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Tritace® (Ramipril)

1. NAME OF THE MEDICINAL PRODUCT

Ramipril

2. COMPOSITION

Each tablet Tritace 2.5 contains, as active ingredient, 2.5 mg ramipril

Each tablet Tritace 5 contains, as active ingredient, 5 mg ramipril

Each tablet Tritace 10 contains, as active ingredient, 10 mg ramipril

Excipients: Methylhydroxypropylcellulose, pregelatinized maize starch, microcrystalline cellulose, sodium

stearyl fumarate, yellow ferric oxide (Tritace 2.5 only), red ferric oxide (Tritace 5 only)

3. PHARMACEUTICAL FORM(S)

Tablets

4. INDICATIONS

Hypertension

Congestive heart failure

Reduction in mortality in patients after myocardial infarction

Prevention of myocardial infarction, stroke or cardiovascular death and reduction of need for
revascularization procedures in patients with an increased cardiovascular risk such as manifest
coronary heart disease (with or without a history of myocardial infarction), a history of stroke, or a
history of peripheral vascular disease

Prevention of myocardial infarction, stroke or cardiovascular death in diabetic patients

Decreases rate of progression of renal insufficiency in non-diabetic and diabetic overt
nephropathy

Reduces albumin excretion in non-diabetic and diabetic incipient nephropathy

5. DOSAGE AND ADMINISTRATION

5.1 Dosage

The dosage is based on the desired effect and on how the patient tolerates the medicine. Therapy with
Tritace is usually long-term therapy; the doctor determines the duration of treatment individually for each

patient.
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Treatment of hypertension

The recommended initial dose is 2.5 mg once daily. Depending on the response, the dose may be
increased. Any increase should be implemented by doubling the dose at intervals of 2 to 3 weeks. The
usual maintenance dose is 2.5 to 5 mg daily, the maximum dose is 10 mg daily.

In impaired renal function, e.g., a creatinine clearance between 50 and 20 ml/min per 1.73 m’ body
surface area, the initial dose is generally 1.25 mg and the maximum daily dose is 5 mg. When creatinine
clearance cannot be measured, it can be calculated based on the serum creatinine level using the
following formula (Cockcroft's equation):

Men: Creatinine clearance (ml/min) = body weight in kg. X (140 — Age in years)

72X serum creatinine in mg/dl

Women: Multiply the product of the above equation by 0.85.

In patients with incompletely corrected fluid or salt deficiency, those with severe hypertension, as well as
in those for whom a hypotensive reaction would constitute a particular risk (e.g. patients with
haemodynamically relevant stenoses of the coronary arteries or of the blood vessels supplying the brain)
and in the elderly, a reduced initial dose of 1.25 mg daily must be considered.

In patients pre-treated with a diuretic, consideration must be given to discontinuing the diuretic for at
least 2 to 3 days or - depending on the duration of action of the diuretic - longer before starting treatment
with Tritace, or at least to reducing the diuretic dose. The doctor will decide in each individual case
whether such discontinuation or dose reduction is possible and how long it should last. The initial dose in
such patients is generally 1.25 mg Tritace.

In impaired liver function, response to treatment may be either increased or reduced. Therefore,
treatment must be initiated only under close medical supervision. The maximum daily dose is 2.5 mg.

Treatment of congestive heart failure

The recommended initial dose is 1.25 mg once daily. Depending on the response, the dose may be
increased. Any increase should be implemented by doubling the dose at intervals of 1 to 2 weeks. The
maximum daily dose is 10 mg. The required daily dose, if equalling or exceeding 2.5 mg, may be taken
as a single dose or in two separate doses.

In impaired liver or renal function and in patients pre-treated with a diuretic, dosage recommendations for
Tritace are identical to those given above in Treatment of hypertension. The recommendations given
there in conjunction with diuretic pre-treatment also apply.

Treatment after myocardial infarction

The recommended initial dose is 5 mg daily, divided into two single doses of 2.5 mg each, one in the
morning and one in the evening. If this dose is not well tolerated, 1.25 mg should be taken twice daily
over two days. In either event, depending on the response, the dose may then be increased. Any
increase should be implemented by doubling the dose at intervals of 1 to 3 days. As treatment
progresses, the total daily dose may be taken as a single dose. The maximum daily dose is 10 mg.

Sufficient experience is still lacking in the treatment of patients with severe (NYHA [V) heart failure

immediately after myocardial infarction. Treatment, if nevertheless given, should be started with 1.25 mg
once daily, and increased only with particular caution.
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In patients with impaired liver or renal function, with incompletely corrected fluid or salt deficiency, or with
severe hypertension, and in those for whom a hypotensive reaction would constitute a particular risk
(e.g. patients with haemodynamically relevant stenoses of the coronary arteries or of the blood vessels
supplying the brain), as well as in those pre-treated with a diuretic and in the elderly, the
recommendations are identical to those given above in Treatment of hypertension.

Prevention of myocardial infarction, stroke or cardiovascular death

The recommended initial dose is 2.5 mg once daily. Depending on the tolerability, the dose is gradually
increased. The increase should be implemented by doubling the dose after one week. Three weeks later,
it should be doubled again to the usual maintenance dose of 10 mg.

In patients with impaired liver or renal function, with incompletely corrected fluid or salt deficiency, or with
severe hypertension, and in those for whom a hypotensive reaction would constitute a particular risk
(e.g. patients with haemodynamically relevant stenoses of the coronary arteries or of the blood vessels
supplying the brain), as well as in those pre-treated with a diuretic and in the elderly, the
recommendations are identical to those given above in Treatment of hypertension.

In nephropathy

The recommended initial dose is 1.25 mg once daily. Depending on the tolerability, the dose should be
increased. Any increase should be implemented by doubling the dose at intervals of 2 to 3 weeks. The
maximum daily dose is 5 mg.

In patients pre-treated with a diuretic and in impaired liver function, the recommendations are identical to
those given above in Treatment of hypertension.

Treatment of diabetic or non-diabetic nephropathy

Recommended initial dose: 1.25 mg once daily.

Depending on how the patient tolerates the drug, the dose may be increased up to a maintenance dose
of 5 mg once daily.

Doses above 5 mg once daily have not been adequately studied in controlled clinical trials.

Elderly

A reduced initial dose of 1.25 mg daily must be considered.

5.2 Administration

The tablets must be swallowed without chewing and with sufficient amounts of liquid (approx. ¥z glass).
They may be taken before, during, or after a meal.

6. CONTRAINDICATIONS

Tritace must not be used

- in patients with hypersensitivity to ramipril, any other ACE inhibitors, or to any of the excipients (see
"Composition")

« in patients with a history of angioneurotic oedema (risk of precipitating angioneurotic oedema; see also
"Adverse reactions")
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« concomitantly with sacubitril/valsartan therapy (see “Interactions”). Do not initiate Tritace until
sacubitril/valsartan is eliminated from the body. In case of switch from Tritace to sacubitril/valsartan, do
not start sacubitril/valsartan until Tritace is eliminated from the body.

« blood-flow-reducing narrowing (haemodynamically relevant stenosis) of the renal artery, bilateral or
unilateral in the single kidney (risk of fall in blood pressure and renal failure)

« in patients with low blood pressure or labile circulatory condition (risk of fall in blood pressure and renal
failure).

» with aliskiren-containing medicines in patients with diabetes or with moderate to severe renal
impairment (creatinine clearance < 60 ml/min).

- with angiotensin Il receptor antagonists (AlIRAs) in patients with diabetic nephropathy.

* during pregnancy.

Concomitant use of ACE inhibitors and extracorporeal treatments leading to contact of blood with
negatively charged surfaces must be avoided, since such use may lead to severe anaphylactoid
reactions. Such extracorporeal treatments include dialysis or haemofiltration with certain high-flux (e.g.

polyacrylonitril) membranes and low-density lipoprotein apheresis with dextran sulfate.

7. WARNINGS

Angioedema - Head, Neck or Extremities

Angioedema occurring during treatment with an ACE inhibitor necessitates immediate discontinuation of
the drug.

Angioedema of the face, extremities, lips, tongue, glottis or larynx has been reported in patients treated
with ACE inhibitors. Emergency treatment of life-threatening angioedema includes immediate
administration of epinephrine (subcutaneous or slow intravenous injection) accompanied by monitoring
of ECG and blood pressure. Hospitalization of the patient is advisable with observation for at least 12 to

24 hours and discharge only upon complete resolution of the symptoms.

Angioedema — Intestinal
Intestinal angioedema has been reported in patients treated with ACE inhibitors. These patients
presented with abdominal pain (with or without nausea or vomiting); in some cases facial angioedema

also occurred. The intestinal angioedema symptoms resolved after stopping the ACE inhibitor.
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Insufficient experience has been gained concerning the use of Tritace in children, in patients with severe
impairment of renal function (creatinine clearance below 20 ml/min per 1.73 mzbody surface area), and

in dialysis patients.

An increased risk of angioedema is possible with concomitant use of other drugs which may cause

angioedema (see “Contraindications” and “Interactions”).

8. PRECAUTIONS

Treatment with Tritace requires regular medical supervision.

« Dual blockade of the renin-angiotensin-aldosterone system (RAAS)

Dual blockade of the renin-angiotensin-aldosterone system by combining Tritace with an angiotensin-

Il receptor antagonist (AIIRA) or with aliskiren is not recommended since there are increased risk of
hypotension, hyperkalemia and changes in renal function compared to monotherapy.

The use of Tritace in combination with aliskiren is contraindicated in patients with diabetes mellitus or
with renal impairment (creatinine clearance < 60 ml/min) (see “Contraindication” and “Interactions”).
The use of Tritace in combination with an AlIRA is contraindicated in patients with diabetic nephropathy
(see “Contraindications” and “Interactions”).

« Patients with hyper-stimulated renin angiotensin system

In the treatment of patients with a hyper-stimulated renin-angiotensin system, particular caution must be
exercised (see also under “Dosage and administration”). Such patients are at risk of an acute
pronounced fall in blood pressure and deterioration of renal function due to ACE inhibition, especially
when an ACE inhibitor or a concomitant diuretic is given for the first time or for the first time at an
increased dose. Initial doses or initial dose increases must be accompanied by close blood pressure
monitoring until such time as no further acute reduction in blood pressure is to be anticipated.

Significant activation of the renin angiotensin system is to be anticipated, for example,
- in patients with severe, and particularly with malignant hypertension. The initial phase of treatment

requires special medical supervision.

- in patients with heart failure, particularly if severe or if treated with other substances having
antihypertensive potential. If heart failure is severe, the initial phase of treatment requires special
medical supervision.

- in patients with haemodynamically relevant left-ventricular inflow or outflow impediment (e.g. stenosis of

the aortic or mitral valve). The initial phase of treatment requires special medical supervision.

- in patients with haemodynamically relevant renal artery stenosis. The initial phase of treatment requires
special medical supervision. Discontinuation of diuretic therapy may be required. See also under
‘Monitoring of renal function’ below.

- in patients pre-treated with diuretics. Where discontinuing use or reducing the dose of the diuretic is not

possible the initial phase of treatment requires special medical supervision.

Tritace_EN_CCDS v.18 clean_approved 04Apr2018 5



- in patients in whom fluid or salt depletion exist or may develop (as a result of insufficient fluid or salt
intake, or as a result of, e.g. diarrhoea, vomiting or excessive sweating in cases where salt and fluid

replacement is inadequate).

Generally, it is recommended that dehydration, hypovolaemia or salt depletion be corrected before
initiating treatment (in patients with heart failure, however, such corrective action must be carefully
weighed against the risk of volume overload). When these conditions have become clinically relevant,
treatment with Tritace must only be started or continued if appropriate steps are taken concurrently to
prevent an excessive fall in blood pressure and deterioration of renal function.

See also under ‘Patients with liver diseases’.

« Patients with liver diseases

In patients with impaired liver function, response to the treatment with Tritace may be either increased or
reduced. In addition, in patients in whom severe liver cirrhosis with oedema and/or ascites is present, the
renin angiotensin system may be significantly activated; therefore, particular caution must be exercised

in treating these patients (see also above and under “Dosage and administration").

« Elderly
Some elderly patients may be particularly responsive to ACE inhibitors. Evaluation of renal function at the

beginning of treatment is recommended. (See also under “Dosage and administration”.)

« Patients at particular risk from a pronounced reduction in blood pressure
In patients who would be at particular risk from an undesirably pronounced reduction in blood pressure
(e.g. patients with haemodynamically relevant stenoses of the coronary arteries or of the blood vessels

supplying the brain), the initial phase of treatment requires special medical supervision.

» Monitoring of renal function

It is recommended that renal function be monitored, particularly in the initial weeks of treatment with an
ACE inhibitor. Particularly careful monitoring is required in patients with

- heart failure.

- renovascular disease, including patients with haemodynamically relevant unilateral renal artery stenosis.
In the latter patient group, even a small increase in serum creatinine may be indicative of unilateral loss

of renal function.
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- impairment of renal function.

- kidney transplant.

* Electrolyte monitoring
Itis recommended that serum potassium and serum sodium be monitored regularly. More frequent

monitoring of serum potassium is necessary in patients with impaired renal function.

» Haematological monitoring

Itis recommended that the white blood cell count be monitored to permit detection of a possible
leucopenia. More frequent monitoring is advised in the initial phase of treatment and in patients with
impaired renal function, those with concomitant collagen disease (e.g. lupus erythematosus or
scleroderma) or those treated with other drugs that can cause changes in the blood picture. See also

under "Adverse reactions".

9. INTERACTIONS
9.1 Food

Absorption of ramipril is not significantly affected by food.

9.2 Drug interactions

Contra-indicated combinations

The concomitant use of ACE inhibitors with sacubitril/valsartan is contraindicated as this increases the
risk of angioedema (see “Contraindications”). Treatment with Tritace must not be started until 36 hours
after taking the last dose of sacubitril/valsartan. Sacubitril/valsartan must not be started until 36 hours

after the last dose of Tritace.

EXTRACORPOREAL TREATMENTS LEADING TO CONTACT OF BLOOD WITH NEGATIVELY
CHARGED SURFACES SUCH AS DIALYSIS OR HAEMOFILTRATION WITH CERTAIN HIGH-FLUX
MEMBRANES (E.G. POLYACRYLONITRIL MEMBRANES) AND LOW-DENSITY LIPOPROTEIN
APHERESIS WITH DEXTRAN SULFATE: Risk of severe anaphylactoid reactions, see also under
"Contraindications".

The combination of Tritace with aliskiren-containing medicines is contraindicated in patients with
diabetes mellitus or with moderate to severe renal impairment and is not recommended in other patients

(see “Contraindications” and “Precautions”).
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ANGIOTENSIN-II RECEPTOR ANTAGONISTS (AlIRAs): The use of Tritace in combination with an AlIRA
is contraindicated in patients with diabetic nephropathy and is not recommended in other patients (see

“Contraindications” and “Precautions”).

Not recommended associations

POTASSIUM SALTS, POTASSIUM-RETAINING DIURETICS OR OTHER MEDICINAL PRODUCTS
THAT MAY INCREASE KALAEMIA: Rise in serum potassium concentration, sometimes severe, is to be
anticipated. Concomitant treatment with potassium-retaining diuretics (e.g. spironolactone), potassium
salts or other medicinal products that may increase kalaemia requires close monitoring of serum

potassium.

Precautions for use

ANTIHYPERTENSIVE AGENTS (E.G. DIURETICS) AND OTHER SUBSTANCES WITH
ANTIHYPERTENSIVE POTENTIAL (E.G. NITRATES, TRICYCLIC ANTIDEPRESSANTS,
ANAESTHETICS): Potentiation of the antihypertensive effect is to be anticipated (concerning diuretics
see also under "Precautions", “Adverse reactions" and “Dosage and administration"). Regular monitoring

of serum sodium is recommended in patients undergoing concurrent diuretic therapy.

VASOPRESSOR SYMPATHOMIMETICS: These may reduce the antihypertensive effect of Tritace.

Particularly close blood pressure monitoring is recommended.

ALLOPURINOL, IMMUNOSUPPRESSANTS, CORTICOSTEROIDS, PROCAINAMIDE, CYTOSTATICS
AND OTHER SUBSTANCES THAT MAY CHANGE THE BLOOD PICTURE: Increased likelihood of

haematological reactions (see also under “Precautions”).

LITHIUM SALTS: Excretion of lithium may be reduced by ACE inhibitors. Such reduction may lead to

increased serum lithium levels and increased lithium toxicity. Lithium levels must, therefore, be monitored.

ANTIDIABETIC AGENTS (E.G. INSULIN AND SULFONYLUREA DERIVATIVES): ACE inhibitors may
reduce insulin resistance. In isolated cases, such reduction may lead to hypoglycaemic reactions in
patients concomitantly treated with antidiabetics. Particularly close blood glucose monitoring is, therefore,

recommended in the initial phase of co-administration.
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VILDAGLIPTIN: An increased incidence of angioedema was found in patients taking ACE-Inhibitors and
vildagliptin.

mTOR INHIBITORS (E.G. TEMSIROLIMUS): An increased incidence of angioedema was observed in

patients taking ACE Inhibitors and mTOR Inhibitors (mammalian target of rapamycin inhibitors).

NEPRILYSIN (NEP) INHIBITORS: An increased risk of angioedema has been reported with concomitant

use of ACE inhibitors and NEP inhibitors (such as racecadotril) (see “Warnings”).

Take into account

NONSTEROIDAL ANTI-INFLAMMATORY DRUGS (E.G. INDOMETHACIN) AND ACETYLSALICYLIC
ACID: Attenuation of the antihypertensive effect of Tritace is to be anticipated. Furthermore, concomitant
treatment of ACE inhibitors and NSAIDs may lead to an increased risk of worsening of renal function and

an increase in serum potassium.

HEPARIN: Rise in serum potassium concentration possible.

ALCOHOL: Increased vasodilatation. Tritace may potentiate the effect of alcohol.

SALT: Increased dietary salt intake may attenuate the antihypertensive effect of Tritace.

DESENSITIZATION THERAPY: The likelihood and severity of anaphylactic and anaphylactoid reactions
to insect venoma is increased under ACE inhibition. It is assumed that this effect may also occur in

connection with other allergens.

10. PREGNANCY

Tritace must not be taken during pregnancy (see also under “Contraindications”). Therefore, pregnancy
must be excluded before starting treatment. Pregnancy must be avoided in cases where treatment with
ACE inhibitors is indispensable.

If the patient intends to become pregnant, treatment with ACE inhibitors must be discontinued, e.g.
replaced by another form of treatment.

If the patient becomes pregnant during treatment, medication with Tritace must be replaced as soon as

possible by a treatment regimen without ACE inhibitors. Otherwise there is a risk of harm to the fetus.
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11. LACTATION

Because insufficient information is available regarding the use of ramipril during breastfeeding, ramipril is

not recommended and alternative treatment with better established safety profiles during breastfeeding

are preferable, especially while nursing a newborn or preterm infant.

12. DRIVING A VEHICLE OR PERFORMING OTHER HAZARDOUS TASKS

Some adverse effects (e.g. some symptoms of a reduction in blood pressure such as lightheadedness,

dizziness) may impair the patient's ability to concentrate and react and, therefore, constitute a risk in

situations where these abilities are of particular importance (e.g. operating a vehicle or machinery).

13. ADVERSE REACTIONS

As Tritace is an antihypertensive, many of its adverse reactions are effects secondary to its blood-

pressure-lowering action which results in adrenergic counter-regulation or organ hypoperfusion.

Numerous other effects (e.g. effects on electrolyte balance, certain anaphylactoid reactions or

inflammatory reactions of the mucous membranes) are due to the ACE inhibition or to other

pharmacologic actions of this drug class.

The following CIOMS frequency rating is used, when applicable:

Very common > 10%; Common > 1 and < 10%, Uncommon > 0.1 and < 1%, Rare > 0.01 and < 0.1%;

Very rare < 0.01 %, Unknown (Cannot be estimated from available data).

Common Uncommon Rare Very rare Not known
Cardliac disorders Myocardial ischaemia
including angina
pectoris or myocardial
infarction,
tachycardia,
arrhythmia,
palpitations, oedema
peripheral
Blood and Eosinophilia White blood cell Bone marrow failure,
lymphatic count decreased pancytopenia, haemolytic
system disorders (including anaemia
neutropenia or
agranulocytosis),
red blood cell
count decreased,
haemoglobin
decreased,
platelet count
decreased
Nervous system Headache, Vertigo, paraesthesia, | Tremor, balance Cerebral ischaemia including
disorders dizziness ageusia (loss of disorder ischaemic stroke and

(lightheadedness)

taste), dysgeusia

transient ischaemic attack,
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(taste disturbances)

psychomotor skills impaired
(impaired reactions), burning
sensation, parosmia (smell
disturbances)

Eye disorders

Visual disturbance
including blurred

Conjunctivitis

vision
Ear and Hearing impaired,
labyrinth tinnitus
disorders
Respiratory, Non-productive Bronchospasm
thoracic and tickling cough, including asthma
mediastinal bronchitis, aggravated, nasal
disorders sinusitis, dyspnoea | congestion
Gastrointestinal Gastrointestinal Fatal pancreatitis Glossitis Aphtous stomatitis
disorders inflammation (cases of fatal (inflammatory reactions of
(inflammatory outcome have been the oral cavity)
reactions of the very exceptionally
gastrointestinal reported with ACE
tract), digestive inhibitors), pancreatic
disturbances, enzymes increased,
abdominal small bowel
discomfort, angioedema,
dyspepsia, abdominal pain upper
diarrhoea, including gastritis,
nausea, vomiting constipation, dry
mouth
Renal and Renal impairment
urinary disorders including renal failure
acute, urine output
increased, worsening
of a pre-existing
proteinuria, blood
urea increased, blood
creatinine increased
Skin and Rash in particular Angioedema with fatal | Exfoliative Photosensitivity | Toxic epidermal necrolysis,
subcutaneous maculo-papular outcome (maybe- dermatitis, reaction Stevens-Johnson syndrome,
tissue disorders become life- urticaria, Erythema multiforme,
threatening, rarely onycholysis pemphigus, psoriasis

severe course can
cause fatal
obstruction);

pruritus, hyperhidrosis
(sweating)

aggravated, dermatitis
psoriasiform, pemphigoid or
lichenoid exanthema or
enanthema, alopecia

Musculoskeletal Muscle spasms Arthralgia
and connective (muscle cramps),
tissue disorders myalgia
Endocrine Syndrome of inappropriate
disorders antidiuretic hormone
secretion (SIADH)

Metabolism and | Blood potassium Anorexia, decreased Blood sodium decreased
nutrition increased appetite
disorders
Vascular Hypotension, Flushing Vascular stenosis, Raynaud’s phenomenon
disorders orthostatic blood hypoperfusion

pressure decreased (exacerbation of

(disturbed perfusion

orthostatic disturbances),

regulation), vasculitis

syncope
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General Chest pain, fatigue | Pyrexia (fever) Asthenia
disorders and (weakness)
administration
site conditions
Immune system Anaphylactic or anaphylactoid
disorders reactions (severe
anaphylactic and
anaphylactoid reactions to
insect venoma is increased
under ACE inhibition),
antinuclear antibody
increased
Hepatobiliary Hepatic enzymes Jaundice Acute hepatic failure,
disorders and/or bilirubin cholestatic, cholestatic or cytolytic
conjugated increased hepatocellular hepatitis (fatal outcome has
damage been very exceptional)
Reproductive Transient erectile Gynaecomastia
system and impotence, libido
breast decreased
disorders
Psychiatric Depressed mood, Confusional state Disturbance in attention
disorders anxiety, nervousness,
restlessness, sleep
disorder including
somnolence
(drowsiness)

14. OVERDOSE

14.1 Signs and Symptoms:

Overdosage may cause excessive peripheral vasodilatation (with marked hypotension, shock),

bradycardia, electrolyte disturbances, and renal failure.

14.2 Management:

Primary detoxification by, for example, gastric lavage, administration of adsorbents, sodium sulfate; (if

possible during the first 30 minutes). In the event of hypotension administration of 01-adrenergic agonists

(e.g. norepinephrine, dopamine) or angiotensin Il (angiotensinamide), which is usually available only in

scattered research laboratories, must be considered in addition to volume and salt substitution.

15. PHARMACOLOGY
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15.1 Pharmacodynamics

Ramipril is a prodrug which, after absorption from the gastrointestinal tract, is hydrolysed in the liver to
form the active angiotensin converting enzyme (ACE) inhibitor, ramiprilat which is a potent and long
acting ACE inhibitor. Administration of ramipril causes an increase in plasma renin activity and a
decrease in plasma concentrations of angiotensin Il and aldosterone. The beneficial haemodynamic
effects resulting from ACE inhibition are a consequence of the reduction in angiotensin Il causing dilation
of peripheral vessels and reduction in vascular resistance. There is evidence suggesting that tissue ACE
particularly in the vasculature, rather than circulating ACE, is the primary factor determining the

haemodynamic effects.

Angiotensin converting enzyme is identical with kininase I, one of the enzymes responsible for the
degradation of bradykinin. There is evidence that ACE inhibition by ramiprilat appears to have some
effects on the kallikrein-kinin-prostaglandin systems. It is assumed that effects on these systems

contribute to the hypotensive and metabolic activity of ramipril.

Administration of Tritace to hypertensive patients results in reduction of both supine and standing blood
pressure .The antihypertensive effects is evidence within one two hours after the drug intake; peak effect
occurs 3-6 hours after the drug intake and has been shown to be maintained for at least 24 hours after
usual therapeutic doses.

The AIRE study showed that in patients with clinical evidence of heart failure in whom treatment was
started 3 to 10 days after an acute myocardial infarction ramipril reduced the mortality risk by 27%
compared to placebo. Sub-analyses revealed further risk reductions including reduction of the risks for
sudden death (by 30%) and for progression to severe/resistant heart failure (by 23%). In addition, the
probability of later hospitalization due to heart failure was reduced by 26%.

In patients with non-diabetic or diabetic overt nephropathy, ramipril decreases the rate of progression of
renal insufficiency and of the development of end-stage renal failure and therewith the need for dialysis
or renal transplantation. In patients with non-diabetic or diabetic incipient nephropathy, ramipril reduces

the albumin excretion rate.

In a placebo-controlled study, Heart Outcomes Prevention Evaluation Study (HOPE), with a duration of
five years conducted in patients 55 years or older with an increased cardiovascular risk attributable to
vascular diseases (such as manifest coronary heart disease, a history of stroke, or a history of peripheral
vascular disease) or to diabetes mellitus with at least one additional risk factor (microalbuminuria,

hypertension, elevated total cholesterol levels, low high-density lipoprotein cholesterol levels, smoking),
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ramipril was administered adjunctive to standard therapy to 4,645 patients on a preventive basis. This
study showed that ramipril reduces in a highly significant manner the incidence of myocardial infarction,
stroke or cardiovascular deaths. Moreover, ramipril reduces total mortality as well as the need for
revascularisations, and delays the incipience and the progression of congestive heart failure. In total
population and among diabetics, ramipril diminishes the risk of development of nephropathy. Ramipril
also significantly reduces the occurrence of microalbuminuria. These effects were observed both in

hypertensive and in normotensive patients

15.2 Pharmacokinetics
Following oral administration ramipril is rapidly absorbed from the gastrointestinal tract; peak plasma
concentrations of ramipril are reached within one hour. Peak plasma concentrations of the active

metabolite, ramiprilat, are reached within 2 — 4 hours.

Plasma concentrations of ramiprilat decline in a polyphasic manner. The effective half-life of ramiprilat
after multiple once daily administration of ramipril is 13 — 17 hours for 5 — 10 mg ramipril and markedly
longer for lower doses, 1.25 —2.5 mg ramipril. This difference is related to the long terminal phase of the
ramiprilat concentration time curve observed at very low plasma concentrations. This terminal phase is
independent of the dose, indicating a saturable capacity of the enzyme to bind ramiprilat. Steady-state
plasma concentrations of ramiprilat after once daily dosing with the usual doses of ramipril are reached

by about the fourth day of treatment.

Ramipril is almost completely metabolised and the metabolites are excreted mainly via the kidneys. In
addition to the bioactive metabolite, ramiprilat, other, inactive metabolites have been identified, including

diketopiperazine ester, diketopiperazine acid and conjugates.

16. EXPIRY DATE

Do not use later than the date of expiry stated on the packaging.

17. STORAGE CONDITIONS
Store below 30°C

Keep medicine out of the reach of children.

DATE OF REVISION OF THE TEXT
Ramipril CCDS version 18 (09 November 2017)
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‘ﬂld ‘dl o A ] A dyl o ‘ﬂld = 1 o
Npnuideaaslsaszuuilauazuaaniaen iy srresnaanidandasiala (Alvzelidlsedn

% d’l o a o & A a o A
1aan1znanielane) JlszdRaeddsanaeniaananes (stroke) vidallszifaaslsnvaaniaan
dautlans (peripheral vascular disease)
flasfiuntznansilaialanne (myocardial infarction) TsAraenlaangNes (stroke) ¥38N13ANAIN
Tsnrevszuuinlauazuaanaenlugihalsanmau
gzaanngladanludilaefidunaslsiidulsanmanu (non-diabetic and diabetic overt
nephropathy, overt glomerular nephropathy)
andm3N194u albumin neifagayugtendunarliidulsawnmundlsalaidenduEusy

(non-diabetic and diabetic incipient nephropathy)
. AUIALAZIBNITLIWFEN

A aunmen

v

o o o o N 4 . X o o Y
wae N N UNan195NN ﬂ\‘iﬂ’\?i‘fJNVl\‘mWi‘Vluﬂ@EH‘ll‘ﬂ\‘iQﬂ')?;l Inevinldnsfnensaaenlnsmaidu

NefneuuLszezen wmeliflugiRansandanaizesnsinudmivgthaudazag

nssnlsAANNAUIAERGS

T
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Y v

wuztn BN AUseaunAen 2.5 1N, SuarAfe anatsuaunneiinduls Iufunisneuauesres
gilae Tnsmosdsnaunaenu 2 wihludassvazinan 2 - 3 dilansf aurmen maintenance dose Ae

2.5 09 5 un. fadu LazauneNgega Aa 10 1. sadu

Tugilaendinsinanuaeslaunnses Iaeafien creatinine clearance 551914 50 119 20 1a./W1#/1.73

& da ' o va v o I~
F9NNATERsRUNRAreeTene Tnevia W IWEusuAasawInen 1.25 1n. uazaUIAENgIgn Ao 5 NN,
siadu wnliamsndnen creatinine clearance axnsaAudlAaNIZAY serum creatinine Tngldgns
salLil (Cockeroft's equation):

3 . Wutinga (nn.) x (140-angluil)
KT7E: creatinine clearance (NA./UWN) =

72 x AN serum creatinine (NN./LATART)

¥
v S ¥

guege: dannistneunil gausan 0.85

Tufilennnzanavizainasusdailautlalianysal fihemidulsnanuiuaengaesnguiss o
P N o A s o ) = , = = ' 2 =
filaausainnzanduaesmiatatillgniasides (du nislwatewdenllduaenidenialouns
A g Aﬂ” v Aﬂl A = ¥ o ! a
uwaziden linaeidevanesantionad iasanuaeaidensy) wazludgeens lusadinan avsianson

anvunenlnsnaas el unnenEusil 1.25 un. Aadi

v v

Tufilenldenduasazagnouudn posugpenduilasazatnation 2 e 3 du viFauundntiu (Iueg
Audasszazinateennnaresenduiaainsin) newsnsunisinudaelnsme viseetaleapsanauin
enduifasnazasnen Tnsunndaziduditasanluusiazsadnameaen wiseanumneiuses

watLinle 1neenEuRuteslasmalaeialy Ae 1.25 un. Aadu

Tudilaendinsinanuaessiuunnges nsaauanessiansinEMmeen lnsngataiiuauiseans

v
P A o

Wi nsdnenludthednanadudesednialsinimguaresunndednsingta ngauieanlasme
q

a

4agm AB 2.5 NN. ABTY

q

N195N®¥1NNIZRA LA (Congestive heart failure)
i lEusumeauaen 1.25 un. Juarass anadfuawieefinauld Iuiuniseauauasaasgilon
Tngaqstlfuinawaaniu 2 winludasszazioan 1-2 dlanf auinengega Ae 10 Un.sedu draueen

saduredlasmal 2.5 un. vizaninndn a1aldenduazas vidautiadu 2 A

Tudilaendnsinanuaesiuvie lnunnsasuasgiaanldunduilaanzegnouuda Ikldaunauay

o o 4 o A o o o o \
ﬂ’]LLu::uﬁLﬁumeﬂum‘:ui’ﬂuuﬂm “ﬂﬁi?ﬂﬁﬂiiﬁﬂQﬂumuL@ﬂm@.\i
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NNFSNHIUAIAINLAANIIENAINLL DN LAame

Y v

wus WA udaemnann 5 un. dedu wivliaseay 2.5 un. 4 winguaglaianunsanusiesn
il unziiEududasmne 1.25 un. fuaz 2 ass et 2 fu udedeliuaunneiisiules
"TTurTum@mim@mumﬁiﬂm‘uméﬂw wazmadiaunaeidu 2 wih aesldiaan 1-3 Su szezseanAas
UsumsWenanndua 2 Ak duiuasaiaden Tnaauaenlasmagegn Ae 10 Un. Aadu

o Y

miﬁ*ﬂméﬂqﬁaﬁquﬁq%ﬁummaﬂw;mmﬁuﬁuﬁqmnLﬁmﬂﬁmﬁﬂﬁfﬂ@mﬂ (NYHA IV) flaligaya
Lifaawe uiuuzthFEududaennaesige e 1.25 un. Suazeds uaznniiuaunetarsnszindas
AINITITATE

Tuftheffimaihauesisielaunmses flaefidedidudliunazanminidendeusWaaysal sied
AN AULABAGIBLNTULI mmﬁ”\‘iQﬂf;ﬂm\maﬁ'mq:mmﬁmﬁ@mﬁnm@ﬁﬂﬂzﬁmmL’f?i'm (v N7
VI:M@ﬁ'mwﬁﬂm”l,ﬂzjm'amlﬁﬂmiﬂimﬁ LazidenluaeiAtaueantinnad liaIAINVaemAeRRL) LAy
filagdeldnduilaanzagiauuda wazludgeeny Wdaunsuaziuusihisuiaaiuiissyluide

“mainelsnrNAlAenge”

mafastumazndaiiiawilanme Tsauaanidansuns vianismeanisaszuuialauaz
NaRALAEA

wuzh Widududemnaen 2.5 an. fuazass wdariee) Usumunmenidiaiu Tnsdufunmuseszes
ftlos Aostfu TN TuAE Tl 2 Wi Tdassvazingn 1 Al uazvdeanni 3 dilanel Aasdiuidis

aunpeniflu 2 1nanaa iivaliaunaen maintenance dose 1 10 1A, Aiady

Tudilendnsinauaessuvie lnunnsas gilsendadldudlanizanuniianaausianysal vised
o \ 9 N o s ° , o ,
AYNALABAQIBENTUII warHlnguesenazaNAAeaAnenainllgaNdes (du nis
a A ] A dl A dgl ¥ dl A = Z// v
Twalswdenliguasninenialons wazidenllinesanesaniasasiiesanuaeniaeniiy) sauviagtlas
fsldundulaannzagiauudauas ludgeans Mldauneuazauusidwnaonunseyliluiade “nns

fnenlsnpanduaengs

lugilelsaln

WUzt BN AWMU A8 1.25 1. TUazASs analfuauasE iR AU LN MUABENTaS

gilae Ansfuinaunaey 2 win ludasszazinan 2-3 dlaf auinengeqn Aa 5 un. sadu

Tufilenldanduilasazagdouudn uazludilanfdnisiewassivunnsas Wldauneuas

o o 4 o A o o o o \
ﬂ’]LLu:uﬁLﬁumeﬂum‘:ui’ﬂuuﬂm “ﬂqﬁ‘?ﬂ‘]ﬂqiﬁ\ﬁﬂqqﬂﬂuL@ﬂﬂé\?
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nssnernglaidanniiaanisaiunvnuuazlilatinainlsaiunmanu

AL ENAUALUZTN Aa 1.25 NN, FuazAss
& o | vy ' a v = o A o ¥
Tuagiuanunusesn ludihausazane uazanaiinausenlfauivaunag1AesAun 5 un duazaia

a

TUIALNGINTT 5 1N Fuazraiiu deliiddeyannnelunididanseainndinguacuax

U

Hilisgaans
u u qQ

v = Y o
FasianTnanauALTNAuasuLwiUaY 1.25 un.

5.2 38n19U5U1TEN
4 Yo e o4 2 ¥ 4 . . .
ANTNALENTAIA WHANALANUN BN PNIANE (HNANUTENNUATILAD) BflanadNnTasLseniune

B1Y1T FLUINBIUNT WIBNRIDINNT

6. davald

s s lunsdiselui

« lugthefiuinenaivia sangu ACE inhibitor 8w e davtlsznevaiulusiniu (Wsngvinda
“@ruilsznavaasan”)

. ‘Luré’ﬂf;mﬁmﬂﬁﬂwﬁlﬁmmmimu angioneurotic oedema (1enAanns1$slHARe N angio-
neurotic oedema 1tlsngwiade “Ufisenluinesrase™)

o v o

- 39wy sacubitrilivalsartan (gade “@unsiisen”) WnEunisldlnsmaaunda sacubitrilvalsartan
o o \ Al jal o Y a o
azgnianaanainsanie lunsaitulaauann sy sacubitrivalsartan #sGangld
sacubitril/valsartan aundnlasimgazgnindneanaindienie
a & ‘ﬂl & a :// ¥ = ¥ a Aﬂl 1
- mrlmanswnenlulnanaaiesanuaesnenuadlilnfuisaesdneizedanen (@essen1sanas
Ia9ANNFLARALALANE)
« Tudibeddanusuaenan wielannenisiaRuueudenliaed (@eesan1sanasniaanumy
=
denuazlning)
« Mgauiuennidontlsznauaas aliskiren lugilhefidulsanunuidainioglaunnsasseiuunans
= . 13 ' =
T7ULLN (creatinine clearance 1a8N11 60 NA./4N)
« ldsauriuenngu angiotensin 11 receptor antagonists (AlIRAs) Tugtlaendnazlatadnfainiunmu
(diabetic nephropathy)

o STUINIFIATIA

Wasaneraiindjisenlasenisuianuuy anaphylactoid NATUAEN9IIATILATIUL ASFE
wanaeen3ldengs ACE inhibitors faniunsinlaeiaen lwaliauuenitnienasiniiaen

¥
L A |

wdafuNuRaNHszaaL 11 N9V dialysis ¥38N19911 haemofiltration TaeldiEia high-flux
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membranes (111 polyacrylonitril membranes) LAZNIIN low-density lipoprotein apheresis Fag

dextran sulfate

7. LAY
21N UINNLNITURSINATTIALET (angioedema) AT HE ABUS AU

TiNasumganislduniiiuiiilanueinis angioedema NifinliuszudnginEsatinngs ACE inhibitor

= a . = o a iy = & ' a X A1 v
WUH9IENIUNI9AA angioedema Nlunti uwauen 3N Au aredewienaeades ludienldiunig
Snunsaaenlungs ACE inhibitor n1s3nmisussuaasaInsuaniiudunsateddn an nsli

. . o A v g a v A A & ° oy \ o o a P
epinephrine i (Ing@ndnliRauivizedndmasndenmatnein) sandudhsedsfinnupaulnin
ala (ECG) uazanusaen Avsligiaadhinmsalulssmnenunaiedanneainisiunaiatiadon

12-24 gu. uazlWgihoasnanlsmenunalfidaenisvianuameaudavisanaulnaauysnl

H . a o P
AINITUINUN (angioedema) nanld
anstsnanldwusmanuludilaeflasunisinmsaaenlunga ACE inhibitor gilaamuaniiungos

9 N oA = = =~ a A ¥ o s A
anslaanes (Nﬂﬁ‘ﬂiﬂﬂﬂ@uiﬁu?'ﬂ@’n@ﬂu) 1uur]\1ﬂ§\m@’]”‘]mm'ﬂqﬂq?UFJNﬂiﬁJuuqﬂQﬂ AIMNITUINUIN

anldvneliudsanugaengs ACE inhibitor

dszaunisalnsldenlaame delsifinnnelunsaldiaain fihaniinaznmsvinauaeslnunnsesntina

?fuifionie) uazudihaiWaniaen

TUUSY (A creatinine clearance Ha&N31 20 AT e 1.73 |

o A a . A & A o 9 1% a A o q va .
WUAMNLAENNASLNA angioedema LWHNUY Wadinsldsannuegnauyiatavii liinm angioedema (L‘;’Jj

v ¥ 2 2 9/!! 20 XA ”
Wada “daviuld” uas “aumnsnaen )

8. AAR259239

Tunsdnenmasentnsing msazetnelsinisguaniunuaesunne’
« NM9UANUNIERINURITELIU renin-angiotensin-aldosterone (RAAS)

TunzinsTaiuyiaannnaaesvLL renin-angiotensin-aldosterone lnennsldlnsmasaniuenlungs
angiotensin Il receptor antagonists (AlIRAs) #7a5aNA aliskiren tasannimudeainauluninia

o o = = = o N = o
prwAuaens, nridunadanlunengs uaznaulasuulaanisinaueesdls e Fauisuiunig
s v = a =
SnusnaeieTiinumgn
o ) o Lo vy A A ' . o
vnuldlmsmasaniu aliskiren lugihanduunmnuiseiinnglnunnies (creatinine clearance tiat
N1 60 ua.ANW) (Ariade “davinuld” uay “Gunsiizen”)

=

inald lnsinasaniuaings AlRAs Tudilhaninaglatininfainiuimenu (diabetic nephropathy) (g

o v vy v

adie “dainld” way “dunsnsen”)
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- ftlaaiszuU renin-angiotensin gnnszEUNINNILNG

luniednendilaefszuu renin angiotensin gnnsesunnnnddnEni sasldfonaussdaiuimmg (g
o o aal a o 2 - o § vy L&A ] = o
Wiade “aupaiuaziinisuinean”) medudaenlsd ACE axvinlifiamantid@essianisiipausiu
= . v . 2 s —
\aenaAaIRt UL uazutihireslnenagniinane tnelanizetnai Waliendszinm ACE inhibitors
a0y e o L - X Y C ¥4 s d
isaliendanivendudasnsndunisum wrelunainaweeaiusn Al WeGuldenlnsmmise
4 a2 gy o ' Y > 2 Y A PN > o o A \
WaBnWendudasazsandoaaiusmniizennafaiinisiiuaunen fednsadnnnfiuaenatng
naTn aunszisannsnanlaladnauiuaenaslianasatnaBaunauan
% . . . P A &
N19N9EHUITLL renin angiotensin B1AAATUAIs 11T
- ludihefidulsapnusuaengeatnaquusesinn nsldanluszazusnaesatnalsinisguanes
wnneetielndtn
- ludthendulsailaduday lnaanizluneiuusasedthedalaiunisinmsaaean A
A a dl L dl o v 1 :l/ v v 1 v
wansiinay lugisandulsainladuadeenaguusatiu nslfenluszazusndesagnalinisgua
wegunneateindtn
- ludtheinslisRewasadiudi-eanainiialaiesasdnaanas (b awiola aortic ¥3e mitral
a k% v 1 v & 1 v
valve Aiu) nslfenluszazusndesatnielinisguazesunndadnalnadn
- ludithendulsavasadenlasiu nisldunluscazusnsasagnaldnisguasasunneacnlnado
v ¥ 1 o o o ¥ o o
uwaranasewganisldendauiuenduiaainy griade “naifhszdnsiaueedls”
- ludthenldenduiaaaretneunds Tunsdinliaunsongaendufasviteantuinandy
aaazliiu nsldenluszazusndasegnialsinsguaresunndatielngdn
- ludithedfinnzanadvizenanasus inasdustizeaiaaziindu (Hesainfulseniuiiiie
v

= Mo = a = = = = 2 o g w = \
LﬂﬂﬂLL?iNLWH\?W@ NTRINNNNTNNAILAE AILALIU UTALINDRANNIN sﬁwﬂumﬁ“ﬁmLﬁHLﬂ@ﬂLLiLLﬂ:

' o
gaawad lusane e ane)

Tnesialyl Aasudlannazanmiin (dehydration) NazFuNRnaenanad (hypovolaemia) #3BN1LINANAD
oA e e " v s . < 2 -
wrteuazEulden (eeelafionu lufileaniasidladumas msamilaivau@sslunsfianiy
‘ﬂl aa U Y =K QI o v = % 1 lﬂl v
volume overload) Haudlaauainimiemaaiinanslalsudnaasduinmme inamavide Wense el s

waz MdunauRwNnzannsaniullivetasiuanfaasanm uniulliazminnreslnfianaianas

o v ¥

griade “filheiiulsasin”

U

'
a

' [ a
- dihafiilulsasu

' v
aal

Tudileendnsvinauaessuunnges nsneuauessiaan lnsmaetasnduizeanas uananiu ludilae

iulsasuudeguussaniuian1suant uazAMee ascites 11 521U renin angiotensin 814gNNITFUW

v
o

Wi sl ludileemantassesssdailuiiay (Isagmeangandrsiuuazly

o v

148 “UUIALNLAZATNNTLIVNTEN”)
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LAl
- ilageans
TufileigeangunssmeananauauesniluiitAssiannga ACE inhibitors Aeii AsRsaLlsziiumiing

gaslanauEuldien (Isngiinde “auineiuaydsnisldun’)

2 o = ° ' o o s
« gilafiAN AN ARNZANNAUIAEARARININ
Tufilendanudastimizsanisifineinisldielssasipusulaiinansuan (wu filaanivaen
= o a a A & I - - 2 ) a q v
wenlalswiviieuasnideni inesanesfvdauneaadeaiunamansaaunen) TudeausnaesnisGuli

mafneeaslasuNIguan1ansunnenIui e

+ MsARAINNSYIINUERdLA
uwuzth Winsianunisinautesiainaani s ugeadlansisiu 2eenisinem
v PRy o ' a ¥
filendesnisnisidhszdietseupeiduiimslsznaudae
LY = o v
- fihenianziladuman
PRI = a = 9y Ao = v Y Yo
- fihendulsavaeniresvedlnmuiedihendeinisessruumyuRaudi ldiunisvasns
= Y & N = DX | o X 9~ L. Ne A & o~
wenunslUidedlnfudnapes Tnedihalunduudiludazil creatinine ludfiiisauiies
< 3 ! 1 =2 = o k% ‘ﬁl v
@ntiet uienaaziaueniensgaudanisineueednlidmills
o Aa ° |
- fihefdnnaznsinnuaednunndes

- frhendgnangls

o oa @
- nsehszdaaninslas
Tuseudnanissnunsslnames fasinisdanussullunadanuaslnnanludsuasiaanane lu

PR o Y a o = Ne oL
Eﬂ'}ﬂmﬁqum'ﬂ\ﬂmuﬂv\ﬁ@\?@qLﬂuﬁ]'ﬂ\imﬂm’]ﬁ?gﬂutﬂum@Lsﬁﬂﬂiusﬁﬁ‘ﬂﬂmu

« Mgehszramalainanen
wuzih AR AR NA T ALREAT1Y LINEANN1TDATIANLANZIAREAT191B LAY (leucopenia)
~ a £y o 8 val a L o X aa °
Parafaaule wusihliinisfssntaulusyazusnaasnsinmuay ludilandnmsinaumels

C e A 4 . C o o a
unwsed frhemdulsainesiuaeaaiauiansas (1 1A lupus erythematosus WralsA sclerosis) 1178
S VRV o ya 4 . . v o lmme =
fieninwdaeenaunannsai iianisasuwlasdnsnizaeadainenuns griade “Ufisenlaing

sraga”

9. AUMSN3E
9.1 @119

o

a s liidinasiansgaTinaes insaat WALy
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9.2 AURsAsEINUENAY

ﬂl v P s a a
gniivnaldsaunusinga
waildenga ACE inhibitors §aufiL sacubitrilivalsartan 189310 WuAMNLIEEAzLAA

. a = v v Y o [N S . ' v @ ' a
angioedema tWHNIAU (A¥I1D “qauld ) ABIUEM sacubitril/valsartan AENIUDE 36 FAlNg NAULSH
nsinwmalasing sawgalasingadiedas 36 Tlae nauENNIsSNEIAE

sacubitril/valsartan

s 1 ﬂl [J Y s s o a ﬂ'ﬂ Qs 1 1 = =
n1sinEuansIManazsinlilaandudanuRanllszqay Aat1tu nsWaniRanusams
NSRURDAMLAINTAITUANTUTUIA LU (11U AINTB polyacrylonitril) waznignsasuenlaly

TsRutlaNNAMNNUILUEAIAIE dextran sulfate: HAuIREsaN AL s wRaeneguuels g

o v

£ % U,
ada “dainnld”

¥

Pnltlnsnadaniusnldaulsznauaes aliskiren luilaelulsaiunmnuwizaining lnunnsesszsu

U

o v ¥

thunandepuussua iz g lugiaedu (griade “devuld” uas “danasseda)
#7NgN angiotensin-Il receptor antagonists (AlIRAs): ¥uldlnsmasaniuengs AlRAs Tugtloe i
naglaRaLnAanniuimanu (diabetic nephropathy) wazliuuziinlugilalsngus) (griade “daiuld”

1]

¥ o
WAL “UBDAITTLIN)

g laiuuzir lildsannusansa

inaaldunsidan enduilagazndinanuldunaidan wiasnaunanainszauldunaidanly

@5u: a1av iaoudnduaesltunsden gy Jauwasuineansguuss st lisouiu
o A @ = \ . & = P A A ~ o

gnduifaanazninaiuidunaian (11 spironolactone) inaallunaiden vireanaunanaiinszauiyl

unade sy afludesnmadnsyiuldungidanludsuesnalnatn

BN7A295E9LUAF LETAINA LSRN

HNAAANNAULAEA (111 enTulladnds) LazENAUNNNEAAANNAULREA (11U BINAN nitrates,
#1A1UlsATNLAS tricyclic antidepressants BIANAAL): ANATIATHNAATNYVITANANALLASA
(Renfuandulaanzeiade “dansssdy “Ufisenlinelseasd” uaz auneuazdanisLdnsen’) ag

uwuzih liinsdsedslinnenluisindulssan ludienldfunisinessenduifagavionsae

£19INFSAUNTUAFINA N U NADARDATIREULLLINITHINUARITSULTNWUNAN: 81191801
= o A = ° v o o A Il ) a
8128ANNE lWNsaneNAuRenetname Az idiszdianuiuaenetnelndiadui

Allopurinol, 8MNANNANNY, eNABSAIARLAASALA, procainamide, 8 cytostatics WAZENAY ] iaNa

q

o ¥ ¥

wasuulasszuuaan: eranliiinisasuulasessruuideaninau (giade “dannsszdie’)
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12 '
=

\NRDALEEN: 81NgH ACE inhibitor aAN1SMARNAALEN 81A7N s ALTasABaN luEiNgeun A

ANNNLAENABNTNANHBIARE AR lalarsran FaiuRpqInadasLiulIedALEeN

£15NELT ALY (11 BUTAULAZEYRLS Y84 sulfonylurea): 8NgX ACE inhibitor 8198AN19EAD
dugau ludiaunneenambiiinszduiimaludeasnnlasunisinedntuaninmsawnmnu
o :// = ° val a [ A 1 p2SY a v 1 o
SlRwunih Winsfennsziunglaaluiaenetelnagaduneislussazusnaaanislinsaniu
VILDAGLIPTIN: wugiifinisafaasnisiiia angioedema windiu lugilhenlafuanngs ACE inhibitor
ANU Vildagliptin

#1NQN mTOR inhibitors (1w temsirolimus): WUNILANTIUIBIARIINI9IAA angioedema Tugfilaed
1#%uenngu ACE inhibitor Waz mTOR inhibitors (1msNea8s rapamycin inhibitors luwdndiasegneag

UN)

#NgN neprilysin (NEP) inhibitors: WUAMIALa7Az7A angioedema LAy Wadinsldsaniuaes

#nga ACE inhibitor Uaz NEP inhibitor (i racecadotril) (8 “ANtHaw")

ﬂl o = L Qs a a
2NA29ANNSLUNNS M SINNUSINNGA
gneuaniauiildldaifiasans (1 indomethacin) wae acetylsalicylic acid: anaangmazesining
wazanainn1azlnnaiRaunaurireszaullunaden ludfumeau

Heparin: a1ainAnudnduaesllwnaide s ludsy

v v

waanagas: MAnTaanar liduwaenveefnntu auilnsmeenadiugiresueanases
naa: N135ULlsENIueMNIAN 1AHNAAANETBIENAAANALLAEA LA

nsinEnAaedsnIsuangila (desensitization therapy): Havuiiuli/lduazaninguusslunaiin ue
wuanTauazljisenisuieteuusesiefiveeunauintuiledudauenlod ACE Aullwgiudngnsil

= o LA e Y
ananaaleeiuan IMNANNUNDYT] AL

10. nslEluamsnnssA

v
o -

% ¥ 1 :l/ & o z// 1 QI £ % o % 1 1 Aﬂl
P lden Insmalussudnadansssd saiunauEylinissnesecunladnliidningianssd lusedn
Aflusiaeinemasangs ACE inhibitor uazenduilaanas faananiasanis6anssst daziu anaidese

ANTNATUAEFRaN1TN luATIA

WINNUNUTAziAIesT fasgalduingu ACE inhibitors waziasunnsineiduguuuau

Tritace_TH_CCDS v. 18_clean_approved 04Apr2018 9



'
a

winguaeinssassfszndnanisine Wldenauinldldengu ACE inhibitors unugn s liisangn
LA o A a o , e 9 R 1o = o
wivmaziullle WHesanenafiadunsesenisnluased tawddazdlinauwidatdunse

san1sn A NN AN AT UsN U AN LA B UL N UBINITFIATIA AN

11. msldluansmiliuayns

b3
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15.2 AMANLANINFTAaUAERNS

el ramipril A9eRE5UUsENNU AzgNRATNOENITIAETMNITULNAUAUEING AN peak plasma
concentrations aziszaunelu 1 G2las dawAn peak plasma concentrations 224 ramiprilat @aitly

active metabolite finangns aziaszAuNely 2-4 dalug

Plasma concentrations 284 ramiprilat azanasli/ldvananig A ATAm (effective half-life) 284
ramiprilat #83a1nn15 1 ramipril 'Tu@zm;wmm 'i“mz@%iﬁ' 13— 17 alus el ramipril lWauim 5 -
10 mg uavanaazenTwiiely ramipril TNARN (1.25-2.5mg) ALUANFN AT ATiETTL long
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acid Wa¥ conjugates

16. TUNNARE

W ldennanasiuunnengfsvuuussqsinet

[
17. gn1EnsiALen
Wiuenfgomniainda 30 asA LTt

=3 vy A <3
wuenldwudaian

ALAR:
1. Wl ilundgelned
2. enflenaviiinaainislals
3. thunenisduas viserauld andew Wlsnwuwne
4. ynldentiudoinainsuanzedlumn au naesdes wsemalaauin WugeeuagaulEnsuwng
o
i
d’l o v a v Y v o o
5. gndlanariniifiantzlaangls aasldfeausednseds
6. entianav Wezaullunadenwaengeau ldasldlufihenlasuldunaden viesnduilaainvadin

FnunrzauTilunaidas (potassium sparing diuretics)

[

wndnsunledsudlgaanans

Tritace_TH_CCDS v. 18_clean_approved 04Apr2018 16



Ramipril CCDS version 18 (09 Wqﬂamﬂu 2560)

Tritace_TH_CCDS v. 18_clean_approved 04Apr2018

17



