1. NAME OF THE MEDICINAL PRODUCT
(Nigrel 75 Tablets) Clopidogrel 75mg USP tablets

2, QUALITATIVE AND QUANTITATIVE COMPOSITION

Each Film coated tablet contains:
Clopidogrel Bisulfate USP

Eq. to Clopidogrel 75mg
Excipients Q.S
Colour: Red oxide of iron

{For a full list of excipients, see section 6.1}

3. PHARMACEUTICAL FORM

Brick red coloured round standard biconvex film coated tablet, plain on both sides

4. Clinical particulars

4.1 Therapeutic indications

Secondary prevention of atherothrombotic events
Clopidogrel is indicated in:

o Adult patients suffering from myocardial infarction (from a few days until less than 35days), ischaemic stroke
(from 7 days until less than 6 months) or established peripheral arterial disease.

e Adult patients suffering from acute coronary syndrome:

- Non-ST segment elevation acute coronary syndrome (unstable angina or non-Q-wave myocardial
infarction), including patients undergoing a stent placement following percutaneous coronary
intervention, in combination with acetylsalicylic acid (ASA).

- ST segment elevation acute myocardial infarction, in combination with ASA in medically treated patients
eligible for thrombolytic therapy.

Prevention of atherothrombotic and thromboembolic events in atrial fibrillationIn adult patients with atrial
fibrillation who have at least one risk factor for vascular events, are not suitable for treatment with Vitamin K
antagonists (VKA) and who have a low bleeding risk, clopidogrel is indicated in combination with ASA for the
prevention of atherothrombotic and thromboembolic events, including stroke
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4.2 Posology and method ofadministration

4.3

4.4

Posology

Adults and elderly

Clopidogrel should be given as a single daily dose of 75 mg.

In patients suffering from acute coronary syndrome:

Ifa

Non-ST segment elevation acute coronary syndrome (unstable angina or non-Q-wave myocardial infarction):
clopidogrel treatment should be initiated with a single 300-mg loading dose and then continued at 75 mg once
a day (with acetylsalicylic acid (ASA) 75mg-325 mg daily). Since higher doses of ASA were associated with
higher bleeding risk it is recommended that the dose of ASA should not be higher than 100 mg. The optimal
duration of treatment has not been formally established. Clinical trial data support use up to 12 months, and
the maximum benefit was seen at 3 months.

ST segment elevation acute myocardial infarction: clopidogrel should be given as a single daily dose of 75 mg
initiated with a 300-mg loading dose in combination with ASA and with or without thrombolytics. For patients
over 75 years of age clopidogrel should be initiated without a loading dose. Combined therapy should be
started as early as possible after symptoms start and continued for at least four weeks. The benefit of the
combination of clopidogrel with ASA beyond four weeks has not been studied in this setting.

dose is missed:

Within less than 12 hours after regular scheduled time: patients should take the dose immediately and then
take the next dose at the regular scheduled time.

For more than 12 hours: patients should take the next dose at the regular scheduled time and should not
double the dose

Paediatric Population
Clopidogrel should not be used in children because of efficacy concerns.

Renal & Hepatic Impairment
Therapeutic experience is limited in patients with renal impairment

Method of administration

For oral administration

It may be given with or without food.

Contraindications

Hypersensitivity to the active substance or to any of the excipients
Severe hepatic impairment
Active pathological bleeding such as peptic ulcer or intracranial haemorrhage

Special warnings and precautions for use

Bleeding and haematological disorders

Due to the risk of bleeding and haematological adverse reactions, blood cell count determination and/or other

appropriate testing should be promptly considered whenever clinical symptoms suggestive of bleeding arise during

the course of treatment (see section4.8). As with other antiplatelet agents, clopidogrel should be used with caution

in patients who may be at risk of increased bleeding from trauma, surgery or other pathological conditions and in

patients receiving treatment with ASA, heparin, glycoprotein IIb/IIla inhibitors ornon-steroidal anti-inflammatory

drugs (NSAIDs) including Cox-2inhibitors, or selective serotonin reuptake inhibitors (SSRIs),or other medicinal

products associated with bleeding risk such as pentoxifylline (see section 4.5). Patients
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should be followed carefully for any signs of bleeding including occult bleeding, especially during the first weeks
of treatment and/or after invasive cardiac procedures or surgery. The concomitant administration of clopidogrel
with oral anticoagulants is not recommended since it may increase the intensity of bleedings.

If a patient is to undergo elective surgery and antiplatelet effect is temporarily not desirable, clopidogrel should
be discontinued 7 days prior to surgery. Patients should inform physicians and dentists that they are taking
clopidogrel before any surgery scheduled and before any new medicinal product is taken. Clopidogrel prolongs
bleeding time and should be used with caution in patients who have lesions with a propensity to bleed (particularly

gastrointestinal and intraocular).

4.5 Interaction with other medicinal products and other forms of interaction
Medicinal products associated with bleeding risk: There is an increased risk of bleeding due to the potential additive
effect. The concomitant administration of medicinal products associated with bleeding risk should be undertaken

with caution.

Oral anticoagulants: the concomitant administration of clopidogrel with oral anticoagulants is not recommended
since it may increase the intensity of bleedings. Although the administration of clopidogrel 75 mg/day did not modify
the pharmacokinetics of S-warfarin or International Normalised Ratio (INR) in patients receiving long-termwarfarin
therapy, coadministration of clopidogrel with warfarin increases the risk of bleeding because of independent effects

on hemostasis.

Glycoprotein IIb/IIIa inhibitors: clopidogrel should be used with caution in patients who receive concomitant
glycoprotein IIb/IIIa inhibitors.

Acetylsalicylic acid (ASA): ASA did not modify the clopidogrel-mediated inhibition of ADP-induced platelet
aggregation, but clopidogrel potentiated the effect of ASA on collagen-induced platelet aggregation. However,
concomitant administration of 500 mg of ASA twice a day for one day did not significantly increase the prolongation
of bleeding time induced by clopidogrel intake. A pharmacodynamic interaction between clopidogrel and

acetylsalicylic acid is possible, leading to increased risk of bleeding.

Therefore, concomitant use should be undertaken with caution. However, clopidogrel and ASA have been

administered together for up to one year.

NSAIDs: in a clinical study conducted in healthy volunteers, the concomitant administration of clopidogrel and
naproxen increased occult gastrointestinal blood loss. However, due to the lack of interaction studies with other
NSAIDs it is presently unclear whether there is an increased risk of gastrointestinal bleeding with all NSAIDs.

Consequently, NSAIDs including Cox-2 inhibitors and clopidogrel should be co-administered with caution

4.6 Pregnancy and Lactation

Pregnancy
As no clinical data on exposure to clopidogrel during pregnancy are available, it is preferable not to use clopidogrel
during pregnancy as a precautionary measure. Animal studies do not indicate direct or indirect harmful effects

with respect to pregnancy, embryonal/foetal development, parturition or postnatal development.
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4.7

4.8

Breastfeeding

It is unknown whether clopidogrel is excreted in human breast milk. Animal studies have shown excretion of
clopidogrel in breast milk. As a precautionary measure, breastfeeding should not be continued during treatment
with Clopidogrel.

Fertility
Clopidogrel was not shown to alter fertility in animal studies.

Effects on ability to drive and use machines
Patients should be warned that dizziness or fatigue/asthenia may occur in which case they should not drive or use

machines.

Undesirable effects

Summary of the safety profile

Clopidogrel has been evaluated for safety in more than 44,000 patients who have participated in clinical studies,
including over 12,000 patients treated for 1 year or more. Overall, clopidogrel 75 mg/day was comparable to ASA
325 mg/day in CAPRIE regardless of age, gender and race. The clinically relevant adverse reactions observed in
the CAPRIE, CURE, CLARITY, COMMIT and ACTIVE-A studies are discussed below. In addition to clinical studies

experience, adverse reactions have been spontaneously reported.

Bleeding is the most common reaction reported both in clinical studies as well as in post-marketing experience
where it was mostly reported during the first month of treatment.

In CAPRIE, in patients treated with either clopidogrel or ASA, the overall incidence of any bleeding was 9.3%. The

incidence of severe cases was similar for clopidogrel and ASA.

In CURE, there was no excess in major bleeds with clopidogrel plus ASA within 7 days after coronary bypass graft
surgery in patients who stopped therapy more than five days prior to surgery. In patients who remained on
therapy within five days of bypass graft surgery, the event rate was 9.6% for clopidogrel plus ASA, and 6.3%for
placebo plus ASA.

In CLARITY, there was an overall increase in bleeding in the clopidogrel plus ASA group vs. the placebo plus
ASA group .The incidence of major bleeding was similar between groups. This was consistent across subgroups
of patients defined by baseline characteristics, and type of fibrinolytic or heparin therapy.

In COMMIT, the overall rate of noncerebral major bleeding or cerebral bleeding was low and similar in both groups.

In ACTIVE-A, the rate of major bleeding was greater in the clopidogrel + ASA group than in the placebo + ASA
group (6.7% versus 4.3%). Major bleeding was mostly of extracranial origin in both groups (5.3% in the
clopidogrel + ASA group; 3.5% in the placebo +ASA group), mainly from the gastrointestinal tract (3.5% vs.
1.8%). There was an excess of intracranial bleeding in the clopidogrel + ASA treatment group compared to the
placebo + ASA group (1.4% versus 0.8%, respectively). There was no statistically significant difference in the
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4.9

5.1

5.2

rates of fatal bleeding (1.1% in the clopidogrel + ASA group and 0.7% in the placebo +ASA group) and
haemorrhagic stroke (0.8% and 0.6%, respectively) between groups.

Overdose

Overdose following clopidogrel administration may lead to prolonged bleeding time and subsequent bleeding
complications. Appropriate therapy should be considered if bleedings are observed. No antidote to the
pharmacological activity of clopidogrel has been found. If prompt correction of prolonged bleeding time is
required, platelet transfusion may reverse the effects of clopidogrel.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamics properties

Pharmacotherapeutic Group: platelet aggregation

inhibitors excl. heparin

ATC code: BO1AC-04

Mechanism of action

Clopidogrel is a prodrug, one of whose metabolites is an inhibitor of platelet aggregation. Clopidogrel must
be metabolised by CYP450 enzymes to produce the active metabolite that inhibits platelet aggregation. The
active metabolite of clopidogrel selectively inhibits the binding of adenosine diphosphate (ADP) to its platelet
P2Y12 receptor and the subsequent ADP-mediated activation of the glycoprotein GPIIb/IIIa complex, thereby
inhibiting platelet aggregation. Due to the irreversible binding, platelets exposed are affected for the remainder
of their lifespan (approximately 7-10 days) and recovery of normal platelet function occurs at arate consistent
with platelet turnover. Platelet aggregation induced by agonists other than ADP is also inhibited by blocking
the amplification of platelet activation by released ADP. Because the active metabolite isformed by CYP450
enzymes, some of which are polymorphic or subject to inhibition by other medicinal products, not all patients
will have adequate platelet inhibition.

Pharmacokinetic properties

Absorption:

After single and repeated oral doses of 75 mg per day, clopidogrel is rapidly absorbed.
Mean peak plasma levels of unchanged clopidogrel (approximately 2.2-2.5 ng/ml after a
single 75 mg oral dose) occurred approximately 45 minutes after dosing. Absorption is at
least 50%, based on urinary excretion of clopidogrel metabolites.

Distribution
Clopidogrel and the main circulating (inactive) metabolite bind reversibly in vitro to human plasma proteins
(98% and 94% respectively). The binding is nhon-saturable in vitro over a wide concentration range.

Biotransformation
Clopidogrel is extensively metabolised by the liver. In vitro and in vivo, clopidogrel is metabolised according to
two main metabolic pathways: one mediated by esterases and leading to hydrolysis into its inactive carboxylic
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5.3

acid derivative (85% of circulating metabolites), and one mediated by multiple cytochromes P450. Clopidogrel is
first metabolised to a 2-oxo-clopidogrel intermediate metabolite. Subsequent metabolism of the 2-oxo- clopidogrel
intermediate metabolite results in formation of the active metabolite, a thiol derivative of clopidogrel.The active
metabolite is formed mostly by CYP2C19 with contributions from several other CYP enzymes, including CYP1A2,
CYP2B6 and CYP3A4. The active thiol metabolite which has been isolated in vitro, binds rapidly and irreversibly to
platelet receptors, thus inhibiting platelet aggregation.

Elimination

Following an oral dose of 14C-labelled clopidogrel in man, approximately 50% was excreted in the urine and
approximately 46% in the faeces in the 120-hour interval after dosing. After a single oral dose of 75 mg,
clopidogrel has a half-life of approximately 6 hours. The elimination half-life of the main circulating (inactive)
metabolite was 8 hours after single and repeated administration.

Special patient populations

Renal & Hepatic impairment

After repeated doses of 75 mg clopidogrel per day in subjects with severe renal disease (creatinine clearance from
5 to 15 ml/min), inhibition of ADP-induced platelet aggregation was lower (25%) than that observed in healthy
subjects, however, the prolongation of bleeding time was similar to that seen in healthy subjects receiving 75 mg
of clopidogrel per day. In addition, clinical tolerance was good in all patients.

After repeated doses of 75 mg clopidogrel per day for 10 days in patients with severe hepatic impairment,
inhibition of ADP-induced platelet aggregation was similar to that observed in healthy subjects. The mean bleeding
time prolongation was also similar in the two groups

Preclinical safety data

During non-clinical studies in rat and baboon, the most frequently observed effects were liver changes. These
occurred at doses representing at least 25 times the exposure seen in humans receiving the clinical dose of 75
mg/day and were a consequence of an effect on hepatic metabolising enzymes. No effect on hepatic metabolising
enzymes was observed in humans receiving clopidogrel at the therapeutic dose.

At very high doses, a poor gastric tolerability (gastritis, gastric erosions and/or vomiting) of clopidogrel was also
reported in rat and baboon. There was no evidence of carcinogenic effect when clopidogrel was administered
for 78weeks to mice and 104 weeks to rats when given at doses up to 77 mg/kg per day (representing at least
25 times the exposure seen in humans receiving the clinical dose of 75 mg/day).

Clopidogrel has been tested in a range of in vitro and in vivo genotoxicity studies, and showed no genotoxic
activity. Clopidogrel was found to have no effect on the fertility of male and female rats and was not teratogenic
in either rats or rabbits. When given to lactating rats, clopidogrel caused a slight delay in the development of the
offspring. Specific pharmacokinetic studies performed with radiolabelled clopidogrel have shown that the parent
compound or its metabolites are excreted in the milk. Consequently, a direct effect (slight toxicity), or anindirect
effect (low palatability) cannot be excluded.
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6.

6.1

6.2

6.3

6.4

6.5

6.6

PHARMACEUTICAL PARTICULARS

List of excipients

Raw Material

PEG-6000 (Polyethylene glycol)

Mannitol

Microcrystalline cellulose Powder

Colloidal anhydrous silica

Povidone (K-30)

Isopropyl alcohol

Crospovidone (Kollidone-CL)

Stearic acid

Iron oxide red film coat ready mix

Methylene Chloride

Incompatibilities

Not applicable.

Shelf life

3 years

Special precautions for storage
Store in a cool and dry place below 30°C, protect from light

Nature and contents of container <and special equipment for use, administration or

implantation>

3x10 Alu/Alu blister packed in carton along with insert.

Special precautions for disposal <and other handling>

No special requirements. Any unused product or waste material should be disposed of in accordance with local

requirements.
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7. APPLICANT MANUFACTURER

Evans Baroque Nigeria Limited Baroque Pharmaceuticals Pvt. Ltd

Km 32, Lagos — Badagry Expressway, 192/2 & 3, 19-/1 and 202/9, Sokhada — 388620,
Agbara Industrial Estate, Agbara, Ta. Khambhat, Dist. Anand, Gujurat,

Ogun State, Nigeria India

08033304149

info@evansbaroque.com
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