Micardis® Plus
Telmisartan and Hydrochlorothiazide

Description

Micardis Plus 40/12.5 mg

Oblong, white-red, biconvex, two-layer tablets, possibly with red specks in the white layer;
the white face is marked with "H4" and the Boehringer Ingelheim company symbol

Micardis Plus 80/12.5mg
Oblong, white-red, biconvex, two-layer tablets, possibly with red specks in the white layer;
the white face is marked with "H8" and the Boehringer Ingelheim company symbol.

Composition
1 tablet contains:

[1,1’-biphenyl]-2-carboxylicacid,4’-[(1,4’dimethyl-2’-propyl[2,6-bi-1H-benzimidazole] -1’-

yl)methyl] (= telmisartan) 40 or 80
mg
Hydrochlorothiazide 12.5 mg

Excipients: **
povidone, meglumine, sodium hydroxide, sorbitol, magnesium stearate, microcristalline cellulose,
ferric oxide red (E172), sodium starch glycolate, lactose monohydrate, maize starch

Sodium MICARDIS PLUS tablets 40/12.5 mg contain less than 1 mmol sodium (23 mg) per tablet, that is to
say essentially ‘sodium-free’.

Sodium MICARDIS PLUS tablets 80/12.5 mg contain less than 1 mmol sodium (23 mg) per tablet, that is to
say essentially ‘sodium-free’.

Indications
Treatment of essential hypertension.

As fixed dose combination MICARDIS PLUS is indicated in patients whose blood pressure is not
adequately controlled on telmisartan or hydrochlorothiazide alone.

Dosage and Administration

Dosage

Adults

MICARDIS PLUS should be taken once daily. The dose of telmisartan could be up-titrated before
switching to MICARDIS PLUS. Direct change from monotherapy to the fixed combinations may
be considered.

o MICARDIS PLUS £0/12.5 mg may be administered in patients whose blood pressure is not
adequately controlled by MICARDIS 40 mg or hydrochlorothiazide.

e MICARDIS PLUS 80/12.5 mg may be administered in patients whose blood pressure is not
adequately controlled by MICARDIS 80 mg or by MICARDIS PLUS 40/12.5 mg.

Sodium or volume depletion should be corrected before treatment commencement with
MICARDIS Plus.
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The maximum antihypertensive effect is generally attained with MICARDIS PLUS
4 to 8 weeks after the start of treatment.

When necessary, MICARDIS PLUS may be administered with another antihypertensive drug.

Special populations

Geriatric patients
No dose adjustment is necessary for geriatric patients.

Paediatric patients
Safety and efficacy of MICARDIS PLUS have not been established patients aged below 18 years.
Use of MICARDIS PLUS is not recommended in children and adolescents.

Renalimpairment

Due to the hydrochlorothiazide component, MICARDIS PLUS must not be used in patients with
severe renal dysfunction (creatinine clearance < 30 mL/min). Loop diuretics are preferred to
thiazides in this population. Experience in patients with mild to moderate renal impairment is
modest but has not suggested adverse renal effects and dose adjustment is not considered
necessary. Periodic monitoring of renal function is advised.

Telmisartan is not removed from blood by hemofiltration and is not dialyzable.

Hepatic impairment

In patients with mild to moderate hepatic impairment MICARDIS PLUS should be administered
with caution. For telmisartan, the posology should not exceed 40 mg once daily (see
Contraindications). Thiazides should be used with caution in patients with impaired hepatic
function.

Method of Administration

MICARDIS PLUS tablets are for once-daily oral administration and should be swallowed whole
with liquid. MICARDIS PLUS can be taken with or without food.

HANDLING INSTRUCTIONS

Due to the hygroscopic property of the tablets they should be taken out of the sealed blister
shortly before administration.

Contraindications

¢ Hypersensitivity to the active substances or, to any of the excipients, or to other
sulphonamide-derived substances (hydrochlorothiazide is a sulphonamide-derived
substance).

e Pregnancy

e Lactation

» Choleastasis and biliary obstructive disorders

 Severe hepatic impairment, coma hepaticum, hepatic precoma

e Severe renal impairment (creatinine clearance < 30 mL/min), anuria, or acute

glomerulonephritis

 Refractory hypokalaemia, hypercalcaemia

e Therapy-refractory hyponatraemia

e Hypovolaemia

e Symptomatic hyperuricaemia/gout
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e The concomitant use of MICARDIS PLUS with aliskiren is contraindicated in patients with
diabetes mellitus or renal impairment (GFR < 60 ml/min/1.73 m?).

In case of rare hereditary conditions that may be incompatible with an excipient of the
product (see special warnings and precautions) the use of the product is contraindicated.

Special Warnings and Precautions

Pregnancy:
Angiotensin II receptor blockers should not be initiated during pregnancy.

Unless continued angiotensin II receptor blockers therapy is considered essential, patients
planning pregnancy should be changed to alternative anti-hypertensive treatments which have
an established safety profile for use in pregnancy.

When pregnancy is diagnosed, treatment with angiotensin II receptor blockers should be
stopped immediately, and if appropriate, alternative therapy should be started.

Volume and/or sodium depleted patients:

Symptomatic hypotension, especially after the first dose, may occur in patients who are volume
and/or sodium depleted by vigorous diuretic therapy, dietary salt restriction, diarrhoea or
vomiting. Such conditions, especially volume and/or sodium depletion, should be corrected
before the administration of MICARDIS PLUS.

I[solated cases of hyponatraemia accompanied by neurological symptoms (nausea, progressive
disorientation, apathy) have been observed with the use of HCTZ.

Hepatic impairment:

MICARDIS PLUS must not be given to patients with cholestasis, biliary obstructive disorders or
severe hepatic insufficiency since telmisartan is mostly eliminated in the bile. These patients
can be expected to have reduced hepatic clearance for telmisartan.

MICARDIS PLUS 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. There is no clinical experience with MICARDIS PLUS in patients with hepatic
impairment.

Renovascular hypertension:

There is an increased risk of severe hypotension and renal insufficiency when patients with
bilateral renal artery stenosis or stenosis of the artery to a single functioning kidney are treated
with medicinal products that affect the renin-angiotensin-aldosterone system.

Renal impairment and kidney transplant:

MICARDIS PLUS must not be used in patients with severe renal impairment (creatinine
clearance <30 mL/min) (see Contraindications).

There is no experience regarding the administration of MICARDIS PLUS in patients with severe
renal impairment or with a recent kidney transplant. Experience with MICARDIS PLUS is modest
in the patients with mild to moderate renal impairment, therefore periodic monitoring of
potassium, creatinine and uric acid serum levels is recommended. Thiazide diuretic-associated
azotaemia may occur in patients with impaired renal function.

Telmisartan is not removed from blood by hemofiltration and is not dialyzable.

Dual blockade of the renin-angiotensin-aldosterone system:

As a consequence of inhibiting the renin-angiotensin-aldosterone system changes in renal
function (including acute renal failure) have been reported in susceptible individuals, especially
if combining medicinal products that affect this system. Dual blockade of the renin-
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angiotensin-aldosterone system (e.g. by adding an ACE-inhibitor or the direct renin-inhibitor
aliskiren to an angiotensin II receptor blocker) is not recommended and should therefore be
limited to individually defined cases with close monitoring of renal function (see
Contraindications).

Other conditions with stimulation of the renin-angiotensin-aldosterone system:

In patients whose vascular tone and renal function depend predominantly on the activity of the
renin-angiotensin-aldosterone system (e.g. patients with severe congestive heart failure or
underlying renal disease, including renal artery stenosis), treatment with other medicinal
products that affect this system has been associated with acute hypotension, hyperazotaemia,
oliguria, or rarely acute renal failure.

Primary aldosteronism:

Patients with primary aldosteronism generally will not respond to antihypertensive medicinal
products acting through inhibition of the renin-angiotensin system. Therefore, the use of
MICARDIS PLUS is not recommended.

Aortic and mitral valve stenosis, obstructive hypertrophic cardiomyopathy:
As with other vasodilators, special caution is indicated in patients suffering from aortic or mitral
stenosis, or obstructive hypertrophic cardiomyopathy.

Metabolic and endocrine effects:
Thiazide therapy may impair glucose tolerance. In diabetic patients, dosage adjustments of
insulin or oral hypoglycaemic agents may be required. Latent diabetes mellitus may become
manifest during thiazide therapy.

An increase in cholesterol and triglyceride levels has been associated with thiazide diuretic
therapy; however, at the 12.5 mg dose contained in MICARDIS PLUS, minimal or no effects were
reported.

Hyperuricaemia may occur or frank gout may be precipitated in some patients receiving thiazide
therapy.

Electrolyte imbalance:
As for any patient receiving diuretic therapy, periodic determination of serum electrolytes
should be performed at appropriate intervals.

Thiazides, including hydrochlorothiazide, can cause fluid or electrolyte imbalance
(hypokalaemia, hyponatraemia, and hypochloraemic alkalosis). Warning signs of fluid or
electrolyte imbalance are dryness of mouth, thirst, weakness, lethargy, drowsiness,
restlessness, muscle pain or cramps, muscular fatigue, hypotension, oliguria, tachycardia, and
gastro-intestinal disturbances such as nausea or vomiting.

Although hypokalaemia may develop with the use of thiazide diuretics, concurrent therapy with
telmisartan may reduce diuretic-induced hypokalaemia. The risk of hypokalaemia is greatest in
patients with cirrhosis of liver, in patients experiencing brisk diuresis, in patients who are
receiving inadequate oral intake of electrolytes and in patients receiving concomitant therapy
with corticosteroids or ACTH. Conversely, due to the antagonism of the angiotensin II (AT1)
receptors by the telmisartan component of MICARDIS PLUS, hyperkalaemia might occur.
Although clinically significant hyperkalaemia has not been documented with MICARDIS PLUS,
risk factors for the development of hyperkalaemia include renal insufficiency and/or heart
failure, and diabetes mellitus. Potassium-sparing diuretics, potassium supplements or
potassium-containing salt substitutes should be co-administered cautiously with MICARDIS
PLUS.

Thiazides may decrease urinary calcium excretion and cause an intermittent and slight elevation
of serum calcium in the absence of known disorders of calcium metabolism. Marked
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hypercalcaemia may be evidence of hidden hyperparathyroidism. Thiazides should be
discontinued before carrying out tests for parathyroid function.

Thiazides have been shown to increase the urinary excretion of magnesium, which may result
in hypomagnesaemia.

Sorbitol:

The maximum recommended daily dose of MICARDIS PLUS contains 169 mg sorbitol in the
dose strength 40/12.5 mg and 338 mg sorbitol in the dose strengths 80/12.5 mg and 80/25 mg.
Patients with the rare hereditary condition of fructose intolerance should not take this
medicine.

Sorbitol is a source of fructose. MICARDIS PLUS tablets 80/12.5 mg is not recommended for
use in patients with hereditary fructose intolerance (HFI).

Diabetes mellitus:

In diabetic patients with an additional cardiovascular risk, i.e. patients with diabetes mellitus
and coexistent coronary artery disease (CAD), the risk of fatal myocardial infarction and
unexpected cardiovascular death may be increased when treated with blood pressure lowering
agents such as ARBs or ACE-inhibitors. In patients with diabetes mellitus CAD may be
asymptomatic and therefore undiagnosed. Patients with diabetes mellitus should undergo
appropriate diagnostic evaluation, e.g. exercise stress testing, to detect and to treat CAD
accordingly before initiating treatment with MICARDIS PLUS.

Lactose:

MICARDIS PLUS tablets 40/12.5 mg contains 112 mg of lactose monohydrate in each tablet.
Patients with rare hereditary problems of galactose intolerance, total lactase deficiency or
glucose-galactose malabsorption should not take this medicine. MICARDIS PLUS tablets
80/12.5 mg contains 112 mg of lactose monohydrate in each tablet. Patients with rare
hereditary problems of galactose intolerance, total lactase deficiency or glucose-galactose
malabsorption should not take this medicine.

Sodium:

MICARDIS PLUS tablets 40/12.5 mg contain less than 1 mmol sodium (23 mg) per tablet, that
is to say essentially ‘sodium-free’. MICARDIS PLUS tablets 80/12.5 mg contain less than 1
mmol sodium (23 mg) per tablet, that is to say essentially ‘sodium-free’.

Ischaemic hearth disease:

As with any antihypertensive agent, excessive reduction of blood pressure in patients with
ischaemic cardiopathy or ischaemic cardiovascular disease could result in a myocardial
infarction or stroke.

General:

Hypersensitivity reactions to hydrochlorothiazide may occur in patients with or without a
history of allergy or bronchial asthma, but are more likely in patients with such a history.
Exacerbation or activation of systemic lupus erythematosus has been reported with the use of
thiazide diuretics.

Cases of photosensitivity reactions have been reported with use of thiazide diuretics (see
Adverse reactions). In the event of a photosensitivity reaction occurring during treatment,
discontinuation of the treatment is recommended. If resumption of the treatment is essential,
areas exposed to the sun or to artificial UVA rays should be protected.

Choroidal effusion, Acute Myopia and Secondary Angle-Closure Glaucoma:

Hydrochlorothiazide, a sulfonamide, can cause an idiosyncratic reaction, resulting in choroidal
effusion with visual field defect, in acute transient myopia and acute angle-closure glaucoma.
Symptoms include acute onset of decreased visual acuity or ocular pain and typically occur
within hours to weeks of drug initiation. Untreated acute angle-closure glaucoma can lead to
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permanent vision loss. The primary treatment is to discontinue hydrochlorothiazide as rapidly
as possible. Prompt medical or surgical treatments may need to be considered if the intraocular
pressure remains uncontrolled. Risk factors for developing acute angle-closure glaucoma may
include a history of sulfonamide or penicillin allergy.

Non-melanoma skin cancer

An increased risk of non-melanoma skin cancer (NMSC) [basal cell carcinoma (BCC) and
squamous cell carcinoma (SCC)] with increasing cumulative dose of hydrochlorothiazide
exposure has been observed in two epidemiological studies based on the Danish National
Cancer Registry (see Adverse Reaction). Photosensitizing actions of hydrochlorothiazide could
act as a possible mechanism for NMSC.

Patients taking hydrochlorothiazide should be informed of the risk of NMSC and advised to
regularly check their skin for any new lesions and promptly report any suspicious skin lesions.
Suspicious skin lesions should be promptly examined potentially including histological
examinations of biopsies.

Possible preventive measures such as limited exposure to sunlight and UV rays and, in case of
exposure, adequate protection should be advised to the patients in order to minimize the risk
of skin cancer. The use of hydrochlorothiazide may also need to be reconsidered in patients
who have experienced previous NMSC.

Acute Respiratory Toxicity

Very rare severe cases of acute respiratory toxicity, including acute respiratory distress
syndrome (ARDS) have been reported after taking hydrochlorothiazide. Pulmonary oedema
typically develops within minutes to hours after hydrochlorothiazide intake. At the onset,
symptoms include dyspnoea, fever, pulmonary deterioration and hypotension. If diagnosis of
ARDS is suspected, MICARDIS® Plus should be withdrawn and appropriate treatment given.
Hydrochlorothiazide should not be administered to patients who previously experienced ARDS
following hydrochlorothiazide intake.

Interactions

Interactions linked to telmisartan

Telmisartan may increase the hypotensive effect of other antihypertensive agents. Other
interactions of clinical significance have not been identified.

Co-administration of telmisartan did not result in a clinically significant interaction with
digoxin, warfarin, hydrochlorothiazide, glibenclamide, ibuprofen, paracetamol, simvastatin and
amlodipine. For digoxin a 20% increase in median plasma digoxin trough concentration has
been observed (39% in a single case), monitoring of plasma digoxin levels should be considered.

In one study the co-administration of telmisartan and ramipril led to an increase of up to 2.5
fold in the AUCO0-24 and Cmax of ramipril and ramiprilat. The clinical relevance of this
observation is not known.

Reversible increases in serum lithium concentrations and toxicity have been reported during
concomitant administration of lithium with angiotensin converting enzyme inhibitors.

Cases have also been reported with angiotensin II receptor blockers, including telmisartan.
Furthermore, renal clearance of lithium is reduced by thiazides so the risk of lithium toxicity
could be increased with MICARDIS PLUS. Lithium and MICARDIS PLUS should only be co-
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administered under medical supervision and serum lithium level monitoring is advisable during
concomitant use.

Treatment with (NSAIDs) (i.e. ASA at anti-inflammatory dosage regimens, COX-2 inhibitors and
non-selective NSAIDs) is associated with the potential for acute renal insufficiency in patients
who are dehydrated. Compounds acting on the Renin-Angiotensin-System like telmisartan may
have synergistic effects. Patients receiving NSAIDs and telmisartan should be adequately
hydrated and be monitored for renal function at the beginning of combined treatment.

A reduced effect of antihypertensive drugs like telmisartan by inhibition of vasodilating
prostaglandins has been reported during combined treatment with NSAIDs.

The co-administration of NSAIDs may reduce the diuretic, natriuretic and antihypertensive
effects of thiazide diuretics in some patients.

Interactions linked to hydrochlorothiazide (HCTZ)

When administered concurrently, the following drugs may interact with thiazide diuretics:
Alcohol, barbiturates, or narcotics: Potentiation of orthostatic hypotension may occur;
Antidiabetic drugs (oral agents and insulins): Dosage adjustment of the antidiabetic drug may
be required;

Metformin: There is a risk of lactic acidosis when co-administered with hydrochlorothiazide;
Cholestyramine and colestipol resins: Absorption of hydrochlorothiazide is impaired in the
presence of anionic exchange resins;

Digitalis glycosides: Thiazide-induced hypokalaemia or hypomagnesaemia favour the onset
of digitalis-induced cardiac arrhythmias;

Pressor amines (e.g. noradrenaline): The effect of pressor amines may be decreased;
Nondepolarizing skeletal muscle relaxants (e.g. tubocurarine): The effect of nondepolarizing
skeletal muscle relaxants may be potentiated by hydrochlorothiazide;

Treatment for gout: Dosage adjustment of uricosuric medications may be necessary as
hydrochlorothiazide may raise the level of serum uric acid. Co-administration of thiazide may
increase the incidence of hypersensitivity reactions of allopurinol;

Calcium salts: Thiazide diuretics may increase serum calcium levels due to the decreased
excretion. If calcium supplements must be prescribed, serum calcium levels should be
monitored and calcium dosage adjusted accordingly;

Other interactions:

The hyperglycaemic effect of beta-blockers and diazoxide may be enhanced by thiazides.
Anticholinergic agents (e.g. atropine, biperiden) may increase the bioavailability of thiazide-
type diuretics by decreasing gastro-intestinal motility and stomach emptying rate.
Thiazides may increase the risk of adverse effects caused by amantadine. Thiazides may
reduce the renal excretion of cytotoxic drugs (e.g. cyclophosphamide, methotrexate) and
potentiate their myelosuppressive effects.

The potassium-depleting effect of hydrochlorothiazide is attenuated by the potassium-sparing
effect of telmisartan. However, this effect of hydrochlorothiazide on serum potassium would be
expected to be potentiated by other drugs associated with potassium loss and hypokalaemia
(e.g. other kaliuretic diuretics, laxatives, corticosteroids, ACTH, amphotericin, carbenoxolone,
penicillin G sodium, salicylic acid and derivatives).

If these drugs are to be prescribed with MICARDIS PLUS, monitoring of potassium plasma levels
is advised.

In the event of dehydration caused by diuretics, there is an increased risk of acute functional
renal failure, particularly during use of high doses of iodinated contrast products. Rehydration
before administration of the iodinated product is required.
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Conversely, based on the experience with the use of other drugs that blunt the renin-
angiotensin system, concomitant use of potassium-sparing diuretics, potassium supplements,
salt substitutes containing potassium or other drugs that may increase serum potassium levels
(e.g. heparin sodium) may lead to increases in serum potassium.

If these drugs are to be prescribed with MICARDIS PLUS, monitoring of potassium plasma levels
is advised.

Periodic monitoring of serum potassium is recommended when MICARDIS PLUS is
administered with drugs affected by serum potassium disturbances, e.g. digitalis glycosides,
anti-arrhythmic agents and drugs known to induce torsades de pointes.

Fertility, Pregnancy and Lactation

Pregnancy

Telmisartan:

The use of angiotensin II receptor blockers is not recommended during the first trimester of
pregnancy and should not be initiated during pregnancy. When pregnancy is diagnosed,
treatment with angiotensin II receptor blockers should be stopped immediately, and, if
appropriate, alternative therapy should be started.

Unless continued angiotensin II receptor blockers therapy is considered essential, patients
planning pregnancy should be changed to alternative anti-hypertensive treatments which have
an established safety profile for use in pregnancy.

Non-clinical studies with telmisartan do not indicate teratogenic effect, but have shown
fetotoxicity.

The use of angiotensin II receptor blockers is contraindicated during the second and third
trimester of pregnancy.

Angiotensin II receptor blockers exposure during the second and third trimesters is known to
induce human fetotoxicity (decreased renal function, oligohydramnios, skull ossification
retardation) and neonatal toxicity (renal failure, hypotension, hyperkalaemia).

Should exposure to angiotensin II receptor blockers have occurred from the second trimester
of pregnancy, ultrasound check of renal function and skull is recommended.

Infants whose mothers have taken angiotensin II receptor blockers should be closely observed
for hypotension.

Hydrochlorothiazide:
There is limited experience with hydrochlorothiazide during pregnancy, especially during the
first trimester.

Hydrochlorothiazide crosses the placenta. Based on the pharmacological mechanism of action
of hydrochlorothiazide its use during the second and third trimester may compromise foeto-
placental perfusion and may cause foetal and neonatal effects like icterus, disturbance of
electrolyte balance and thrombocytopenia.

Hydrochlorothiazide should not be used for gestational oedema, gestational hypertension or
preeclampsia due to the risk of decreased plasma volume and placental hypoperfusion, without
a beneficial effect on the course of the disease.
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Hydrochlorothiazide should not be used for essential hypertension in pregnant women except
in rare situations where no other treatment could be used.

Lactation

MICARDIS PLUS is contraindicated during lactation since it is not known whether telmisartan
is excreted in human milk. Non-clinical studies have shown excretion of telmisartan in breast
milk.

Thiazides appear in human milk and may inhibit lactation.

Fertility

No studies on fertility in humans with the fixed dose combination or with the individual
components have been performed.

In non-clinical studies, no effects of telmisartan and hydrochlorothiazide on male and female
fertility were not observed.

Driving and Using Machines

No studies on the effect on the ability to drive and use machines have been performed.
However, when driving vehicles or operating machinery, it should be taken into account that
dizziness, syncope or vertigo may occasionally occur when taking antihypertensive therapy.

If patients experience these adverse events, they should avoid potentially hazardous tasks such
as driving or operating machinery.

Side Effects

The overall incidence of adverse events reported with MICARDIS PLUS was comparable to those
reported with telmisartan alone in randomised controlled trials involving 1471 patients
receiving telmisartan plus hydrochlorothiazide (835) or telmisartan alone (636). There was no
dose-relationship to undesirable effects and there was no correlation with gender, age or race
of the patients.

Tabulated summary of adverse reactions

The following adverse reactions derived from the use of telmisartan / hydrochlorothiazide
combination or the use of monocomponents (telmisartan or hydrochlorothiazide) in clinical
trials or from post-marketing experience are shown in the table below classified by MedDRA
System organ class and MedDRA Preferred terms

Frequency categories:
very common (= 1/10); common (= 1/100 - < 1/10); uncommon (= 1/1,000 - < 1/100); rare (=
1/10,000 - < 1/1,000); very rare (< 1/10,000); not known (cannot be estimated from the available

data).
MedDRA System Organ Adverse reactions Frequencies
Class terminology

Infections and infestations | sepsis (including fatal outcome) rare?
bronchitis rare?
pharyngitis rare”
sinusitis rare”
upper respiratory tract infection uncommon?
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MedDRA System Organ Adverse reactions Frequencies
Class terminology
urinary tract infection uncommon?
cystitis uncommon?
Neoplasms benign, | basal cell carcinoma not known?
malignant and unspecified | squamous cell carcinoma of skin not known?
(incl cysts and polys) lip squamous cell carcinoma not known?
Blood and lymphatic system | anaemia uncommon?
disorders thrombocytopenia rare®, rare?
thrombocytopenic purpura rare®
eosinophilia rare?
aplastic anaemia not known?
haemolytic anaemia very rare?
bone marrow failure very rare?
leukopenia very rare?
agranulocytosis very rare?
Immune system disorders | anaphylactic reaction rare?

hypersensitivity

rare?, very rare®

Metabolism and nutrition
disorders

hypokalaemia

uncommon?, very common?®

hyponatraemia

rare?, rare?, common?®

hyperuricaemia

rare?, common?®

hyperkalaemia uncommon?
hypoglycaemia (in diabetic patients) |rare?
decreased appetite common?®
hyperglycaemia rare®
hypomagnesaemia common?
hypercalcaemia rare®

alkalosis hypochloraemic very rare?
hyperlipidemia® very common?
diabetes mellitus inadequate control |rare®

Psychiatric disorders anxiety uncommon?, rare?
depression rare?, uncommon?, rare®
retlessness? -
insomnia rare”, uncommon?

Nervous system disorders dizziness common?, rare?

syncope (faint)

uncommon?, uncommon?

paraesthesia

uncommon?, rare®

sleep disorder rare?, rare®
headache rare?

Eye disorders visual impairment rare?, rare?, rare®
vision blurred rare?
angle closure glaucoma not known?
choroidal effusion not known?

Ear and labyrinth disorders

vertigo

uncommon?, uncommon?

Cardiac disorders

arrhythmia

uncommon?, rare®

tachycardia

uncommon?, rare?

bradycardia

uncommon?

Vascular disorders

hypotension

uncommon?, uncommon?
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MedDRA System Organ Adverse reactions Frequencies
Class terminology
orthostatic hypotension uncommon®, uncommon?,
common?®
vasculitis necrotising very rare?

Respiratory, thoracic and
mediastinal disorders

dyspnoea

uncommon?, uncommon?

respiratory distress

rare?, very rare®

pneumonitis

rare”, very rare?

pulmonary oedema

rare?, very rare®

acute respiratory distress syndrome® | very rare?
Gastrointestinal disorders diarrhoea uncommon?, uncommon?,
rare?
dry mouth uncommon?, rare?
flatulence uncommon?, uncommon?
abdominal pain rare?, uncommon?
constipation rare?, rare®
dyspepsia rare”, uncommon?
vomiting rare?, uncommon?,
common?®
gastritis rare”
abdominal discomfort rare?, not known®
pancreatitis very rare?
nausea common?®
Hepatobiliary disorders abnormal hepatic function / liver | rare?, rare?
disorder
Most cases of hepatic function abnormal/liver
disorder from post-marketing experience with
telmisartan occurred in patients in Japan, who
are more likely to experience these adverse
reactions
jaundice rare?
cholestasis rare®
Skin and subcutaneous|angioedema (including fatal | rare?, rare?
tissue disorders outcome)
erythema rare?, rare?
pruritus rare?, uncommon?
rash rare?, uncommon?,
common?®

hyperhidrosis

rare’, uncommon?

urticaria rare?, rare?, common®

eczema rare?

drug eruption rare?

toxic skin eruption rare?

toxic epidermal necrolysis very rare?

lupus-like syndrome very rare?

cutaneous lupus erythematosus very rare?

photosensitivity reaction rare®

erythema multiforme not known?
Musculoskeletal and | back pain uncommon®; uncommon?
connective tissue disorders | muscle spasm (cramps in legs) uncommon”, uncommon?,

not known?
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MedDRA System Organ
Class terminology

Adverse reactions

Frequencies

uncommon?, uncommon?

myalgia

arthralgia rare?, rare?,

pain in extremity (leg pain) rare?, rare?,

tendon  pain  (tendonitis  like |rare?

symptoms)

systemic lupus erythematosus rare?

Based on post-marketing experience

Renal and urinary disorders |renal impairment (including acute |telmisartan:

kidney injury) uncommon?
hydrochlorothiazide:
not known? (renal
impairment), uncommon?®
(acute kidney injury)

glycosuria rare ®

Reproductive system and
breast disorders

erectile dysfunction

uncommon?, common?

General disorders and|chest pain uncommon?, uncommon?
administration site | influenza like illness rare?, rare?,
asthenia (weakness) uncommon?, not known®
pyrexia not known?

Investigations

blood uric acid increased

uncommon?, rare?

blood creatinine increased

rare’, uncommon?

hepatic enzyme increased rare”, rare?
blood creatine phosphokinase|rare”, rare?
increased

haemoglobin decreased rare?, rare?

'Adverse reactions of FDC telmisartan + hydrochlorothiazide
2 Adverse reactions of telmisartan as monotherapy
*Adverse reactions of hydrochlorothiazide as monotherapy

Overdose

Limited information is available for MICARDIS PLUS with regard to overdose in humans.

Symptoms

The most prominent manifestations of telmisartan overdose were hypotension and tachycardia;

bradycardia also occurred.

Overdose with hydrochlorothiazide is associated with electrolyte depletion (hypokalaemia,
hypochloraemia) and dehydration resulting from excessive diuresis. The most common signs
and symptoms of overdose are nausea and somnolence. Hypokalaemia may result in muscle
spasm and/or accentuate cardiac arrhythmias associated with the concomitant use of digitalis
glycosides or certain anti-arrhythmic drugs.

Therapy

No specific information is available on the treatment of overdose with MICARDIS PLUS. The
patient should be closely monitored, and the treatment should be symptomatic and supportive
depending on the time since ingestion and the severity of the symptoms.
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Serum electrolytes and creatinine should be monitored frequently. If hypotension occurs, the
patient should be placed in a supine position, with salt and volume replacements given quickly.

Telmisartan is not removed by haemofiltration and is not dialyzable. The degree to which
hydrochlorothiazide is removed by haemodialysis has not been established.

Pharmacological properties

Pharmacotherapeutic group:
Angiontensin I receptor blocker, plain (telmisartan), combination with Diuretics
(hydrochlorothiazide)

ATC code:
C09DAO07

Mode of Action

MICARDIS PLUS is a combination of an angiotensin II receptor blocker, telmisartan, and a
thiazide diuretic, hydrochlorothiazide. The combination of these ingredients has an additive
antihypertensive effect, reducing blood pressure to a greater degree than either component
alone.

MICARDIS PLUS once daily produces effective and smooth reductions in blood pressure across
the therapeutic dose range.

Telmisartan

Telmisartan is an orally effective and specific angiotensin II receptor (type AT1) blocker.
Telmisartan displaces angiotensin II with very high affinity from its binding site at the AT1
receptor subtype, which is responsible for the known actions of angiotensin II.

Telmisartan does not exhibit any partial agonist activity at the ATj receptor. Telmisartan

selectively binds the AT receptor. The binding is long lasting.

Telmisartan does not show affinity for other receptors, including AT2 and other less

characterised AT receptors.

The functional role of these receptors is not known, nor is the effect of their possible
overstimulation by angiotensin II, whose levels are increased by telmisartan. Plasma
aldosterone levels are decreased by telmisartan. Telmisartan does not inhibit human plasma
renin or block ion channels. Telmisartan does not inhibit angiotensin converting enzyme
(kininase II), the enzyme which also degrades bradykinin. Therefore it is not expected to
potentiate bradykinin-mediated adverse effects.

In man, an 80 mg dose of telmisartan almost completely inhibits the angiotensin II evoked
blood pressure increase. The inhibitory effect is maintained over 24 hours and still measurable
up to 48 hours.

Hydrochlorothiazide

Hydrochlorothiazide is a thiazide diuretic. The mechanism of the antihypertensive effect of
thiazide diuretics is not fully known. Thiazides effect the renal tubular mechanisms of
electrolyte re-absorption, directly increasing excretion of sodium and chloride in approximately
equivalent amounts. The diuretic action of hydrochlorothiazide reduces plasma volume,
increases plasma renin activity, increases aldosterone secretion, with consequent increases in
urinary potassium and bicarbonate loss, and decreases in serum potassium. Presumably
through blockade of the renin-angiotensin-aldosterone system, co-administration of
telmisartan tends to reverse the potassium loss associated with these diuretics.
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With hydrochlorothiazides, onset of diuresis occurs in 2 hours, and peak effect occurs at about
4 hours, while the action persists for approximately 6 - 12 hours. the antihypertensive effect
lasts for up to 24 hours.

Pharmacodynamics

Telmisartan

After the first dose of telmisartan, the antihypertensive activity gradually becomes evident
within 3 hours. The maximum reduction in blood pressure is generally attained &4 weeks after
the start of treatment and is sustained during long-term therapy.

The antihypertensive effect persists constantly over 24 hours after dosing and includes the last
4 hours hefore the next dose as shown by ambulatory blood pressure measurements. This is
confirmed by through to peak ratios consistently above 80% seen after doses of 40 and 80 mg
of telmisartan in placebo controlled clinical studies.

There is an apparent trend to a dose relationship to a time to recovery of baseline SBP. In this
respect data concerning DBP are inconsistent.

In patients with hypertension telmisartan reduces both systolic and diastolic blood pressure
without affecting pulse rate. The antihypertensive efficacy of telmisartan has been compared to
agents representative of other classes of antihypertensive drugs (in clinical trials comparing
telmisartan to agents such as amlodipine, atenolol, enalapril, hydrochlorothiazide, losartan,
lisinopril , ramipril and valsartan).

Upon abrupt cessation of treatment with telmisartan, blood pressure gradually returns to pre-
treatment values over a period of several days without evidence of rebound hypertension.

Telmisartan treatment has been shown in clinical trials to be associated with statistically
significant reductions in Left Ventricular Mass and Left Ventricular Mass Index in patients with
hypertension and Left Ventricular Hypertrophy.

Telmisartan treatment has been shown in clinical trials (including comparators like losartan,
ramipril and valsartan) to be associated with statistically significant reductions in proteinuria
(including microalbuminuria and macroalbuminuria) in patients with hypertension and diabetic
nephropathy.

The incidence of dry cough was significantly lower in patients treated with telmisartan than in
those given angiotensin converting enzyme inhibitors in clinical trials directly comparing the
two antihypertensive treatments.

Clinical Trial

Epidemiological studies have shown that long-term treatment with
hydrochlorothiazide reduces the risk of cardiovascular mortality and morbidity.

Pharmacokinetics
Concomitant administration of hydrochlorothiazide and telmisartan has no effect on the
pharmacokinetics of either drug.
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Telmisartan

Absorption

Following oral administration peak concentrations of telmisartan are reached in 0.5 - 1.5 h after
dosing. The absolute bioavailability of telmisartan at 40 mg and 160 mg was 42% and 58%,
respectively. Food slightly reduces the bioavailability of telmisartan with a reduction in the area
under the plasma concentration time curve (AUC) of about 6% with the 40 mg tablet and about
19% after a 160 mg dose. By 3 hours after administration plasma concentrations are similar
whether telmisartan is taken fasting or with food. The small reduction in AUC is not expected to
cause a reduction in the therapeutic efficacy.

Distribution

Telmisartan is highly bound to plasma proteins (> 99.5%) mainly albumin and alphal-acid
glycoprotein. The apparent volume of distribution for telmisartan is approximately 500 litres
indicating additional tissue binding.

Biotransformation

Following either intravenous or oral administration of “C-labelled telmisartan most of the
administered dose (> 97%) was eliminated in faeces via biliary excretion. Only minute amounts
were found in urine.

Telmisartan is metabolised by conjugation to form a pharmacologically inactive
acylglucuronide. The glucuronide of the parent compound is the only metabolite that has been
identified in humans.

After a single dose of “C-labelled telmisartan the glucuronide represents approximately 11% of
the measured radioactivity in plasma. The cytochrome P450 isoenzymes are not involved in the
metabolism of telmisartan.

Elimination
Total plasma clearance (CLtot) is high (approximately 900 mL/min compared with hepatic blood
flow (about 1500 mL/min). Terminal elimination half-life was > 20 hours.

Linearity

The pharmacokinetics of orally administered telmisartan are non-linear over doses from 20 -
160 mg with greater than proportional increases of plasma concentrations (Cwax and AUC) with
increasing doses. Telmisartan does not accumulate significantly in plasma on repeated
administration.

Hydrochlorothiazide

Absorption

Following oral administration of MICARDIS PLUS peak concentrations of hydrochlorothiazide
are reached in approximately 1.0 - 3.0 hours after dosing. Based on cumulative renal excretion
of hydrochlorothiazide the absolute bioavailability was about 60%.

Distribution
Hydrochlorothiazide is 64% protein bound in the plasma and its apparent volume of
distribution is 0.8 + 0.3 I/kg.

Biotransformation
Hydrochlorothiazide is not metabolised in man and is excreted almost entirely as unchanged
drugin urine.
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Elimination

About 60% of the oral dose are eliminated as unchanged drug within 48 hours. Renal clearance
is about 250 - 300 mL/min. The terminal elimination half-life of hydrochlorothiazide is 10 - 15
hours.

PK in specific populations

Gender differences:

Gender differences in plasma concentrations of telmisartan were observed, Cmax and AUC
being approximately 3- and 2-fold higher, respectively, in females compared to males without
relevant influence on effocacy. There was a trend towards higher plasma concentrations of
hydrochlorothiazide in female than in male subjects. This is not considered to be of clinical
relevance.

Geriatric patients:
Pharmacokinetics of telmisartan do not differ between younger geriatric patients.

Renal impairment:

Lower plasma concentrations were observed in patients with renal insufficiency undergoing
dialysis. Telmisartan is highly bound to plasma protein in renal-insufficient subjects and cannot
be removed by dialysis. The elimination half-life is not changed in patients with renal
impairment. In patients with impaired renal function the rate of hydrochlorothiazide
elimination is reduced.

In a typical study in patients with a mean creatinine clearance of 90 mL/min the elimination
half-life of hydrochlorothiazide was increased. In functionally anephric patients the elimination
half-life is about 34 hours.

Hepatic impairment:
Pharmacokinetic studies in patients with hepatic impairment showed an increase in absolute
bioavailability up to nearly 100%. The elimination half-life is not changed in patients with
hepatic impairment.

Toxicology

In non-clinical safety studies performed with co-administration of telmisartan and
hydrochlorothiazide in normotensive rats and dogs, doses producing exposure comparable to
that in the clinical therapeutic range caused no additional findings not already observed with
administration of either substance alone. There were no toxicological findings observed of
relevance to human therapeutic use.

Toxicological findings also well known from non-clinical studies with angiotensin converting
enzyme inhibitors and angiotensin II receptor blockers were: a reduction of red cell parameters
(erythrocytes, haemoglobin, haematocrit), changes of renal haemodynamics (increased blood
urea nitrogen and creatinine), increased plasma renin activity, hypertrophy/hyperplasia of the
juxtaglomerular cells and gastric mucosal injury.

Gastric lesions could be prevented/ameliorated by oral saline supplementation and group
housing of animals. In dogs renal tubular dilation and atrophy were observed. These findings
are considered to be due to the pharmacological activity of telmisartan.

No effects of telmisartan on male or female fertility were observed.

Telmisartan showed no evidence of mutagenicity and relevant clastogenic activity in in vitro
studies and no evidence of carcinogenicity in rats and mice. Studies with hydrochlorothiazide
have shown equivocal evidence for a genotoxic or carcinogenic effect in some experimental
models.

Red font: Proposed addition from proposed PI Version 15; Blue font: Relocating sentences and editorial only;
Yellow highlighted: Addition from BPOM/BPOM Requested
DISETUJUI OLEH BPOM : 21/11/2023 ID : EREG10036412300095

EREG10036412300096



There is no clear evidence of a teratogenic or embryotoxic potential for either telmisartan or
hydrochlorothiazide administered as single entities or in combination. At toxic doses levels,
however, non-clinical studies indicated some hazardous potential of telmisartan to fetal
development (increased number of late resorptions in rabbits) and to the postnatal
development of the offspring: lower body weight, delayed eye opening, and higher mortality.

Availabilty
Micardis PLUS 40/12.5 mg Box, 2 blister @ 10 Tablet Reg No: DKI2055200110A1
Micardis PLUS 80/12.5 mg Box, 2 blister @ 10 Tablet Reg No: DKI2055200110B1

Only on Doctor’s Prescription.
Harus dengan Resep Dokter

Store below 30°C
Store in the original package in order to protect from moisture.

Manufactured by:

Manufactured by / Diproduksi oleh:

Boehringer Ingelheim Hellas Single Member S.A.
Koropi, Yunani

Package by / Dikemas oleh:
Boehringer Ingelheim Shanghai Pharmaceutical Co., Ltd.
Shanghai, Cina

For / Untuk :
Boehringer Ingelheim International GmbH
Ingelheim am Rhein, Jerman

Imported by / Diimpor oleh :
PT Boehringer Ingelheim Indonesia
Bogor, Indonesia

15-0323
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Produk Informasi untuk Pasien

Micardis Plus®
(Telmisartan/Hidroklorotiazid)
Tablet 40mg; 80mg/12.5mg

Bacalah seluruh produk informasi ini dengan seksama sebelum mulai mengonsumsi obat ini karena

produk informasi ini berisi infromasi yang bermanfaat untuk anda.

- Simpanlah leaflet ini. Anda mungkin perlu untuk membacanya kembali.

- Bila Anda memiliki pertanyaan lebih lanjut, bertanyalah kepada dokter, apoteker atau perawat Anda.

- Obat ini diresepkan hanya untuk Anda saja. Jangan berikan kepada orang lain. Hal ini dapat
membahayakan mereka, walau tanda-tanda penyakit mereka sama dengan Anda.

- Bila Anda mengalami efek samping apapun, bicarakan kepada dokter, apoteker atau perawat Anda,
termasuk efek samping yang belum tertulis dalam leaflet ini.

Apa isi produk informasi ini

Apakabh isi dari Micardis Plus dan digunakan untuk apakah obat ini?
Apa yang perlu Anda ketahui sebelum Anda minum Micardis Plus?
Bagaimana cara minum Micardis Plus?

Kemungkinan efek samping.

Bagaimana cara menyimpan Micardis Plus?

Isi paket dan informasi lainnya.

o FEwnh =

1. Apakah Micardis Plus dan digunakan untuk apakah obat ini?

Micardis Plus merupakan kombinasi dari dua zat aktif, telmisartan dan hidroklorotiazid dalam satu tablet.

Kedua zat ini membantu untuk mengontrol tekanan darah tinggi.

- Telmisartan dikelompokan kedalam angiotensin II reseptor (tipe AT1) antagonis.
Telmisartan menggantikan posisi angiotensin-II pada reseptor AT1 dengan afinitas ikatan yang sangat
tinggi sehingga pembuluh darah melebar (relaks) dan tekanan darah menurun.

- Hidroklorotiazid dikelompokan kedalam diuretik thiazide, yang menyebabkan peningkatan frekuensi
pengeluaran urin, sehingga tekanan darah menurun.

Micardis Plus digunakan sebagai pengobatan esensial untuk tekanan darah tinggikombinasi zat aktif pada
Micardis Plus diindikasikan untuk pasien yang memiliki tekanan darah tidak cukup terkontrol ketika
menggunakan telmisartan dan hidroklorotiazid dalam bentuk tunggal.

2. Apayang perlu Anda ketahui sebelum Anda minum Micardis Plus?

Jangan gunakan Micardis Plus

e Jika memiliki hipersensitif terhadap telmisartan dan hidroklorotiazid atau bahan tambahan lain dari
obat ini (terdaftar dalam bagian 6) dan turunan sulfonamida.

e (Hidroklorotiazid merupakan turunan sulfinamida).Jika sedang dalam keadaan hamil dan menyusui.
(Lebih baik menghindari penggunaan Micardis Plus pada awal kehamilan - lihat bagian kehamilan)

o Jika memiliki gangguan hati berat, Ensefalopati Hepatik, kolestasis atau kerusakan empedu (gangguan
pada saluran empedu dari liver dan kantung empedu).

e Jika memiliki gangguan ginjal berat, tidak ada produksi urin, atau peradangan ginjal akut.

e Jika dokter menyatakan bahwa pasien memiliki potasium level yang rendah atau kalsium level yang
tinggi dalam darah pasien yang tidak dapat disembuhkan.
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o Jika memiliki diabetes atau gangguan fungsi ginjal dan menjaga tekanan darah dengan obat yang
mengandung aliskiren.

e Jika pasien sedang melakukan terapi hiponatremia refraktori (kekurangan elektrolit natrium yang
parah).

e Jika pasien memiliki gejala asam urat berlebih / sakit sendi karena asam urat.

Jika terdapat beberapa poin pada kondisi pasien, hubungi dokter atau apoteker sebelum mengonsumsi
Micardis Plus.

Peringatan dan perhatian

Konsultasikan kepada dokter sebelum mengonsumsi Micardis Plus jika mengalami seluruh atau beberapa

dari kondisi di bawah ini:

- Kehamilan

- Gangguan ginjal atau transplantasi ginjal.

- hipertensi pada pembuluh darah ginjal / penyempitan pembuluh darah pada satu atau kedua
ginjalGangguan liver

- Pasien penyusutan volume dan atau sodium

- Hambatan dual sistem Renin-Angiotensin-Aldosteron

- Hormon aldosteron berlebih

- Penyempitan katup jantung dan pembuluh darah besar, penebalan otot jantung

- Efek metabolik dan endokrin

- Ketidakseimbangan elektrolit

- Sorbitol

- Diabetes

- Laktosa

- Sodium

- Penyakit jantung iskemi

- Reaksi hipersensitivitas terhadap hidroklorotiazid dapat menyebabkan pasien dengan atau tanpa
riwayat alergi atau asma bronkial, tetapi banyak terjadi pada pasien yang memiliki riwayat. Kekambuhan
atau aktifnya lupus ke seluruh tubuh telah dilapokan terjadi pada pengguna diuretik tiazida.

- Bahan aktif Hidroklorotiazid dapat menimbulkan reaksi yang tidak biasa, seperti menurunkan daya
penglihatan dan nyeri pada mata. Hal ini dapat disebabkan dari akumulasi cairan pada lapisan vascular
mata (chorodial effusion) atau peningkatan tekanan pada mata dan dapat terjadi dalam hitungan jam
hingga minggu setelah mengonsumsi Micardis Plus. Hal ini dapat menyebabkan gangguna penglihatan
permanen, jika tidak diobati.

- Jika memiliki kanker kulit atau jika terdapat lesi kulit (yang seharusnya tidak ada) selama proses
pengobatan. Pengobatan dengan Hidroklorotiazid, secara rutin dalam penggunaan jangka Panjang
dengan dosis tinggi, dapat meingkatkan risiko terjadinya beberapa jenis kanker kulit dan bibir (non-
melanoma skin cancer). Lindungi kulit dari paparan sinar matahari dan sinar UV selama mengonsumsi
Micardis Plus.

- Toksisitas pernapasan akut

Konsultasikan dengan dokter sebelum mengonsumsi Micardis Plus:

e Jika mengonsumsi beberapa obat untuk mengobati tekanan darah tinggi dengan ACE-inhibitor (sebagai
contoh enalapril, lisinopril, ramipril), khususnya jika memiliki diabetes disertai coronary artery disease
(CAD).

e Jika mengonsumsi digoxin.
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¢ Jika memiliki riwayat gangguan pernapasan disertai penggunaan Hidroklorotiazid pada masa lalu. Jika
masih mengalami sesak nafas berat atau sulit bernafas setelah mengonsumsi Micardis Plus, segera cari
pertolongan medis.

Tekanan darah rendah dapat diperburuk oleh alkohol. Anda mungkin menyadari hal ini ketika Anda akan

merasa pusing saat berdiri. Anda harus berkonsultasi dengan dokter Anda jika Anda perlu menyesuaikan

dosis obat Anda yang lain saat mengonsumsi MicardisPlus.

Efek Micardis Plus dapat berkurang jika pasien mengonsumsi obat antiinflamasi non steroid (OAINS).

Micardis Plus dengan makanan dan alkohol

Pasien dapat mengonsumsi Micardis Plus dengan atau tanpa makanan.

Hindari konsumsi alkohol sebelum berkonsultasi dengan dokter. Alkohol dapat sangat menurunkan
tekanan darah dan/atau meningkatkan risiko sakit kepala (pusing) atau merasa pusing.

Kehamilan dan menyusui

Kehamilan

Pasien harus memberitahukan kepada dokter jika merasa (atau berencana) hamil. Normalnya, dokter akan
menyarankan untuk berhenti mengonsumsi Micardis Plus sebelum pasien hamil atau segera setelah
mengetahui bahwa pasien hamil dan akan menyarankan pasien untuk mengonsumsi obat lain selain
Micardis Plus. Micardis Plus tidak direkomendasikan selama 3 bulan pertama kehamilan dan tidak boleh
digunakan selama masa kehamilan. Penggunaan Micardis Plus kontraindikasi pada masa kehamilan 2 dan
3 bulan pertama.

Menyusui
Konsultasikan kepada dokter ijka pasien sedang menyusui atau akan mulai menyusui. Micardis Plus tidak

direkomendasikan untuk ibu menyusui, dan dokter akan memilihkan pengobatan lain untuk pasien yang
akan menyusui.

Mengemudi dan saat mengoperasikan mesin

Sakit kepala atau kelelahan mungkin terjadi pada seseorang yang sedang melakukan terapi antihipertensi
saat mengemudi dan mengoperasikan mesin. Jika pasien merasa pusing atau kelelahan, pasien dilarang
mengendarai atau mengoperasikan mesin.

Micardis Plus mengandung sodium
Obat ini mengandung kurang dari 1 mmol sodium (23mg) per tablet, yang umumnya dapat dikatakan
"bebas sodium*.

Micardis Plus mengandung gula susu (laktosa)
Jika pasien telah berkonsultasi dengan dokter bahwa pasien memiliki intoleransi galaktosa, defisiensi total
enzim laktase, atau malabsorpsi galaktosa, hubungi dokter sebelum mengonsumsi obat ini.

Micardis Plus mengandung sorbitol
Jika pasien telah berkonsultasi dengan dokter bahwa pasien memiliki intoleransi fruktosa, hubungi dokter
sebelum mengonsumsi obat ini.

3. Bagaimana cara minum Micardis Plus?
Selalu konsumsi obat ini sesuai dengan anjuran dokter. Tanyakan kepada dokter atau apoteker jika masih
ragu menggunakan obat ini.

e Dosis yang direkomendasikan adalah 1 tablet sehari. Micardis Plus 40/12.5 mg dapat dikonsumsi oleh
pasien yang tekanan darahnya tidak cukup terkontrol dengan Micardis 40 mg atau Hidroklorotiazid.
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e Micardis Plus 80/12.5 mg dapat dikonsumsi oleh pasien yang tekanan darahnya tidak cukup terkontrol
dengan Micardis 80 mg atau Micardis Plus 40/12.5 mg.

Pasien dapat mengonsumsi Micardis Plus dengan atau tanpa makanan. Tablet harus diminum dengan air
atau minuman lain yang tidak mengandung alkohol. Penting bagi pasien yang mengonsumsi Micardis Plus
setiap hari sampai dokter memberitahukan keadaan lain.

Umumnya efek antihipertensif Micardis Plus terlihat setelah maksimum pemakaian 4 - 8 minggu dari awal
terapi dimulai.

Jika hati pasien tidak bekerja dengan baik, dosis yang biasa dianjurkan tidak lebih dari 40 mg/12.5 mg satu
kali sehari.

Micardis Plus tidak boleh dikonsumsi pada pasien dengan ganguan ginjal parah (bersihan kreatinin < 30
mL/min). Dokter akan memonitor fungsi ginjal pada pasien dengan gangguan ginjal rendah sampai sedang
jika mengonsumsi Micardis Plus sebagai terapi penurun tekanan darah.

Penyesuaian dosis Micardis Plus tidak diperlukan untuk pasien lansia (> 65 tahun).

Penggunaan Micardis Plus tidak direkomendasikan untuk anak-anak dan remaja (< 18 tahun).

Jika pasien mengonsumsi Micardis Plus lebih dari yang seharusnya dikonsumsi

Jika Anda tidak sengaja mengonsusmsi terlalu banyak tablet, kemungkinan, Anda akan mengalami gejala
seperti tekanan darah rendah dan meningkatnya degup jantung. Komponen hydrochlorothiazide
menyebabkan rendahnya tekanan darah dan dapat menurunkan level potasium darah sehingga
mengakibatkan muntah, mengantuk, keram otot dan/atau jantung berdegup tidak normal seperti pada
penggunaan secara bersamaan obat-obat digitalis atau obat anti-aritmia. Hubungi dokter, apoteker, atau
departemen gawat darurat rumah sakit terdekat sesegera mungkin.

Tidak ada informasi khusus yang tersedia untuk pengobatan over dosis Micardis Plus. Anda harus dipantau
dalam menggunakan obat ini. Jika terjadi tekanan darah rendah anda harus diposisikan telentang, dan
diberikan garam serta pengganti cairan secepatnya.

Jika pasien lupa mengonsumsi Micardis Plus

Jika Anda lupa meminum obat, jangan khawatir. Konsumsi segera setelah Anda ingat lalu lanjutkan seperti
sebelumnya. Jika Anda tidak meminum tablet Anda pada satu hari, minumlah dosis normal Anda pada hari
berikutnya. Jangan mengambil dosis ganda untuk mengganti dosis yang terlupakan.

Jika pasien memiliki pertanyaan lebih lanjut mengenai cara penggunaan obat ini, hubungi dokter atau
farmasis.

4, Kemungkinan efek samping.
Seperti kebanyakan obat, obat ini dapat menimbulkan efek samping, walaupun tidak terjadi pada semua
orang.

Beberapa efek samping dapat menjadi serius dan butuh perhatian medis segera:

Efek samping yang mungkin terjadi pada Micardis Plus:

Infeksi dan infestasi

Peradangan bronkus, radang tenggorokan, radang rongga sinus, infeksi saluran pernapasan atas, infeksi
saluran kemih, sepsis (fatal/respon tubuh tak terkendali untuk mengatasi suatu infeksi), peradangan
kandung kemih.

Neoplasma jinak, ganas, dan tidak spesifik (termasuk cysts dan polys)
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Kanker kulit pada sel basal, kanker kulit dan bibir pada sel skuamusa termasuk bagian tubuh lain yang
terpapar sinar UV matahari.

Gangguan sistem saluran darah dan limfa

Anemia, penurunan jumlah keping darah, penurunan jumlah trombosit karena autoimun, eusinofilia (sel
eusinofil berlebih), anemia aplastik (sumsum tulang belakang tidak memproduksi sel darah merah), anemia
hemolitik (sel darah merah mati lebih cepat dari yang seharusnya), gangguan pembentukan sumsum tulang,
penurunanjumlah sel darah putih, agranulositosis (sumsum tulang tidak memproduksi sel darah putih jenis
tertentu), mielosupresi (penurunan salah satu jenis sel darah).

Gangguan sistem imun
Reaksi anafilaksis, hipersensitivitas.

Ganguan nutrisi dan metabolisme

Penurunan kadar kalium, penurunan kadar natrium, peningkatan kadar asam urat dalam darah,
peningkatan kadar kalium tinggi, kadar gula darah rendah (pada pasien diabetes), penurunan nafsu makan,
peningkatan kadar gula darah, penurunan kadar magnesium, peningkatan kadar kalsium, penurunan kadar
asam dalam tubuh (alkalosis hipokloraemik), peningkatan lemak dalam darah, diabetes mellitus tidak
cukup terkontrol.

Gangguan psikiatrik
Cemas, depresi, gelisah, sulit tidur.

Ganguan sistem saraf

Pusing, lemas, kebas, gangguan tidur, sakit kepala.

Gangguan mata

Gangguan visual, penglihatan kabur, angle-closure glaucoma (peningkatan tekanan bola mata akibat
pembengkakan yang menutup kanal drainase mata), choroidal efussion (penumpukan cairan di rongga
mata).

Gangguan telinga dan keseimbangan
Kehilangan keseimbangan disertai rasa pusing.

Gangguan kardiak
Gangguan irama jantung, peningkatan denyut jantung, penurunan denyut jantung.

Gangguan vaskular
Penurunan tekanan darah , penurunan tekanan darah yang dipicu oleh perubahan posisi tubuh, radang
pembuluh darah.

Gangguan pernapasan, thorasik, dan mediastinal
Sesak napas, sulit bernapas, radang paru-paru, pembengkakan paru, sindrom pernapasan akut

Gangguan gastrointestinal
Diare, mulut kering, kembung, sakit perut, sulit buang air besar, gangguan saluran cerna, mual, gastritis,
perut tidak nyaman, radang pankreas, muntah.

Gangguan hepatobiliary
Gangguan hati, kekuningan pada kulit dan lapisan mukosa, penyumbatan saluran empedu.

Gangguan kulit dan membrane subkutan
Angiodema / pembengkakan tanpa nyeri pada lapisan bawah kulit (kondisi fatal), bercak kemerahan pada
kulit, gatal, ruam, keringat berlebih, biduran, eksim, drug eruption (reaksi alergi akibat penggunaan Obat),
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toxic skin eruption (reaksi alergi kulit akibat penggunaan Obat), toxic epidermal necrolysis (pengelupasan
lapisan kulit akibat reaksi imun terhadap obat), sindrom lupus, lupus pada kulit, reaksi fotosensitivitas
(reaksi kulit yang abnormal saat terpapar sinar matahari), lesi pada kulit dan area mukosa bibir.

Gangguan otot rangka dan persendian
Nyeri punggung, keram otot, nyeri otot, nyeri sendi, nyeri hebat pada tungkai kaki, nyeri otot (tendonitis),
lupus erythematosus (lupus)

Gangguan urinari dan ginjal
Kerusakan ginjal (gagal ginjal akut), urin mengandung gula.

Gangguan sistem reproduktif
Disfungsi ereksi.

Gangguan umum
Nyeri dada, influenza, nyeri, lelah, demam.

Investigasi
Peningkatan asam urea, peningkatan kreatinin, peningkatan lemak, peningkatan enzim hati, peningkatan

enzim kreatinin fosfokinase, dan penurunan hemoglobin.

Efek-efek samping ini dilaporkan terjadi pada satu individu yang mungkin berpotensi mengalami efek
samping Micardis Plus, walaupun belum ada observasi dalam uji klinis terhadap produk ini.

Pelaporan efek samping

Jika pasien mengalami efek samping, hubungi dokter atau apoteker. Termasuk segala bentuk efek samping
yang tidak terdaftar dalam brosur. Pasien juga dapat melaporkan efek samping secara langsung melalui
sistem pelaporan nasional. Dengan melaporkan efek samping, kita dapat membantu menyediakan
informasi lebih pada keamanan obat ini.

5. Bagaimana cara menyimpan Micardis Plus?
Simpan obat ini jauh dari penglihatan dan jangkauan anak-anak.

Dilarang menggunakan obat ini setelah melewati masa kadaluarsa yang tercantum dalam karton “EXP“.
Masa kadaluarsa mengacu pada hari terakhir bulan kadaluwarsa.

Obat ini tidak membutuhkan temperatur khusus pada kondisi penyimpanan. Simpan pada kemasan asli
supaya terlindung dari kelembaban. Ambil tablet Micardis Plus hanya dari blister pengemas secara langsung
sebelum mengonsumsinya.

6. Isi paket dan informasilainnya.

Apa yang terkandung dalam Micardis Plus

e Bahan aktif yang terdiri atas Telmisartan dan Hidroklorotiazid.
Tiap tablet mengandung 40mg / 80mg Telmisartan dan 12.5mg Hidroklorotiazid.

e Kandungan lainnya meliputi /acfose monohydrate, magnesium stearate, maize starch, meglumine,
microcrystalline cellulose, povidone K25, red iron oxide (E172), sodium hydroxide, sodium starch
glycollate (type A), sorbitol (F420).

Bagaimana bentuk Micardis Plus dan isi kemasannya.
Micardis Plus 40/12.5 mg
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Tablet berbentuk lonjong, berwarna putih-merah, bikonveks, terdapat dua lapis, terdapat bintik merah pada
lapisan putih; bagian putih depan ditandai dengan "H4" dan simbol perusahaan Boehringer Ingelheim.
Micardis Plus tersedia dalam kemasan blister yang berisi 10 tablet atau unit dose blister per-kemasan
mengandung 10x2.

Micardis Plus 80/12.5 mg

Tablet berbentuk lonjong, berwarna putih-merah, bikonveks, terdapat dua lapis, terdapat bintik merah pada
lapisan putih; bagian putih depan ditandai dengan "H8" dan simbol perusahaan Boehringer Ingelheim.
Micardis Plus tersedia dalam kemasan blister yang berisi 10 tablet atau unit dose blister per-kemasan
mengandung 10x2.

Kemasan

Dus, Micardis PLUS 40/12.5 mg, 2 blister @ 10 Tablet Reg No: DKI2055200110A1
Dus, Micardis PLUS 80/12.5 mg, 2 blister @ 10 Tablet Reg No: DKI2055200110B1
Harus dengan Resep Dokter

Simpan pada kemasan asli agar terlindungi dari kelembaban. Simpan dibawah suhu 30°C
di tempat yang aman, jauhkan dari jangkauan anak-anak.

Diproduksi oleh:
Boehringer Ingelheim Hellas Single Member S.A.
Koropi, Yunani

Dikemas oleh:
Boehringer Ingelheim Shanghai Pharmaceutical Co., Ltd.
Shanghai, Cina

Untuk :
Boehringer Ingelheim International GmbH
Ingelheim am Rhein, Jerman

Diimpor oleh :
PT Boehringer Ingelheim Indonesia
Bogor, Indonesia.
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