of telmisartan tablet is 40 mg once a day.
Blood pressure rasponse is dose-related over the range of 20to B0 mg

Most of the antihypertensive effect is apparent within 2 weeks and maximal reduction is generally
artained after 4 weeks. When additional blood pressure reduction beyond that achieved with 80 mg
telmisartan tablets arerequired, a diuretic may be added.

MNa initial dosage adjustment is necessary for elderly patients or patients with renal impairment,
Including these on hemodialysis. Patients on dialysis may develep erthostatic hyp ion: their blood
pressure should be closely monitored.

Telmisartan tablets may be administered with other antihypertensive agents,

Telmisartan tablets may be administered with orwithout food

DRUG INTRACTION:

Aliskiren: Do not co-administer aliskiren with telmisartan in patients with diabetes. Avoid use of
aliskiren with telmisartan in patients with renal impairment {GFR < &0 mL/min).

Digoxin: Whean telmisartan was co-administered with digoxin, madian increases in digoxin peak
plasma concentration (499} and in rough concentration (20%) were observed, Therefore, monitor
digexin levels when initiating, adjusting, and discontinuing telmisartan for the purpose of keeping the
digouin level within the therapeutic range.

Lithium: Reversible increases in serum lithium eoncentrations and texieity have been reported during
concomitant administration of lithium with angiotensin || receptor antagonists including telmisartan,
Therefore, monitor serum lithium lavels during concomitant use.

MNon-Steroidal Anti-Infiammatory Agents including Selective Cyclooxygenase-2 Inhibitors {COX-2
Inhibitors): In patients who are elderly, volume-depleted (including those on diuretic therapy), or with
compromised renal function, co-administration of NSAIDs, including selective COX-2 inhibitors,
with angiotensin || receptor antagonists, inclading telmisartan, may result in deterioration of renal
function, including peossible acute renal failure. These effects are usually reversible. Monitor renal
function periodically in patients receiving relmisartan and NSAID therapy.

The antihy, nsive effect of angiotensin |l receptor antagonists, including telmisartan may be
attenuated by NSAIDsincluding selective COX-2 inhibitars.

Ramipril and Ramiprilat: Co-administration of telmisartan 80 mg once daity and ramipril 10 mg once
daily to healthy subjects increases steady-state Cmax and AUC of ramipril 2.3- and 2.1-fold,
respectively, and Cmax and AUC of ramiprilat 2.4- and |.5-fold, respectively. In contrast, Cmax and
AUC of telmisartan decraase by 319% and | 6%, respectively. When co-administering telmisartan and
ramipril, the response may be greater because of the possibly additive pharmacodynamic effects of
the combined drugs, and also because of the increased exposure to ramipril and ramiprilat in the
presence of telmisartan, Concomitant use of telmisartan and ramipril is not recommended.,

Other Drugs Co-admlnlsu-adcn of telmisartan did not result in a clinically significant inceraction with
acetami dipine, glyburide, si in, hydrochloroth le, warfarin, or ibuprofen,

Telmusar:an is not metabolized by the cytochrome P450 systemn and had no elffects in vitro on
cytechrome P450 enzymes, except for some inhibition of CYP2C | 9. Telmisartan is not expected to
Interact with drugs that Inhibit cytochrome P450 enzymes; it is also not expected to interact with
drugs metabolized by cytochrome P450 enzymes, except for possible inhibition of the metabolism of
drugs metabolized by CYP2C1 9.

OVERDOSAGE :

Limited data are available with regard to overdosage in humans. The mest likely manifestations of
overdosage with telmisartan would be hypotension, dizziness and tachycardia; bradycardia could
occur from parasympatheric (vagal) stimulation, i symptomaric hypotension should eccur, supportive
treatment should be instituted. Telmisartan is not remaoved by hemodialysis.

List of Excipients: Micro Crystalline Cellulose, Meglumine, Sodium Hydroxide, Purified Water,
Mannitol, Cres Povidene, Sodium Lauryl sulphate & Magnesium Stearate.

PRESENTATION: 3 x | 0 Tablets in Alu Alu Blister

STORAGE INSTRUCTIONS: Store below 30°C. Protect from light & Moisture.
Keep the medicine out of reach of children.
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