


Dual Blockade of the Renin-Angiotensin-Aldosterone System (RAAS)

Dual blockade of the Renin-Angiotensin-Aldosterone System (RAAS) via concomitant use of ACE-inhibitors or Aliskiren in
patients being treated with angiotensin IT receptor blockers (such as Telmisartan), increases the risk of hypotension, hyperkalemia,
syncope, stroke and decreased renal function (including acute renal failure). Use of Telmisartan containing products such as
Telsarta-D is not recommended with Aliskiren or ACE inhibitors.

Concomitant use of Telmisartan containing products with Aliskiren is contraindicated in diabetes mellitus and in patients with
renal impairment with creatinine clearance < 60 ml/min.

Concomitant use of Telmisartan containing products is generally not recommended with ACE inhibitors especially in patients
with diabetic nephropathy.

If dual blockade therapy is considered absolutely necessary, this should only occur under specialist supervision with close
monitoring of renal function, electrolytes and blood pressure.

Effects on ability to drive and use machines
No studies on the effects on the ability to drive havc been performed. When driving vehicles or operating machines it should be
taken into account that ¢ ionally dizziness or d may occur when taking anti-hypertensive therapy such as Telsarta-D.

ADVERSE REACTIONS

Adverse reactions reported with the combination of Telmisartan and hydrochlorothiazide are listed below:
Infections and infestations

Rare: Bronchitis, pharyngitis, sinusitis

Immune system disorders

Rare: Exacerbation or activation of systemic lupus erythematosus

Metabolism and nutrition disorders

Uncommon:  Hypokalaemia

Rare: Hyperuricaemia, hyponatraecmia
Psychiatric disorders

Uncommon:  Anxiety

Rare: Depression

Nervous system disorders

Common: Dizziness
L : Syncope,
Rare: Insomnia, sleep disorders

Eye disorders

Rare: Visual disturbance, vision blurred
Ear and labyrinth disorders

Uncommon: ~ Vertigo

Cardiac disorders

U T: ia, art]
Vascular disorders
U : Hyp ion, orthostatic hyp

Respiratory, thoracic and mediastinal disorders

Uncommon:  Dyspnoea

Rare: Respi distress (includi is and pul edema)

Gastrointestinal disorders

Uncommon: Dlarrhoea dry mouth, ﬂalulence

Rare: Abd | pain, pepsia, vomiting, gastritis

Hepatobiliary disorders

Rare: Abnormal hepatic function/liver disorder

Skin and subcutaneous tissue disorders

Rare: Angioedema (also with fatal outcome), erythema, pruritus, rash,
hyperhidrosis, urticaria

Muscoloskeletal, connective tissue and bone disorders

Uncommon:  Back pain, muscle spasms, myalgia

Rare: Arthralgia, muscle cramps, pain in limb

Reproductive system and breast disorders

Uncommon:  Erectile dysfunction

General disorders and administration site conditions

Uncommon:  Chest pain

Rare: Influenza-like illness, pain

Investigations

Uncommon:  Blood uric acid increased

Rare: Blood creatinine i 4, blood creatine phosphoki hepatic

enzyme increased

Adverse reactions known to occur with each component telmisartan or hydrochlorothiazide given singly may occur during
treatment with Telsarta-D. The prescribing information for the respective drugs should be consulted for details.

DRUG INTERACTIONS

Aliskiren and ACE inhibitors

Dual blockade of the Renin-Angiotensin-Aldosterone System (RAAS) via concomitant use of ACE-inhibitors or Aliskiren in
patients being treated with angiotensin I1 receptor blockers (such as Telmisartan), increases the risk of hypotension, hyperkalemia,
syncope, stroke and decreased renal function (including acute renal failure). Concomitant use of Telmisartan containing products
such as Telsarta-D and Aliskiren is not recommended.

Concomitant use of Telmisartan containing products with Aliskiren is contraindicated in diabetes mellitus and in patients with
renal impairment with creatinine clearance < 60 ml/min.

Concomitant use of Telmisartan products such as Telsarta-D is not recommended with ACE inhibitors due to additive effects on
Renin-Angiotensin-Aldosterone System blockade.

In one study the co-administration of telmisartan and ramipril (an ACE inhibitor) led to an increase of up to 2.5 fold in the AUC
0-24 and Cmax of ramipril and ramiprilat.

Lithium
Increases in serum lithium concentrations and lithium toxicity have been reported during concomitant administration of Lithium
with angiotensin II receptor antagonists. Monitor lithium levels in patients taking Telsarta-D.

Drugs raising serum potassium

Angiotensin IT receptor antagonists such as Telmisartan in Telsarta-D reduce diuretic induced potassium loss. Potassium sparing
diuretics e.g. sf eplerenone, tr or amiloride, potassium supplements, potassium-containing salt substitutes
may lead to a significant increase in serum potassium when used in conjunction with Telsarta-D. Other agents that may increase
potassium levels include heparin, NSAIDs, selective COX-2 inhibitors, immunosuppressant drugs: cyclosporin or tacrolimus,
trimethoprim etc. If concomitant use of these drugs with Telsarta-D is indicated because of documented hypokalemia, they
should be used with caution and with frequent monitoring of serum potassium.

Drugs decreasing serum potassium

Drugs such as kaliuretic diuretics, laxatives, corticosteroids, ACTH, amphotericin, carbenoxolone, penicillin G sodium, salicylic
acid and derivatives may be associated with potassium loss and induce hypokalemia on their own. If prescribed with
Telmisartan-hydrochlorothiazide combination these drugs may potentiate the hypokalemic effect of hydrochlorothiazide.
Monitoring of serum potassium is advised.

Other drugs affecting serum potassium and inducing torsades de pointes

Periodic monitoring of serum potassium and ECG is recommended when Telsarta-D is administered with drugs causing serum
potassium disturbances (e.g. digitalis glycosides, antiarrhythmics) and may induce torsades de pointes, hypokalaemia being a
predisposing factor to torsades de pointes. These drugs are listed below:

Class Ia antiarrythmics (e.g. quinidine, hydroquinidine, disopyramide)

Class IIT antiarrythmics (e.g. amiodarone, sotalol, dofetilide, ibutilide)

Some antipsychotics (e.g. thioridazine, chlorpromazine, levomepromazine, trifluoperazine, cyamemazine, sulpiride, sultopride,
amisulpride, tiapride, pimozide, haloperidol, droperidol)

Others (e.g. bepridil, diphemanil, erythromycin IV, halofantrine, mizolastin, pentamidine, sparfloxacin, terfenadine, vincamine
%A

Drugs affecting serum sodium level

The hyponatremic effect of diuretics such as hyd: may be i ified by concomitant adh ion of drugs such
as antidepressants, antipsychotics, antiepileptics (mainly carbamazepine) etc. Caution is advised in long-term administration of
these drugs with Telsarta-D.

NSAID:s including selective COX-II inhibitors
NSAIDs can attenuate the antihypertensive effect of angi in 1T
simultaneously.

luding Telmisartan when administered

Furthermore, concomitant use of Telmisartan and NSAIDs may lead to worsening of renal function and an increase in serum
potassium. Therefore, monitoring of renal function at the beginning of the treatment is recommended with Telsarta-D, as well as
adequate hydration of the patient.

Administration of an NSAID, including a selective COX-2 inhibitor, can reduce the diuretic, natriuretic, and antihypertensive
effects of diuretics. Therefore, when Telsarta-D and non-steroidal anti-inflammatory agents including selective COX-2 inhibitors
are used concomitantly, observe closely to determine if the desired effect of the diuretic is obtained.

Digoxin and digitalis glycosides
‘When Telmisartan is co-administered with digoxin, median increases in digoxin peak plasma concentration (49%) and in trough
concentration (20%) are expected. Monitor digoxin levels in patients taking Telsarta-D and digoxin concomitantly.

In addition, thiazide-induced hypokalaemia or hypomagnesaemia may also favour the onset of digoxin-induced arrhythmia. This
may also occur with other digitalis glycosides.

Antidiabetic agents
Dosage adjustment of anti-diabetic drugs may be required when co-administered with hydrochlorothiazide products such as
Telsarta-D

Cholestyramine and colestipol resins

Absorption of hydrochlorothiazide is impaired in the presence of anionic exchange resins. Adjust the dosage of hydrochlorothia-
zide and the resin such that hydrochlorothiazide is administered at least 4 hours before or 4 to 6 hours after the administration of
the resin.

Metformin
Metformin should be used with precaution with Telsarta-D: lactic acidosis may occur by a possible functional renal failure linked
to hydrochlorothiazide.

Pressor amines
The effect of pressor amines such as noradrenaline be decreased with Telsarta-D

Non-depolarizing skeletal muscle relaxants
The effect of non-depolarizing skeletal muscle relaxants may be potentiated by hydrochlorothiazide in Telsarta-D.

Allopurinol
Co-administration of thiazide (hydrochlorothiazide) containing products such as Telsarta-D may increase the incidence of
hypersensitivity reactions of allopurinol.

Calcium supplements
Thiazide diuretics may increase serum calcium levels due to the decreased excretion. If calcium supplements are prescribed
concomitantly with Telsarta-D, serum calcium levels should be monitored and calcium dosage adjusted accordingly.

B-blockers and Diazoxide
The hyperglycaemic effect of beta-blockers and diazoxide may be enhanced by thiazides including hydrochlorothiazide in
Telsarta-D

Anticholinergic agents
Anticholinergic agents (e.g. atropine, biperiden) may increase the bioavailability of hydrochlorothiazide by decreasing
gastrointestinal motility and stomach emptying rate.

Amantadine
Hydrochlorthiazide containing products such as Telsarta-D may increase the risk of adverse effects caused by amantadine.

Cytotoxic agents
Thiazides (hydmchlomlhlandc) oomammg products such as Telsarta-D may reduce the renal excretion of cytotoxic medicinal

products such as cyclolophosphamide, 1 and their myelosuppressive effects

CNS drugs
Orthostatic hypotension may be aggravated via the concomitant use of Telsarta-D with alcohol, barbiturates, narcotics or
antidepressants.

Corticosteroids
Reduction of anti-hypertensive effect of Telmisartan has been observed when used with corticosteroids.

Methyldopa
There have been isolated reports of hemolytic anemia in patients receiving concomitant treatment with methyldopa and
hydrochlorothiazide.

lodine contrast media
In case of diuretic-induced dehydration with hydrochlorothiazide, there may be an increased risk of acute renal failure, especially
with high doses of the iodine contrast agents used in radiographic procedures. Patients on Telsarta-D therapy should be rehydrated

before the administration of these agents.

USE IN SPECIAL POPULATIONS

Pregnancy

Telmisartan/hydrochlorothiazide is declared as US FDA Pregnancy Category D drug. Use of drugs that act on the renin-angioten-
sin system including Angiotensin II receptor antagonists (AIIRAs) during the second and third trimesters of pregnancy reduces
fetal renal function and increases fetal and neonatal morbidity and death.

Exposure to the fetus during pregnancy can be associated with oligohydramnios with fetal lung hypoplasia and skeletal
deformations. Potential neonatal adverse effects include skull hypoplasia, anuria, hypotension, renal failure, and deat
Telmisartan containing produc's such as Telsarta-D should not be initiated dunng pregnancy. Its use in 2nd "and 3rd trimesters of

pregnancy is dicated and also not ded during the 1st trimester. Unless continued therapy is consldered
essential, patients planning pregnancy should be changed to alternative antihypertensive which have an estat
safety pmﬁlc for use in p . When p is detect with Telsarta-D should be stopped immediately.

There is limited cxpcncncc with hydrochlorothiazide during prcgnancy, especially during the first trimester. Animal studies are
insufficient. Hydrochlorothiazide crosses the placenta. Based on the pharmacological mechanism of action of hydrochlorothia-
zide its use during the second and third trimester may compromise feto-placental perfusion and may cause fetal and neonatal
effects like icterus, disturbance of electrolyte balance and thrombocytopenia.

Hydrochlorothiazide containing products such as Telsarta-D should not be used for essential hypertension in pregnant women
except in rare situations where no other treatment could be used.

In the unusual case that there is no appropriate alternative to therapy with drugs affecting the renin-angiotensin system for a
particular patient, the mother should be apprised of the potential risk to the fetus.

Perform serial ultrasound examinations to assess the intra-amniotic environment. If oligohyd; ios is observed, disc
Telmisartan containing products unless it is considered life saving for the mother.

Exposed infants whose mothers have taken AIIRAs should be closely observed.

Fetal testing may be appropriate. Ultrasound check of renal function and skull is recommended. If oliguria or hypotension occurs
in neonates with a history of in utero exposure to Telmisartan, support of blood pressure and renal perfusion should be provided.
Exchange transfusions or dialysis may be required as a means of reversing hypotension and/or substituting for disordered renal
function.

Nursing mothers

It is not known whether telmisartan is excreted in human milk, but telmisartan was shown to be present in the milk of lactating
rats. Thiazides appear in human milk. Because of the potential for adverse effects on the nursing infant, decide whether to
discontinue nursing or discontinue the drug, taking into account the importance of the drug to the mother.

Al i with better established safety profiles during breast-feeding are preferable, especially while nursing a
newborn or preterm infant.
Elderly

No overall differences in effectiveness and safety of Telmisartan/hydrochlorothiazide were observed in elderly patients compared
to younger patients. Other reported clinical experience has not identified differences in responses between the elderly and
younger patients, but greater sensitivity of some older individuals cannot be ruled out. In general, dose selection for an elderly
patient should be cautious, usually starting at the low end of the dosing range, reflecting the greater frequency of decreased
hepatic, renal or cardiac function.

Renal impairment

Safety and efft of Telmisartan/hydrochlorothiazide in patients with severe renal impairment (CrCl <30 mL/min) have
not been established. No dose adjustment is required in patients with mild (CrCl 60 to 90 mL/min) or moderate (CrCl 30 to 60
mL/min) renal impairment.

Telsarta-D is contraindicated in patients with severe renal impairment due to its HCT component.

Hepatic impairment
In patients with mild to moderate hepatic impairment the dosage should not exceed Telsarta-D 40 mg/12.5 mg once daily.
Telsarta-D tablets are not recommended for patients with severe hepatic impairment, cholestasis and biliary obstructive disorders

Minor alterations of fluid and electrolyte balance may precipitate hepatic coma in patients with impaired hepatic function or
progressive liver disease receiving Telsarta-D therapy, due to its HCT component.

OVER DOSAGE

Telmisartan

Limited data are available with regard to overdosage of telmisartan in humans. The most likely manifestations of overdosage with
telmisartan are hypotension, dizziness, and tachycardia; bradycardia could occur from parasympathetic (vagal) stimulation.
Increase in serum creatinine, and acute renal failure have also been reported. If symptomatic hypotension should occur,
supportive treatment should be instituted; the patient should be placed in a supine position, with salt and volume replacements
given quickly. Telmisartan is not removed by hemodialysis. Suggested measures also include induction of emesis and/or gastric
lavage. Activated charcoal may be useful in the treatment of overdose.

Hydrochlorothiazide

The most common signs and symptoms observed in patients with a hydrochlorothiazide overdose are those caused by electrolyte
depletion (hypokalemia, hypochloremia, hyp and dehydration resulting from ive diuresis. The most common
signs and symptoms of overdose are nausea and somnolence. Hypokalemia may result in muscle spasms. If digitalis has also
been kal may cardiac arrhythmias. The degree to which hydrochlorothiazide is removed by
hemodialysis has not bocn established.
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INSTRUCTIONS

Use as advised by the physician.

Keep all medicines out of the reach of children.

To be sold on the prescription of a registered medical practitioner only.
Protect from light, heat and moisture.

Store below 30°C. g
For suspected adverse drug reaction, email us at -LoUg
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