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CoPlavix
75mg/75mg

Film-coated tablet

NAME OF THE MEDICINAL PRODUCT
CoPlavix 75 mg/75 mg film-coated tablets

QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains 75 mg of clopidogrel (as hydrogen sulphate) and
75 mg of acetylsalicylic acid (ASA).

Excipients:
CoPlavix 75 mg/75 mg: each film-coated tablet contains 7 mg of lactose and 3.3 mg
of hydrogenated castor oil.

For a full list of excipients, see “List of excipients”

PHARMACEUTICAL FORM
Film-coated tablet (tablet).

CoPlavix 75 mg/75 mg: Yellow, oval, slightly biconvex, engraved with «C75» on one
side and «A75» on the other side.

CLINICAL PARTICULARS

Therapeutic indications

CoPlavix is indicated for the secondary prevention of atherothrombotic events in adult
patients already taking both clopidogrel and acetylsalicylic acid (ASA). CoPlavix is a
fixed-dose combination medicinal product for continuation of therapy in:

o Non-ST segment elevation acute coronary syndrome (unstable angina or
non-Q-wave myocardial infarction)

o ST segment elevation acute myocardial infarction (STEMI) in patients
undergoing PCI (including patients undergoing a stent replacement) or
medically treated patients eligible for thrombolytic/fibrinolytic therapy

o patients suffering from acute coronary syndrome and undergoing a stent
placement following percutaneous coronary intervention (PCI)

CoPlavix (Clopidogrel plus ASA fixed combination) is indicated in adults for the
prevention of atherothrombotic and thromboembolic events in:

Atrial Fibrillation

In patients with atrial fibrillation (AF) at increased risk of vascular events who can
take vitamin K antagonist (VKA) therapy, VKA has been shown to be associated with
a better clinical benefit than acetylsalicylic acid (ASA) alone or the combination of
clopidogrel and ASA for the reduction of stroke.

CoPlavix_EN CCDSv22 & CCDS v24 clean
Page 1 of 30



In patients with atrial fibrillation who have at least one risk factor for vascular events
and who cannot take VKA therapy (e.g., specific risk of bleeding, physician
assessment that patient is unable to comply with INR (international normalised ratio)
monitoring or that VKA use is inappropriate), CoPlavix (clopidogrel plus ASA) is
indicated for the prevention of atherothrombotic and thromboembolic events,
including stroke. Clopidogrel in combination with ASA has been shown to reduce the
rate of the combined endpoint of stroke, myocardial infarction (MI), non-CNS
systemic embolism, or vascular death, largely through a reduction in stroke (see
“Pharmacological properties, Pharmacodynamic properties, Clinical Efficacy/Clinical
Studies”).

For further information please refer to section “Pharmacodynamic properties”

Posology and method of administration
Posology

e  Adults and elderly

CoPlavix should be given as a single daily dose.

CoPlavix is used following an initial loading dose of 300 mg clopidogrel in
combination with aspirin in patients with acute coronary syndrome:

- In patients with non-ST segment elevation acute coronary syndrome (unstable
angina or non-Q-wave myocardial infarction): Treatment should be initiated
with a single 300 mg loading dose of clopidogrel plus the appropriate dose of
aspirin. Four (4) tablets of CoPlavix (clopidogrel 75 mg / aspirin 75 mg) can
alternatively be given if the aspirin dosing is deemed appropriate. Long term
daily treatment should be continued with one CoPlavix tablet (75 mg/75 mg)
once daily taken with adequate water. 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 (see “Pharmacodynamic
properties”). If the use of CoPlavix is discontinued, patients may benefit with
continuation of one antiplatelet medicinal product.

- In patients with ST segment elevation acute myocardial infarction: Treatment
should be initiated with or without a 300 mg loading dose of clopidogrel in
combination with aspirin and with or without thrombolytics.

- For medically treated patients, Co-Plavix 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 (see “Pharmacodynamic properties”).

- When PCl is intended, Co-Plavix treatment should be started as early as
possible after symptoms start and continued up to 12 months (see
“Pharmacodynamic properties”).

Daily treatment should continue with one CoPlavix tablet (75 mg/75 mg) once daily
taken with adequate water.

Atrial Fibrillation: Clopidogrel plus ASA should be given as a single daily 75 mg/75 mg
(see “Pharmacological properties, Pharmacodynamic properties, Clinical
Efficacy/Clinical Studies”).

No dosage adjustment is necessary in for maintenance therapy in elderly patients.
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If a 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.

o Pharmacogenetics

CYP2C19 poor metaboliser status is associated with diminished antiplatelet
response to clopidogrel. A higher dose regimen (600-mg loading dose followed by
150 mg once daily) in poor metabolisers increases antiplatelet response (see
“Pharmacokinetics, Pharmacogenetics”). Consider the use of higher clopidogrel
doses in patients who are poor CYP2C19 metabolisers. An appropriate dose regimen
for this patient population has not been established in clinical outcome trials.

o Paediatric population
The safety and efficacy of CoPlavix in children and adolescents under 18 years old
have not been established. CoPlavix is not recommended in this population.

o Renal impairment

CoPlavix must not be used in patients with severe renal impairment (see
“Contraindications”). Therapeutic experience is limited in patients with mild to
moderate renal impairment (see “Special warnings and precautions for use”).
Therefore CoPlavix should be used with caution in these patients.

o Hepatic impairment

CoPlavix must not be used in patients with severe hepatic impairment (see
“Contraindications”). Therapeutic experience is limited in patients with moderate
hepatic disease who may have bleeding diatheses (see “Special warnings and
precautions for use”). Therefore CoPlavix should be used with caution in these
patients.

Method of administration
For oral use.
It may be given with or without food.

Contraindications

Due to the presence of both components of the medicinal product, CoPlavix is
contraindicated in case of:

o Hypersensitivity to the active substances or to any of the excipients.

e  Severe hepatic impairment.

e  Active pathological bleeding such as peptic ulcer or intracranial haemorrhage.

In addition, due to the presence of ASA, its use is also contraindicated in:

o Hypersensitivity to non-steroidal anti-inflammatory drugs (NSAIDs) and
syndrome of asthma, rhinitis, and nasal polyps. Patients with pre-existing
mastocytosis, in whom the use of acetylsalicylic acid may induce severe
hypersensitivity reactions (including circulatory shock with flushing, hypotension,
tachycardia and vomiting).

o Severe renal impairment (CrCl < 30 ml/min).

e  Third trimester of pregnancy (see “Fertility, pregnancy and lactation”).
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Special warnings and precautions for use

o 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 “Undesirable effects”).

As a dual antiplatelet agent, CoPlavix 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 other NSAIDs including Cox-2
inhibitors, heparin, glycoprotein Ilb/llla inhibitors, selective serotonin reuptake
inhibitors (SSRIs), or CYP2C19 strong inducers, or thrombolytics. Due to the
increased risk of hemorrhage, triple antiplatelet therapy (clopidogrel + aspirin +
dipyridamole) for stroke secondary prevention is not recommended in patients with
acute non-cardioembolic ischemic stroke or TIA (see “Interaction with other medicinal
products and other forms of interaction”). Patients 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 CoPlavix with oral anticoagulants is not recommended since it may
increase the intensity of bleeding (see “Interaction with other medicinal products and
other forms of interaction”).

Patients should inform physicians and dentists that they are taking CoPlavix before
any surgery is scheduled and before any new medicinal product is taken. Where
elective surgery is being considered, the need for dual antiplatelet therapy should be
reviewed and consideration given to the use of a single antiplatelet agent. If a patient
is to undergo elective surgery and an antiplatelet effect is not desired, clopidogrel
should be discontinued 5 to 7 days prior to surgery.

CoPlavix prolongs bleeding time and should be used with caution in patients who
have lesions with a propensity to bleed (particularly gastrointestinal and intraocular).

Patients should also be told that it might take longer than usual to stop bleeding
when they take CoPlavix, and that they should report any unusual bleeding (site or
duration) to their physician.

o Thrombotic Thrombocytopenic Purpura (TTP)

Thrombotic Thrombocytopenic Purpura (TTP) has been reported very rarely following
the use of clopidogrel, sometimes after a short exposure. It is characterised by
thrombocytopenia and microangiopathic haemolytic anaemia associated with either
neurological findings, renal dysfunction or fever. TTP is a potentially fatal condition
requiring prompt treatment including plasmapheresis (plasma exchange).

e  Acquired haemophilia

Acquired haemophilia has been reported following use of clopidogrel. In cases of
confirmed isolated activated Partial Thromboplastin Time (aPTT) prolongation with or
without bleeding, acquired haemophilia should be considered. Patients with a
confirmed diagnosis of acquired haemophilia should be managed and treated by
specialists, and clopidogrel should be discontinued.

° Recent transient ischaemic attack or stroke
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In patients with recent transient ischaemic attack or stroke who are at high risk of
recurrent ischaemic events, the combination of ASA and clopidogrel has been shown
to increase major bleeding. Therefore, such addition should be undertaken with
caution outside of clinical situations where the combination has proven to be
beneficial.

o Cytochrome P450 2C19 (CYP2C19)

Pharmacogenetics: In patients who are CYP2C19 poor metabolizers clopidogrel at
recommended doses forms less of the active metabolite of clopidogrel and has a
smaller effect on platelet function. Poor metabolisers with acute coronary syndrome
or undergoing percutaneous coronary intervention treated with clopidogrel at
recommended doses may exhibit higher cardiovascular event rates than do patients
with normal CYP2C19 function (see “Pharmacokinetics properties,
Pharmacogenetics”).

Use of drugs that induce the activity of CYP2C19 would be expected to result in
increased drug levels of the active metabolite of clopidogrel and might potentiate the
bleeding risk. As a precaution, concomitant use of strong CYP2C19 inducers should
be discouraged (see Interaction with other medicinal products and other forms of
interaction).

Tests are available to identify a patient's CYP2C19 genotype; these tests can be
used as an aid in determining therapeutic strategy. Consider the use of higher
clopidogrel doses in patients who are known CYP2C19 poor metabolisers (see
“Posology and method of administration, Pharmacogenetics”).

o Cross-reactivity among thienopyridines

Patients should be evaluated for history of hypersensitivity to another thienopyridine
(such as ticlopidine, prasugrel) since cross-reactivity among thienopyridines has been
reported (see “Undesirable effects”). Thienopyridines may cause mild to severe allergic
reactions such as rash, angioedema, or haematological reactions such as
thrombocytopaenia and neutropaenia. Patients who had developed a previous allergic
reaction and/or haematological reaction to one thienopyridine may have an increased
risk of developing the same or another reaction to another thienopyridine. Monitoring
for cross-reactivity is advised.

o Renal impairment

CoPlavix must not be used in patients with severe renal impairment (see
“Contraindications”). Experience is limited in patients with mild to moderate renal
impairment. Therefore, CoPlavix should be used with caution in this population.

o Hepatic impairment

CoPlavix must not be used in patients with severe hepatic impairment (see
“Contraindications”). Experience is limited in patients with moderate hepatic disease
who may have bleeding diatheses. CoPlavix should therefore be used with caution in
this population.

o Caution required due to ASA

- In patients with a history of asthma or allergic disorders since they are at increased
risk of hypersensitivity reactions

- In patients with gout since low doses of ASA increase urate concentrations.

- In children under 18 years of age, there is a possible association between ASA and
Reye’s syndrome. Reye’s syndrome is a very rare disease which can be fatal.

- Alcohol - Due to the presence of aspirin:
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¢ Alcohol may increase the risk of gastrointestinal injury when taken with ASA.
Therefore, alcohol should be used with caution in patients taking ASA (see
“Interaction with other medicinal products and other forms of interactions™.).
e Patients should be counseled about the bleeding risks involved with chronic,
heavy alcohol use while taking CoPlavix.
- This drug must be administered under close medical supervision in patients with
glucose-6-phosphate dehydrogenase (G6PD) deficiency due to risk of hemolysis
(see “Undesirable effects”).
- Concomitant treatment with levothyroxine and salicylates, specifically at doses
greater than 2.0 g/day, should be avoided (see “Interaction with other medicinal
products and other forms of interaction”).

o Drug reaction with eosinophilia and systemic symptoms (DRESS)

Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS) has been
reported in patients taking NSAIDs such as ASA. Some of these events have been
fatal or life-threatening. DRESS typically, although not exclusively, presents with
fever, rash, lymphadenopathy, and/or facial swelling. Other clinical manifestations
may include hepatitis, nephritis, hematological abnormalities, myocarditis, or
myositis. Sometimes symptoms of DRESS may resemble an acute viral infection.
Eosinophilia is often present. Because this disorder is variable in its presentation,
other organ systems not noted here may be involved. It is important to note that early
manifestations of hypersensitivity, such as fever or lymphadenopathy, may be
present even though rash is not evident. If such signs or symptoms are present,
discontinue ASA and evaluate the patient immediately (see “Undesirable effects”)

e  Gastrointestinal (Gl)

CoPlavix should be used with caution in patients with a history of peptic ulcer or
gastroduodenal haemorrhage or minor upper Gl symptoms as this may be due to
gastric ulceration which may lead to gastric bleeding. Gl undesirable effects including
stomach pain, heartburn, nausea, vomiting, and Gl bleeding may occur. Minor Gl
symptoms, such as dyspepsia, are common and can occur anytime during therapy.
Physicians should remain alert for signs of Gl ulceration and bleeding, even in the
absence of previous Gl symptoms. Patients should be told about the signs and
symptoms of Gl undesirable effects and what steps to take if they occur (see
“Undesirable effects”).

In patients concomitantly receiving nicorandil and NSAIDs including ASA and LAS,
there is an increased risk for severe complications such as gastrointestinal
ulceration, perforation and haemorrhage (see “Interaction with other medicinal
products and other forms of interaction”).

o Excipients
CoPlavix contains lactose. Patients with rare hereditary problems of galactose

intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption should
not take this medicinal product.

This medicinal product also contains hydrogenated castor oil which may cause
stomach upset and diarrhoea.

Interaction with other medicinal products and other forms of interaction
o Drug associated with bleeding risk: There is an increased risk of bleeding
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due to the potential additive effect. The concomitant administration of drugs
associated with bleeding risk should be undertaken with caution (see “Special
warnings and precautions for use”).

o Nicorandil: In patients concomitantly receiving nicorandil and NSAIDs including
ASA and LAS, there is an increased risk for severe complications such as
gastrointestinal ulceration, perforation and haemorrhage (see “Special warnings and
precautions for use”).

o Oral anticoagulants: The concomitant administration of CoPlavix with oral
anticoagulants is not recommended since it may increase the intensity of bleeding
(see “Special warnings and precautions for use”).

o Glycoprotein llb/llla inhibitors: As a pharmacodynamic interaction between
clopidogrel and glycoprotein llb/llla inhibitors is possible, CoPlavix should be used
with caution.

o Injectable anticoagulants: In a clinical study conducted in healthy subjects,
clopidogrel did not necessitate modification of the heparin dose or alter the effect of
heparin on coagulation. Co-administration of heparin had no effect on the inhibition of
platelet aggregation induced by clopidogrel. As a pharmacodynamic interaction
between clopidogrel and heparin is possible, concomitant use should be undertaken
with caution.

e  Thrombolytics: the safety of the concomitant administration of clopidogrel, fibrin
or non-fibrin specific thrombolytic agents and heparins was assessed in patients with
acute myocardial infarction. The incidence of clinically significant bleeding was similar
to that observed when thrombolytic agents and heparin are co-administered with ASA
(see “Undesirable effects”). The safety of the concomitant administration of CoPlavix
with other thrombolytic agents has not been formally established and should be
undertaken with caution (see “Special warnings and precautions for use”).

o NSAIDs: in a clinical study conducted in healthy volunteers, the concomitant
administration of clopidogrel and naproxen increased occult gastrointestinal blood
loss. Consequently, the concomitant use of NSAIDs including Cox-2 inhibitors is not
recommended (see “Special warnings and precautions for use”).

Experimental data suggest that ibuprofen may inhibit the effect of low dose aspirin on
platelet aggregation when they are dosed concomitantly. However, the limitations of
these data and the uncertainties regarding extrapolation of ex vivo data to the clinical
situation imply that no firm conclusions can be made for regular ibuprofen use, and
no clinically relevant effect is considered to be likely for occasional ibuprofen use (see
“Pharmacodynamic properties”).

e  Selective Serotonin Reuptake Inhibitors (SSRIS): Since SSRIs affect platelet
activation and increase the risk of bleeding, the concomitant administration of SSRIs
with clopidogrel should be undertaken with caution.

e Other concomitant therapy with clopidogrel:

Inducers of CYP2C19

Since clopidogrel is metabolised to its active metabolite partly by CYP2C19, use of
drugs that induce the activity of this enzyme would be expected to result in increased
drug levels of the active metabolite of clopidogrel.
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Rifampicin strongly induces CYP2C19, resulting in both an increased level of
clopidogrel active metabolite and platelet inhibition, which in particular might
potentiate the risk of bleeding. As a precaution, concomitant use of strong CYP2C19
inducers should be discouraged (see Special warnings and precautions for use).

Inhibitors of CYP2C19

Since clopidogrel is metabolised to its active metabolite partly by CYP2C19, use of
drugs that inhibit the activity of this enzyme would be expected to result in reduced
drug levels of the active metabolite of clopidogrel. The clinical relevance of this
interaction is uncertain. Concomitant use of strong or moderate CYP2C19 inhibitors
(e.g., omeprazole) should be discouraged (see “Special warnings and precautions for
use and Pharmacokinetics properties, Pharmacogenetics”). If a proton pump inhibitor
is to be used concomitantly with clopidogrel, consider using one with less CYP2C19
inhibitory activity, such as pantoprazole.

Proton Pump Inhibitors (PPI): In a crossover clinical study, clopidogrel (300 mg
loading dose followed by 75 mg/day) alone and with omeprazole (80 mg at the same
time as clopidogrel) were administered for 5 days. The exposure to the active
metabolite of clopidogrel was decreased by 45% (Day 1) and 40% (Day 5) when
clopidogrel and omeprazole were administered together. Mean inhibition of platelet
aggregation (IPA) with 5 yM ADP was diminished by 39% (24 hours) and 21% (Day
5) when clopidogrel and omeprazole were administered together.

In a second interaction study with omeprazole 80 mg administered 12 hours apart
from the clopidogrel standard regimen, the results were similar, indicating that
administering clopidogrel and omeprazole at different times does not prevent their
interaction that is likely to be driven by the inhibitory effect of omeprazole on
CYP2C19.

In a third interaction study with omeprazole 80 mg administered with a higher dose
regimen of clopidogrel (600-mg loading dose followed by 150 mg/day), a degree of
interaction was observed similar to that noted in the other omeprazole interaction
studies. However, active metabolite formation and platelet aggregation were at the
same level as clopidogrel administered alone at the standard dose regimen.

In a crossover clinical study, healthy subjects were administered clopidogrel (300-mg
loading dose followed by 75 mg/day) alone and with pantoprazole (80 mg at the
same time as clopidogrel) for 5 days. The exposure to the active metabolite of
clopidogrel was decreased by 20% (Day 1) and 14% (Day 5) when clopidogrel and
pantoprazole were administered together. Mean inhibition of platelet aggregation was
diminished by 15% (24 hours) and 11% (Day 5) when clopidogrel and pantoprazole
were administered together. These results indicate that clopidogrel can be
administered with pantoprazole.

The CURRENT trial compared 2 dosing regimens of clopidogrel (600-mg loading
dose, then 150 mg/day for 6 days followed by 75 mg/day up to 30 days vs. 300-mg
loading dose followed by 75 mg/day up to 30 days). A subanalysis (n=18,432)
correlated PPl use (mainly omeprazole and pantoprazole) at randomization and
hospital discharge and demonstrated no interaction between clopidogrel and PPl use
for the primary endpoint (CV death, Ml or stroke) or any secondary endpoints,
including stent thrombosis.

A number of other clinical studies have been conducted with clopidogrel and other
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concomitant medications to investigate the potential for pharmacodynamic and
pharmacokinetic interactions. No clinically significant pharmacodynamic interactions
were observed when clopidogrel was co-administered with atenolol, nifedipine, or both
atenolol and nifedipine. Furthermore, the pharmacodynamic activity of clopidogrel was
not significantly influenced by the coadministration of phenobarbital, or oestrogen.

The pharmacokinetics of digoxin or theophylline were not modified by the co-
administration of clopidogrel. Antacids did not modify the extent of clopidogrel
absorption.

Although the administration of clopidogrel 75 mg/day did not modify the
pharmacokinetics of S-warfarin (a CYP2C9 substrate) or INR in patients receiving
long-term warfarin therapy, coadministration of clopidogrel with warfarin increases the
risk of bleeding because of independent effects on hemostasis. However, at high
concentrations in vitro, clopidogrel inhibits CYP2C9. It is unlikely that clopidogrel may
interfere with the metabolism of drugs such as phenytoin and tolbutamide and the
NSAIDs, which are metabolised by cytochrome P450 2C9. Data from the CAPRIE
study indicate that phenytoin and tolbutamide can be safely co-administered with
clopidogrel.

e CYP2CS8 substrate drugs: Clopidogrel has been shown to increase repaglinide
exposure in healthy volunteers. In vitro studies have shown the increase in
repaglinide exposure is due to inhibition of CYP2C8 by the glucuronide metabolite of
clopidogrel. Due to the risk of increased plasma concentrations, concomitant
administration of clopidogrel and drugs primarily cleared by CYP2C8 metabolism
(e.g., repaglinide, paclitaxel) should be undertaken with caution.

e Rosuvastatin: Clopidogrel has been shown to increase rosuvastatin exposure in
patients by 1.4-fold (AUC) without effect on Cmax, after repeated administration of a
75 mg clopidogrel dose.

e Other concomitant therapy with ASA: Interactions with the following medicinal
products have been reported with ASA:

Uricosurics (benzbromarone, probenecid, sulfinpyrazone): Caution is required
because ASA may inhibit the effect of uricosuric agents through competitive
elimination of uric acid.

Methotrexate: Due to the presence of ASA, methotrexate used at doses higher than
20 mg/week should be used with caution with CoPlavix as it can inhibit renal
clearance of methotrexate, which may lead to bone marrow toxicity.

Metamizole: Metamizole may reduce the effect of ASA on platelet aggregation when
taken concomitantly. Therefore, this combination should be used with caution in
patients taking low-dose ASA for cardioprotection.

Acetazolamide: Caution is recommened when co-administering salicylates with
acetazolamide as there is an increased risk of metabolic acidosis.

Varicella vaccine: It is recommended that patients not be given salicylates for an
interval of six weeks after receiving the varicella vaccine. Cases of Reye’s syndrome
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have occurred following the use of salicylates during varicella infections (see “Special
warnings and precautions for use”).

Levothyroxine: Salicylates, specifically at doses greater than 2.0 g/day, may inhibit
binding of thyroid hormones to carrier proteins and thereby lead to an initial transient
increase in free thyroid hormones, followed by an overall decrease in total thyroid
hormone levels. Thyroid hormone levels should be monitored. (see “Special warnings
and precautions for use”).

Valproic acid: The concomitant administration of salicylates and valproic acid may
result in decreased valproic acid protein binding and inhibition of valproic acid
metabolism resulting in increased serum levels of total and free valproic acid.

Tenofovir: Concomitant administration of tenofovir disoproxil fumarate and NSAIDs
may increase the risk of renal failure.

e  Other interactions with ASA: Interactions with the following medicinal products
with higher (anti-inflammatory) doses of ASA have also been reported: angiotensin

converting enzyme (ACE) inhibitors, acetazolamide, anticonvulsants (phenytoin and
valproic acid), beta blockers, diuretics, and oral hypoglycemic agents.

Alcohol: Alcohol may increase the risk of gastrointestinal injury when taken with ASA.
Therefore, alcohol should be used with caution in patients taking ASA (see “Special
warnings and precautions for use”).

e  Other interactions with clopidogrel and ASA: In addition to the above specific
interaction studies, more than 30,000 patients entered into clinical trials with
clopidogrel plus ASA at maintenance doses lower than or equal to 325 mg, and
received a variety of concomitant medicinal products including diuretics,

beta blockers, ACE Inhibitors, calcium antagonists, cholesterol lowering agents,
coronary vasodilators, anti-diabetic agents (including insulin), antiepileptic agents and
GPIlIb/llla antagonists without evidence of clinically significant adverse interactions.

Apart from the specific medicinal product interaction information described above,
interaction studies with CoPlavix and some medicinal products commonly
administered in patients with atherothrombotic disease have not been performed.

As with other oral P2Y12 inhibitors, co-administration of opioid agonists has the
potential to delay and reduce the absorption of clopidogrel presumably because of
slowed gastric emptying. The clinical relevance is unknown. Consider the use of a
parenteral antiplatelet agent in acute coronary syndrome patients requiring co-
administration of morphine or other opioid agonists.

Fertility, pregnancy and lactation

. Pregnancy

No clinical data on exposure to CoPlavix during pregnancy are available. CoPlavix
should not be used during the first two trimesters of pregnancy unless the clinical
condition of the woman requires treatment with clopidogrel/ASA (see “Special
warnings and precautions for use”).

Due to the risk of oligohydramnios, if clopidogrel plus ASA treatment is necessary at
about 20 weeks gestation, it should be managed under medical supervision and limit
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clopidogrel plus ASA use to the lowest effective dose and shortest duration possible.
Consider ultrasound monitoring of amniotic fluid. Discontinue clopidogrel plus ASA if
oligohydramnios occurs and follow up according to clinical practice.

Due to the presence of ASA, CoPlavix is contraindicated during the third trimester of
pregnancy.

Clopidogrel:
There are no adequate data from the use of clopidogrel in pregnant women. Animal

studies do not indicate direct or indirect harmful effects with respect to reproductive
toxicity (see “Preclinical safety data”).

ASA:

Low doses (up to 100 mg/day):

Clinical studies indicate that doses up to 100 mg/day for restricted obstetrical use,
which require specialised monitoring, appear safe.

Doses of 100-500 mg/day:

There is insufficient clinical experience regarding the use of doses above 100 mg/day
up to 500 mg/day. Therefore, the recommendations below for doses of 500 mg/day
and above apply also for this dose range.

Doses of 500 mg/day and above:

Inhibition of prostaglandin synthesis may adversely affect the pregnancy and/or the
embryo/foetal development. Data from epidemiological studies suggest an increased
risk of miscarriage and of cardiac malformation and gastroschisis after use of a
prostaglandin synthesis inhibitor in early pregnancy. The absolute risk for
cardiovascular malformation was increased from less than 1%, up to approximately
1.5%. The risk is believed to increase with dose and duration of therapy. In animals,
administration of a prostaglandin synthesis inhibitor has been shown to result in
reproductive toxicity (see “Preclinical safety data”). Until the 24" amenorrhea week
(5" month of pregnancy), acetylsalicylic acid should not be given unless clearly
necessary. If acetylsalicylic acid is used by a woman attempting to conceive, or until
the 24" amenorrhea week (5" month of pregnancy), the dose should be kept as low
and duration of treatment as short as possible.

Oligohydramnios/Neonatal Renal Impairment

The risk of oligohydramnios and fetal renal disorder is applicable only for ASA doses
above 81 mg.
Use of NSAIDs, including clopidogrel plus ASA at about 20 weeks gestation or later
in pregnancy may cause fetal renal dysfunction leading to oligohydramnios and, in
some cases, neonatal renal impairment. These adverse outcomes are seen, on
average, after days to weeks of treatment, although oligohydramnios has been
infrequently reported as soon as 48 hours after NSAID initiation. Oligohydramnios is
often, but not always, reversible with treatment discontinuation. Complications of
prolonged oligohydramnios may, for example, include limb contractures and delayed
lung maturation. In some postmarketing cases of impaired neonatal renal function,
invasive procedures such as exchange transfusion or dialysis were required.
From the beginning of the sixth month of pregnancy, all prostaglandin synthesis
inhibitors may expose:

the foetus to:
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- cardiopulmonary toxicity (with premature closure of the ductus arteriosus
and pulmonary hypertension);

- renal dysfunction, which may progress to renal failure with oligo-
hydroamniosis;

the mother and the neonate, at the end of pregnancy, to:

- possible prolongation of bleeding time, an anti-aggregating effect which may
occur even at very low doses;

- inhibition of uterine contractions resulting in delayed or prolonged labour.

o Lactation

It is unknown whether clopidogrel is excreted in human milk. ASA is known to be
excreted in limited amounts in human milk. Breastfeeding should be discontinued
during treatment with CoPlavix.

o Fertility
There are no fertility data with CoPlavix. Clopidogrel was not shown to alter fertility in
animal studies.

For acetylsalicylic acid doses =500 mg/day:

There is some evidence that drugs which inhibit cyclo-oxygenase/prostaglandin
synthesis may cause impairment of female fertility by an effect on ovulation. This is
reversible on withdrawal of treatment.

Effects on ability to drive and use machines
CoPlavix has no or negligible influence on the ability to drive and use machines.

Undesirable effects

Clopidogrel has been evaluated for safety in more than 44,000 patients who have
participated in clinical studies, including over 30,000 patients treated with clopidogrel
plus ASA, and over 12,000 patients treated for 1 year or more. The clinically relevant
adverse reactions observed in four major studies, the CAPRIE study (a study
comparing clopidogrel alone to ASA) and the CURE, CLARITY, COMMIT studies
(studies comparing clopidogrel plus ASA to ASA alone) and ACTIVE-A are discussed
below. Overall clopidogrel 75 mg/day was similar to ASA 325 mg/day in CAPRIE
regardless of age, gender and race. In addition to clinical studies experience, adverse
reactions have been spontaneously reported.

» Haemorrhagic disorders
Bleeding is the most common reaction reported both in clinical studies as well as in
the 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 1.4% and 1.6% in the
clopidogrel and ASA groups, respectively.

In patients receiving clopidogrel, gastrointestinal bleeding occurred at a rate of 2.0%
and required hospitalisation in 0.7%. In patients receiving ASA, the corresponding
rates were 2.7% and 1.1%, respectively.

The overall incidence of other bleeding disorders was higher in the clopidogrel group
(7.3%) compared to ASA (6.5%). However, the incidence of severe events was
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similar in both treatment groups (0.6% vs. 0.4%). The most frequent events reported
were purpura/bruising and epistaxis. Other less frequently reported events were
haematoma, haematuria and eye bleeding (mainly conjunctival).

The incidence of intracranial bleeding was 0.4% for clopidogrel compared to 0.5% for
ASA.

In CURE, there was an increase in major and minor bleeding between the
clopidogrel+ASA group compared with the placebo+ASA group (event rates 3.7% vs.
2.7%, for major, respectively, and 5.1% vs. 2.4% for minor). The principal sites for
major bleeding included gastrointestinal and at arterial puncture sites.

The increase in life-threatening bleeding in the clopidogrel+ASA group compared to
the placebo+ASA group was not statistically significant (2.2% vs. 1.8%). There was
no difference between the two groups in the rate of fatal bleeding (0.2% in both
groups). The rate of non-life-threatening major bleeding was significantly higher in
the clopidogrel+ASA group compared with the placebo+ASA group (1.6% vs. 1.0%),
and the incidence of intracranial bleeding was 0.1% in both groups.

The major bleeding event rate for clopidogrel + ASA was dose-dependent on ASA (<
100 mg: 2.6%; 100-200 mg: 3.5%; > 200 mg: 4.9%) as was the major bleeding event
rate for placebo + ASA (<100 mg: 2.0%; 100-200 mg: 2.3%; > 200 mg: 4.0%).

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 (4.4% clopidogrel + ASA vs. 5.3% placebo + ASA). 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 group taking ASA alone. The incidence of major bleeding was similar
between groups (1.3% versus 1.1% in the clopidogrel + ASA and in the placebo +
ASA groups, respectively). This was consistent across subgroups of patients defined
by baseline characteristics, and type of fibrinolytic or heparin therapy. The incidence
of fatal bleeding (0.8% versus 0.6% in the clopidogrel + ASA and in the placebo +
ASA groups, respectively) and intracranial hemorrhage (0.5% versus 0.7%,
respectively) was low and similar in both groups.

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

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 in 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 rates of fatal bleeding and hemorrhagic
stroke (0.8% and 0.6%, respectively) between groups.
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»Haematological disorders
In CAPRIE, severe neutropaenia (< 0.450G/L) was observed in 4 patients (0.04%) on
clopidogrel and 2 patients (0.02%) on ASA.

Two of the 9,599 patients who received clopidogrel and none of the 9,586 patients
who received ASA had neutrophils counts of zero. Although the risk of myelotoxicity
with clopidogrel appears to be quite low, this possibility should be considered when a
patient receiving clopidogrel demonstrates fever or other sign of infection.

One case of aplastic anaemia occurred on clopidogrel treatment.

The incidence of severe thrombocytopaenia (<80 G/L) was 0.2% on clopidogrel and
0.1% on ASA,; very rare cases of platelet count < 30 G/L have been reported.

In CURE and CLARITY, the number of patients with thrombocytopenia or
neutropenia was similar in both groups.

Adverse reactions that occurred with clopidogrel alone, with ASA alone* or with
clopidogrel in combination with ASA either during clinical studies or that were
spontaneously reported are presented in the table below. Their frequency is defined
using the following conventions: common (>1/100 to < 1/10); uncommon (>1/1,000 to
<1/100); rare (>1/10,000 to < 1/1,000); very rare (< 1/10,000), not known (cannot be
estimated from the available data). Within each system organ class, adverse
reactions are presented in order of decreasing seriousness.

Central and peripheral nervous system disorders:
- Uncommon: headache, dizziness, paraesthesia
- Rare: vertigo

Gastrointestinal system disorders:

- Common: dyspepsia, abdominal pain, diarrhoea, gastrointestinal haemorrhage

- Uncommon: nausea, gastritis, flatulence, constipation, vomiting, gastric ulcer,
duodenal ulcer

- Rare: retroperitoneal haemorrhage

- Very rare, not known: gastrointestinal and retroperitoneal haemorrhage with fatal
outcome

Platelet, bleeding and clotting disorders:
- Uncommon: bleeding time increased, neutrophil count decreased, platelets
decreased

Skin and appendages disorders:
- Common: bruising
- Uncommon: rash, skin bleeding (purpura), pruritus

White cell and RES disorders:

- Uncommon: leucopenia, neutrophils decreased, thrombocytopenia, eosinophilia
- Rare: neutropenia, including severe neutropenia

- Very rare, not known: severe thrombocytopenia, granulocytopenia, anaemia

e Post-marketing experience
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- Clopidogrel:
Frequencies for the following adverse reactions are not known (cannot be estimated
from available data).

Blood and the lymphatic system disorders:

- Serious cases of bleeding, mainly skin, musculo-skeletal, eye (conjunctival, ocular,
retinal) and respiratory tract bleeding, epistaxis, haematuria and haemorrhage of
operative wound; cases of bleeding with fatal outcome (especially intracranial,
gastrointestinal and retroperitoneal haemorrhage), agranulocytosis, aplastic
anaemia/pancytopenia, thrombotic thrombocytopenic purpura (TTP) (see “Special
warnings and precautions for use”), acquired haemophilia A

Cardiac disorders:
- Kounis syndrome (vasospastic allergic angina / allergic myocardial infarction) in the
context of a hypersensitivity reaction due to clopidogrel.

Immune system disorders:

- Anaphylactoid reactions, serum sickness

- Cross-reactive drug hypersensitivity among thienopyridines (such as ticlopidine,
prasugrel) (see “Special warnings and precautions for use”).

- Insulin autoimmune syndrome, which can lead to severe hypoglycemia, particularly
in patients with HLA DRA4 subtype (more frequent in the Japanese population)

Psychiatric disorders:
- Confusion, hallucinations

Nervous system disorders:
- Taste disturbances, ageusia

Vascular disorders:
- Vasculitis, hypotension, serious haemorrhage, haemorrhage of operative wound,
haematoma

Respiratory, thoracic and mediastinal disorders:
- Bronchospasm, interstitial pneumonitis, respiratory tract bleeding (haemoptysis,
pulmonary haemorrhage), epistaxis, eosinophilic pneumonia

Gastrointestinal disorders:
- Colitis (including ulcerative or lymphocytic colitis), pancreatitis, stomatitis

Hepato-biliary disorders:
- Hepatitis, acute liver failure

Skin and subcutaneous tissue disorders:

- Maculopapular, erythematous or exfoliative rash, urticaria, pruritus, angioedema,
bullous dermatitis (erythema multiforme, Stevens Johnson syndrome, toxic epidermal
necrolysis), acute generalized exanthematous pustulosis (AGEP)), drug-induced
hypersensitivity syndrome,drug rash with eosinophilia and systemic symptoms
(DRESS), eczema, lichen planus

Musculoskeletal, connective tissue and bone disorders:
- Arthralgia, arthritis, myalgia, musculo-skeletal bleeding (haemarthrosis)
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Renal and urinary disorders:
- Glomerulopathy, blood creatinine increased, haematuria

Reproductive systems and breast disorders:
- Gynaecomastia

General disorders and administration site conditions:
- Fever, bleeding at the puncture site

Investigations:
- Abnormal liver function test, blood creatinine increase

- ASA:
Blood and the lymphatic system disorders:
- Thrombocytopaenia, haemolytic anaemia in patients with glucose-6-phosphate

dehydrogenase (G6PD) deficiency (see “Special warnings and precautions for use”),

pancytopenia, bicytopenia, aplastic anemia, bone marrow failure, agranulocytosis,
neutropenia, leukopenia.

Cardiac disorders:
- Kounis syndrome in the context of a hypersensitivity reaction due to acetylsalicylic
acid

Immune system disorders:
- Anaphylactic shock, aggravation of allergic symptoms of food allergy

Nervous system disorders:
- Intracranial haemorrhage may be fatal, especially in the elderly.

Vascular disorders:
- Vasculitis including Henoch-Schonlein purpura

Metabolism and nutrition disorders:
- Hypoglycaemia, gout (see “Special warnings and precautions for use”)

Ear and labyrinth disorders:
- Hearing loss or tinnitus, vertigo

Respiratory, thoracic and mediastinal disorders:
- Non-cardiogenic pulmonary edema with chronic use and in the context of a
hypersensitivity reaction due to acetylsalicylic acid.

Gastrointestinal disorders:

- Oesophagitis, oesophageal ulceration, perforation. Erosive gastritis, erosive
duodenitis, gastroduodenal ulcer/perforations, upper gastrointestinal symptom such as
gastralgia. (see “Special warnings and precautions for use”).

Small (jejunum and ileum) and large (colon and rectum) intestinal ulcers, colistis and
intestinal perforation. These reactions may or may not be associated with
haemorrhage, and may occur at any dose of acetylsalicylic acid and in patients with or
without warning symptoms or a previous history of serious Gl events.

- Acute pancreatitis in the context of a hypersensitivity reaction due to acetylsalicylic
acid
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Hepato-biliary disorders:
- Elevation of hepatic enzymes liver injury, mainly hepatocellular, chronic hepatitis

Renal and urinary disorders:

- Renal failure, acute renal impairment (especially in patients with existing renal
impairment, heart decompensation, nephritic syndrome, or concomitant treatment
with diuretics)

Skin and subcutaneous tissue disorders:

- Fixed eruption

- Drug reaction with eosinophilia and systemic symptoms (DRESS) (see “Special
warnings and precautions for use”)

General disorders and administration site conditions:
- Edema has been reported with higher (anti-inflammatory) doses (=1.5 g/day) of
ASA.

Overdose

Clopidogrel: 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.

ASA: The following symptoms are associated with moderate intoxication: dizziness,
headache, tinnitus, confusion and gastrointestinal symptoms (nausea, vomiting and
gastric pain).

With severe intoxication, serious disturbances of the acid-base equilibrium occur.
Initial hyperventilation leads to respiratory alkalosis. Subsequently a respiratory
acidosis occurs as a result of a suppressive effect on the respiratory centre. A
metabolic acidosis also arises due to the presence of salicylates. Given that children,
infants and toddlers are often only seen at a late stage of intoxication, they will
usually have already reached the acidosis stage.

The following symptoms can also arise: hyperthermia and perspiration, leading to
dehydration, restlessness, convulsions, hallucinations and hypoglycaemia.
Depression of the nervous system can lead to coma, cardiovascular collapse and
respiratory arrest. The lethal dose of acetylsalicylic acid is 25-30 g. Plasma salicylate
concentrations above 300 mg/l (1.67 mmol/l) suggest intoxication.

Overdosage with salicylates, particularly in young children, can result in severe
hypoglycaemia and potentially fatal poisoning.

Non-cardiogenic pulmonary edema can occur with acute and chronic acetylsalicylic
acid overdose (see “Undesirable effects”)

If a toxic dose has been ingested then admission to hospital is necessary. With
moderate intoxication an attempt can be made to induce vomiting; if this fails, gastric
lavage is indicated. Activated charcoal (adsorbent) and sodium sulphate (laxative) are
then administered. Alkalising of the urine (250 mmol sodium bicarbonate for 3 hours)
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while monitoring the urine pH is indicated. Haemodialysis is the preferred treatment
for severe intoxication. Treat other signs of intoxication symptomatically.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic properties
Pharmacotherapeutic group: platelet aggregation inhibitors excl. Heparin, ATC Code:
BO1AC30.

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/llla 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 a rate
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 is formed by CYP450 enzymes, some of which are
polymorphic or subject to inhibition by other medicinal products, not all patients will
have adequate platelet inhibition.

Repeated doses of clopidogrel 75 mg per day produced substantial inhibition of ADP-
induced platelet aggregation from the first day; this increased progressively and
reached steady state between Day 3 and Day 7. At steady state, the average
inhibition level observed with a dose of 75 mg per day was between 40% and 60%.
Platelet aggregation and bleeding time gradually returned to baseline values,
generally within 5 days after treatment was discontinued.

Acetylsalicylic acid inhibits platelet aggregation by irreversible inhibition of
prostaglandin cyclo-oxygenase and thus inhibits the generation of thromboxane Az,
an inducer of platelet aggregation and vasoconstriction. This effect lasts for the life of
the platelet.

Experimental data suggest that ibuprofen may inhibit the effect of low dose aspirin on
platelet aggregation when they are dosed concomitantly. In one study, when a single
dose of ibuprofen 400 mg was taken within 8 hours before or within 30 minutes after
immediate release aspirin dosing (81 mg), a decreased effect of ASA on the
formation of thromboxane or platelet aggregation occurred. However, the limitations
of these data and the uncertainties regarding extrapolation of ex vivo data to the
clinical situation imply that no firm conclusions can be made for regular ibuprofen use,
and no clinically relevant effect is considered to be likely for occasional ibuprofen use.

Clinical efficacy/ clinical studies

The safety and efficacy of clopidogrel plus ASA have been evaluated in five double-
blind studies involving over 88,000 patients: the CAPRIE, CURE, CLARITY, COMMIT
and ACTIVE-A (Atrial Fibrillation Clopidogrel Trial with Irbesartan for Prevention of
Vascular Events) studies, comparing clopidogrel plus ASA to ASA alone, both
treatments given in combination with other standard therapy.
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e Recent myocardial infarction (Ml), recent stroke or established peripheral
arterial disease

The CAPRIE study included 19,185 patients with atherothrombosis as manifested by
recent myocardial infarction (< 35 days), recent ischaemic stroke (between 7 days and
6 months) or established peripheral arterial disease (PAD). Patients were randomised
to clopidogrel 75 mg/day or ASA 325 mg/day, and were followed for 1 to 3 years. In
the myocardial infarction subgroup, most of the patients received ASA for the first few
days following the acute myocardial infarction.

Clopidogrel significantly reduced the incidence of new ischaemic events (combined
end point of myocardial infarction, ischaemic stroke and vascular death) when
compared to ASA. In the intention to treat analysis, 939 events were observed in the
clopidogrel group and 1,020 events with ASA (relative risk reduction (RRR) 8.7%, [95%
Cl: 0.2 to 16.4]; p=0.045), which corresponds, for every 1000 patients treated for 2
years, to 10 [CI: O to 20] additional patients being prevented from experiencing a new
ischaemic event. Analysis of total mortality as a secondary endpoint did not show any
significant difference between clopidogrel (5.8%) and ASA (6.0%).

In a subgroup analysis by qualifying condition (MI, ischaemic stroke, and PAD) the
benefit appeared to be strongest (achieving statistical significance at p=0.003) in
patients enrolled due to PAD (especially those who also had a history of myocardial
infarction) (RRR=23.7%; CI: 8.9 to 36.2) and weaker (not significantly different from
ASA) in stroke patients (RRR=7.3%; CI: -5.7 to 18.7). In patients who were enrolled in
the trial on the sole basis of a recent myocardial infarction, clopidogrel was numerically
inferior, but not statistically different from ASA (RRR= -4.0%; CI: -22.5 to 11.7). In
addition, a subgroup analysis by age suggested that the benefit of clopidogrel in
patients over 75 years was less than that observed in patients < 75 years.

Since the CAPRIE trial was not powered to evaluate efficacy of individual subgroups,
it is not clear whether the differences in relative risk reduction across qualifying
conditions are real, or a result of chance.

e Acute coronary syndrome

The CURE study included 12,562 patients with non-ST segment elevation acute
coronary syndrome (unstable angina or non-Q-wave myocardial infarction), and
presenting within 24 hours of onset of the most recent episode of chest pain or
symptoms consistent with ischaemia. Patients were required to have either ECG
changes compatible with new ischaemia or elevated cardiac enzymes or troponin | or
T to at least twice the upper limit of normal. Patients were randomised to clopidogrel
(300 mg loading dose followed by 75 mg/day, N=6,259) plus ASA (75-325 mg once
daily) or ASA alone (N=6,303), (75-325 mg once daily) and other standard therapies.
Patients were treated for up to one year. In CURE, 823 (6.6%) patients received
concomitant GPIIb/llla receptor antagonist therapy. Heparins were administered in
more than 90% of the patients and the relative rate of bleeding between clopidogrel
plus ASA and ASA alone was not significantly affected by the concomitant heparin
therapy.

The number of patients experiencing the primary endpoint [cardiovascular (CV)
death, myocardial infarction (Ml), or stroke] was 582 (9.3%) in the clopidogrel plus
ASA group and 719 (11.4%) in the ASA group, a 20% relative risk reduction (RRR)
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(95% CI of 10%-28%; p=0.00009) for the clopidogrel plus ASA group [17% relative
risk reduction when patients were treated conservatively, 29% when they underwent
percutaneous transluminal coronary angioplasty (PTCA) with or without stent and
10% when they underwent coronary artery bypass graft (CABG)]. New
cardiovascular events (primary endpoint) were prevented, with relative risk reductions
of 22% (Cl: 8.6, 33.4), 32% (CI: 12.8, 46.4), 4% (CI: -26.9, 26.7), 6% (CI: -33.5, 34.3)
and 14% (Cl: -31.6, 44.2), during the 0-1, 1-3, 3-6, 6-9 and 9-12 month study
intervals, respectively. Thus, beyond 3 months of treatment, the benefit observed in
the clopidogrel plus ASA group was not further increased, whereas the risk of
haemorrhage persisted (see “Special warnings and precautions for use”).

The use of clopidogrel in CURE was associated with a decrease in the need for
thrombolytic therapy (RRR=43.3%; CI: 24.3%, 57.5%) and GPIIb/llla inhibitors
(RRR=18.2%; CI: 6.5%, 28.3%).

The number of patients experiencing the co-primary endpoint (CV death, MI, stroke
or refractory ischaemia) was 1,035 (16.5%) in the clopidogrel plus ASA group and
1,187 (18.8%) in the ASA group, a 14% relative risk reduction (95% CI of 6%-21%,
p=0.0005) for the clopidogrel plus ASA group. This benefit was mostly driven by the
statistically significant reduction in the incidence of Ml [287 (4.6%) in the clopidogrel
plus ASA group and 363 (5.8%) in the ASA group]. There was no observed effect on
the rate of rehospitalisation for unstable angina.

The results obtained in populations with different characteristics (e.g. unstable angina
or non-Q-wave Ml, low to high risk levels, diabetes, need for revascularisation, age,
gender, etc.) were consistent with the results of the primary analysis. In particular, in
a post-hoc analysis in 2,172 patients (17% of the total CURE population) who
underwent stent placement (Stent-CURE), the data showed that clopidogrel
compared to placebo, demonstrated a significant RRR of 26.2% favouring clopidogrel
for the co-primary endpoint (CV death, MI, stroke) and also a significant RRR of
23.9% for the second co-primary endpoint (CV death, MI, stroke or refractory
ischaemia). Moreover, the safety profile of clopidogrel in this subgroup of patients did
not raise any particular concern. Thus, the results from this subset are in line with the
overall trial results.

In patients with acute ST-segment elevation MI, safety and efficacy of clopidogrel
have been evaluated in 2 randomised, placebo-controlled, double-blind studies,
CLARITY a prospective subgroup analysis of CLARITY (CLARITY PCI), and
COMMIT.

The CLARITY trial included 3,491 patients presenting within 12 hours of the onset of
a ST elevation Ml and planned for thrombolytic therapy. Patients received clopidogrel
(300 mg loading dose, followed by 75 mg/day, n=1,752) plus ASA or ASA alone
(n=1,739), (150 to 325 mg as a loading dose, followed by 75 to 162 mg/day), a
fibrinolytic agent and, when appropriate, heparin. The patients were followed for

30 days. The primary endpoint was the occurrence of the composite of an occluded
infarct-related artery on the predischarge angiogram, or death or recurrent M| before
coronary angiography. For patients who did not undergo angiography, the primary
endpoint was death or recurrent myocardial infarction by Day 8 or by hospital
discharge. The patient population included 19.7% women and 29.2% patients >

65 years. A total of 99.7% of patients received fibrinolytics (fibrin-specific: 68.7%,
non-fibrin specific: 31.1%), 89.5% heparin, 78.7% beta blockers, 54.7% ACE
inhibitors and 63% statins.
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Fifteen percent (15.0%) of patients in the clopidogrel plus ASA group and 21.7% in
the group treated with ASA alone reached the primary endpoint, representing an
absolute reduction of 6.7% and a 3.6% odds reduction in favor of clopidogrel (95%
Cl: 24, 47%; p<0.001), mainly related to a reduction in occluded infarct-related
arteries. This benefit was consistent across all prespecified subgroups including
patients’ age and gender, infarct location, and type of fibrinolytic or heparin used.

CLARITY PCI sub-group analysis involved 1,863 STEMI patients undergoing PCI.
Patients receiving 300 mg loading dose (LD) of clopidogrel (h=933) had a significant
reduction in incidence of cardiovascular death, Ml or stroke following PCI compared
to those receiving placebo (n=930) (3.6% with clopidogrel pre-treatment versus 6.2%
with placebo, OR: 0.54; 95% CI: 0.35-0.85; p=0.008). The patients receiving 300 mg
LD of clopidogrel had a significant reduction in incidence of cardiovascular death, Ml
or stroke through 30 days following PCI compared to those receiving placebo (7.5%
with clopidogrel pre-treatment versus 12.0% with placebo, OR: 0.59; 95% CI: 0.43-
0.81; p=0.001). However, this composite endpoint when assessed in the overall
population of the CLARITY study was not statistically significant as a secondary
endpoint. No significant difference was observed in the rates of major or minor
bleeding between both the treatments (2.0% with clopidogrel pre-treatment

versus 1.9% with placebo, p>0.99). The findings of this analysis support the early
use of clopidogrel loading dose in STEMI and the strategy of routine clopidogrel pre-
treatment in patients undergoing PCI.

The 2x2 factorial design COMMIT trial included 45,852 patients presenting within
24 hours of the onset of the symptoms of suspected MI with supporting ECG
abnormalities (i.e. ST elevation, ST depression or left bundle-branch block). Patients
received clopidogrel (75 mg/day, n=22,961) plus ASA (162 mg/day), or ASA alone
(162 mg/day) (n=22,891), for 28 days or until hospital discharge. The co-primary
endpoints were death from any cause and the first occurrence of re-infarction, stroke
or death. The population included 27.8% women, 58.4% patients > 60 years (26% >
70 years) and 54.5% patients who received fibrinolytics.

Clopidogrel plus ASA significantly reduced the relative risk of death from any cause
by 7% (p=0.029), and the relative risk of the combination of re-infarction, stroke or
death by 9% (p=0.002), representing an absolute reduction of 0.5% and 0.9%,
respectively. This benefit was consistent across age, gender and with or without
fibrinolytics, and was observed as early as 24 hours.

Long Term (12 Months) Treatment with Clopidogrel plus ASA in STEMI Patients after
PCI

CREDO (Clopidogrel for the Reduction of Adverse Events During Observation)

This randomized, double-blind, placebo-controlled trial was conducted in the United
States and Canada to evaluate the benefit of long-term (12 month) treatment with
clopidogrel after PCI. There were 2,116 patients randomized to receive a 300 mg
clopidogrel LD (n=1,053) or placebo (n=1,063) 3 to 24 hours before PCI. All patients
also received 325 mq of aspirin. Thereafter, all patients received clopidogrel 75
mg/day through Day 28 in both groups. From Day 29 through 12 months, patients in
clopidogrel group received 75 mg/day clopidogrel and in control group received
placebo. Both groups received ASA throughout the study (81 to 325 mg/day). At 1-
year, significant reduction in the combined risk of death, Ml or stroke was observed
with clopidogrel (26.9% relative reduction, 95% CI: 3.9%-44.4%:; p=0.02; absolute
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reduction 3%) compared to placebo. No significant increase in the rate of major
bleeding (8.8% with clopidogrel versus 6.7% with placebo, p=0.07) or minor bleeding
(5.3% with clopidogrel versus 5.6% with placebo, p=0.84) at 1 year was observed.
The major finding of this study is that continuation of clopidogrel and ASA for at least
1 year leads to a statistically and clinically significant reduction in major thrombotic
events.

EXCELLENT (Efficacy of Xience/Promus Versus Cypher to Reduce Late Loss After
Stenting)

This prospective, open-label, randomized trial was conducted in Korea to evaluate
whether 6-month dual antiplatelet therapy (DAPT) would be noninferior to 12-month
DAPT after implantation of drug-eluting stents. The study included 1,443 patients
undergoing implantation who were randomized to receive 6-month DAPT (ASA 100-—
200 mag/day plus clopidogrel 75 mg/day for 6 months and thereafter ASA alone up to
12 months) or 12-month DAPT (ASA 100—200 mg/day plus clopidogrel 75 mg/day for
12 months). No significant difference was observed in the incidence of target vessel
failure (composite of cardiac death, Ml or target vessel revascularization) which was
primary endpoint between 6-month and 12-month DAPT groups (HR: 1.14; 95% CI:
0.70 1.86; p=0.60). Also, the study showed no significant difference in the safety
endpoint (composite of death, MI, stroke, stent thrombosis or TIMI major bleeding)
between 6-month and 12-month DAPT groups (HR: 1.15; 95% CI: 0.64-2.06;
p=0.64). The major finding of this study was that 6-month DAPT was non-inferior to
12-month DAPT in the risk of target vessel failure.

De-escalation of P2Y12 Inhibitor Agents in ACS

Switching from a more potent P2Y 12 receptor inhibitor to clopidogrel in association
with aspirin after acute phase in ACS has been evaluated in two randomized
investigator-sponsored studies (ISS) — TOPIC and TROPICAL-ACS — with clinical
outcome data.

The clinical benefit provided by the more potent P2Y 12 inhibitors, ticagrelor and
prasugrel, in their pivotal studies is related to a significant reduction in recurrent
ischaemic events (including acute and subacute stent thrombosis (ST), myocardial
infarction (MI), and urgent revascularization). Although the ischaemic benefit was
consistent throughout the first year, greater reduction in ischaemic recurrence after
ACS was observed during the initial days following the treatment initiation. In
contrast, post-hoc analyses demonstrated statistically significant increases in the
bleeding risk with the more potent P2Y 12 inhibitors, occurring predominantly during
the maintenance phase, after the first month post-ACS. TOPIC and TROPICAL-ACS
were designed to study how to mitigate the bleeding events while maintaining
efficacy.

TOPIC (Timing Of Platelet Inhibition after acute Coronary syndrome)

This investigator-sponsored, randomized, open-label trial included ACS patients
requiring PCI. Patients on aspirin and a more potent P2Y 12 blocker and without
adverse event at one month were assigned to switch to fixed-dose aspirin plus
clopidogrel (de-escalated dual antiplatelet therapy (DAPT)) or continuation of their
drug regimen (unchanged DAPT).

Overall, 645 of 646 patients with STEMI or NSTEMI or unstable angina were
analyzed (de-escalated DAPT (n=322); unchanged DAPT (n=323)). Follow-up at one
year was performed for 316 patients (98.1%) in the de-escalated DAPT group and
318 patients (98.5%) in the unchanged DAPT group. The median follow-up for both

CoPlavix_EN CCDSv22 & CCDS v24 clean Page 22 of 30



groups was 359 days. The characteristics of the studied cohort were similar in the 2
groups.

The primary outcome, a composite of cardiovascular death, stroke, urgent
revascularization, and BARC (Bleeding Academic Research Consortium) bleeding =2
at 1 year post ACS, occurred in 43 patients (13.4%) in the de-escalated DAPT group
and in 85 patients (26.3%) in the unchanged DAPT group (p<0.01). This statistically
significant difference was mainly driven by fewer bleeding events, with no difference
reported in ischaemic endpoints (p=0.36), while BARC 22 bleeding occurred less
frequently in the de-escalated DAPT group (4.0%) versus 14.9% in the unchanged
DAPT group (p<0.01). Bleeding events defined as all BARC occurred in 30 patients
(9.3%) in the de-escalated DAPT group and in 76 patients (23.5%) in the unchanged
DAPT group (p<0.01).

TROPICAL-ACS (Testing Responsiveness to Platelet Inhibition on Chronic
Antiplatelet Treatment for Acute Coronary Syndromes)

The investigator-sponsored, randomized, open-label trial included 2,610 biomarker-
positive ACS patients after successful PCI. Patients were randomized to receive
either prasugrel 5 or 10 mg/d (Days 0-14) (n=1306), or prasugrel 5 or 10 mg/d (Days
0-7) then de-escalated to clopidogrel 75 mg/d (Days 8-14) (n=1304), in combination
with ASA (<100 mg/day). At Day 14, platelet function testing (PFT) was performed.
The prasugrel-only patients were continued on prasugrel for 11.5 months.

The de-escalated patients underwent high platelet reactivity (HPR) testing. If HPR=46
units, the patients were escalated back to prasugrel 5 or 10 mg/d for 11.5 months; if
HPR<46 units, the patients continued on clopidogrel 75 mg/d for 11.5 months.
Therefore, the guided de-escalation arm had patients on either prasugrel (40%) or
clopidogrel (60%). All patients were continued on aspirin and were followed for one
year.

The primary endpoint was the combined incidence of CV death, MI, stroke and
BARC bleeding grade =2 at 12 months. The study met its primary endpoint of
showing non-inferiority. 95 patients (7%) in the guided de-escalation group and 118
patients (9%) in the control group (p non-inferiority=0.0004) had an event. The
guided de-escalation did not result in an increased combined risk of ischemic events
(2.5% in the de-escalation group vs 3.2% in the control group; p non -
inferiority=0.0115), nor in the key secondary endpoint of BARC bleeding 22 ((5%) in
the de-escalation group versus 6% in the control group (p=0.23)). The cumulative
incidence of all bleeding events (BARC class 1 to 5) was 9% (114 events) in the
guided de-escalation group versus 11% (137 events) in the control group (p=0.14).

° Atrial Fibrillation

The ACTIVE-W and ACTIVE-A studies separate trials in the ACTIVE program,
included patients with atrial fibrillation (AF) who had at least one risk factor for
vascular events. Based on enrollment criteria, physicians enrolled patients in
ACTIVE-W if they were candidates for vitamin K antagonist (VKA) therapy (such as
warfarin). The ACTIVE-A study included patients who could not receive VKA therapy
because they were unable or unwilling to receive the treatment.

The ACTIVE-W study demonstrated that treatment with vitamin K antagonists was
more effective than with clopidogrel and ASA.
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The ACTIVE-A study (N=7,554) was a multicenter, randomized, double-blind,
placebo-controlled study which compared clopidogrel 75 mg/day + ASA (N=3,772) to
placebo + ASA (N=3,782). The recommended dose for ASA was 75 to 100 mg/day.
Patients were treated for up to 5 years.

Patients randomized in the ACTIVE program were those presenting with documented
AF, i.e., either permanent AF or at least 2 episodes of intermittent AF in the past 6
months, and had at least one of the following risk factors: age >75 years or age 55 to
74 years and either diabetes mellitus requiring drug therapy, or documented previous
MI or documented coronary artery disease; treated for systemic hypertension; prior
stroke, transient ischaemic attack (TIA), or non-CNS systemic embolus; left
ventricular dysfunction with left ventricular ejection fraction < 45%; or documented
peripheral vascular disease. The mean CHADS2 score was 2.0 (range 0-6).

Seventy-three percent (73%) of patients enrolled into the ACTIVE-A study were
unable to take VKA due to physician assessment, inability to comply with INR
(international normalised ratio) monitoring, predisposition to falling or head trauma, or
specific risk of bleeding; for 26% of the patients, the physician’s decision was based
on the patient’s unwillingness to take VKA.

The patient population included 41.8 % women. The mean age was 71 years, 41.6%
of patients were > 75 years. A total of 23.0% of patients received anti-arrhythmics,
52.1% beta-blockers, 54.6% ACE inhibitors, and 25.4% statins.

The number of patients who reached the primary endpoint (time to first occurrence of
stroke, MI, non-CNS systemic embolism or vascular death) was 832 (22.1%) in the
group treated with clopidogrel + ASA and 924 (24.4%) in the placebo + ASA group

The benefit of clopidogrel + ASA was noted early and was maintained throughout the
duration of the study up to 5 years; the rate of primary events was consistently lower
in the clopidogrel + ASA group compared with the placebo + ASA group.

The reduction in the risk of major vascular events in the group treated with
clopidogrel + ASA was primarily due to a large reduction in the incidence of strokes.
Strokes occurred in 296 (7.8%) patients receiving clopidogrel + ASA and 408 (10.8%)
patients receiving placebo + ASA.

The rate of ischaemic stroke was significantly lower in the clopidogrel + ASA group
than in the placebo + ASA group (6.2% vs. 9.1%; relative risk reduction, 32.4%; 95%
Cl, 20.2% to 42.7%).

The risk of stroke of any severity was reduced with the use of clopidogrel + ASA. In
addition, 46 fewer non-disabling strokes and 69 fewer disabling or fatal strokes were
reported with clopidogrel + ASA as compared to placebo + ASA.

There was a trend for reduction in the rates of myocardial infarction in the group
treated with clopidogrel + ASA (relative risk reduction, 21.9%; 95% CI, -3% to 40.7%;
p=0.08). The rates of non-CNS systemic embolism and death from vascular causes
were similar between the two groups.

The effectiveness of clopidogrel + ASA was noted early and was maintained
throughout the duration of the study up to 5 years; the rate of stroke was consistently
lower in the clopidogrel + ASA group compared with the placebo + ASA group.
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Clopidogrel + ASA reduced the total number of hospital days for cardiovascular
causes. The total number of days of cardiovascular hospitalizations was 30,276 for
clopidogrel + ASA and 34,813 for placebo + ASA.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of
studies with CoPlavix in all subsets of the paediatric population in the treatment of
coronary atherosclerosis.

o Paediatric Studies

A randomised, placebo-controlled trial (CLARINET) did not demonstrate a clinical
benefit of clopidogrel in neonates and infants with cyanotic congenital heart disease
palliated with a systemic-to-pulmonary arterial shunt. In this study, 906 paediatric
patients (neonates and infants) with cyanotic congenital heart disease palliated with a
systemic-to-pulmonary arterial shunt were randomised to receive clopidogrel 0.2
mg/kg/day (n=467) or placebo (n=439) along with concomitant background therapy
up to the time of second stage surgery. The mean time between shunt palliation and
first administration of study medicinal product was 20 days. Approximately 88% of
patients received concomitant ASA (range of 1 to 23 mg/kg/day). There was no
significant difference between groups in the primary composite endpoint of death,
shunt thrombosis or cardiac related intervention prior to 120 days of age following an
event considered of thrombotic nature (89 [19.1%] for the clopidogrel group and 90
[20.5%] for the placebo group) (see “Posology and method of administration”).
Bleeding was the most frequently reported adverse reaction in both clopidogrel and
placebo groups; however, there was no significant difference in the bleeding rate
between groups.

Pharmacokinetic properties

Clopidogrel:

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.

The kinetics of the main circulating metabolite were linear (plasma concentrations
increased in proportion to dose) in the dose range of 50 to 150 mg of clopidogrel.

Distribution

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

Metabolism

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 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
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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.

The Cmax of the active metabolite is twice as high following a single 300-mg
clopidogrel loading dose as it is after four days of 75-mg maintenance dose. Cmax
occurs approximately 30 to 60 minutes after dosing.

Elimination

Following an oral dose of “C-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.

Acetylsalicylic acid (ASA):

Absorption

Following absorption, the ASA in CoPlavix is hydrolyzed to salicylic acid with peak
plasma levels of salicylic acid occurring within 1 hour of dosing, such that plasma
levels of ASA are essentially undetectable 1.5-3 hours after dosing.

Distribution

ASA is poorly bound to plasma proteins and its apparent volume of distribution is low
(10 1). Its metabolite, salicylic acid, is highly bound to plasma proteins, but its binding
is concentration dependent (nonlinear). At low concentrations (< 100 micrograms/ml),
approximately 90% of salicylic acid is bound to albumin. Salicylic acid is widely
distributed to all tissues and fluids in the body, including the central nervous system,
breast milk, and foetal tissues.

Metabolism and Elimination

The ASA in CoPlavix is rapidly hydrolyzed in plasma to salicylic acid, with a half-life
of 0.3 to 0.4 hours for ASA doses from 75 to 100 mg. Salicylic acid is primarily
conjugated in the liver to form salicyluric acid, a phenolic glucuronide, an acyl
glucuronide, and a number of minor metabolites. Salicylic acid in CoPlavix has a
plasma half-life of approximately 2 hours. Salicylate metabolism is saturable and total
body clearance decreases at higher serum concentrations due to the limited ability of
the liver to form both salicyluric acid and phenolic glucuronide. Following toxic doses
(1,020 g), the plasma half-life may be increased to over 20 hours. At high ASA
doses, the elimination of salicylic acid follows zero-order kinetics (i.e., the rate of
elimination is constant in relation to plasma concentration), with an apparent half-life
of 6 hours or higher. Renal excretion of unchanged active substance depends upon
urinary pH. As urinary pH rises above 6.5, the renal clearance of free salicylate
increases from < 5% to > 80%. Following therapeutic doses, approximately 10% is
found excreted in the urine as salicylic acid, 75% as salicyluric acid, 10% phenolic-
and 5% acyl-glucuronides of salicylic acid.

Based on the pharmacokinetic and metabolic characteristics of both compounds,
clinically significant PK interactions are unlikely
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Pharmacogenetics

CYP2C19 is involved in the formation of both the active metabolite and the 2-oxo-
clopidogrel intermediate metabolite. Clopidogrel active metabolite pharmacokinetics
and antiplatelet effects, as measured by ex vivo platelet aggregation assays, differ
according to CYP2C19 genotype.

The CYP2C19*1 allele corresponds to fully functional metabolism while the
CYP2C19*2 and CYP2C19*3 alleles are nonfunctional. The CYP2C19*2 and
CYP2C19*3 alleles account for the majority of reduced function alleles in white (85%)
and Asian (99%) poor metabolisers. Other alleles associated with absent or reduced
metabolism are less frequent, and include, but are not limited to, CYP2C19*4, *5, *6,
*7, and *8. A patient with poor metaboliser status will possess two loss-of-function
alleles as defined above. Published frequencies for poor CYP2C19 metaboliser
genotypes are approximately 2% for whites, 4% for blacks and 14% for Chinese.
Tests are available to determine a patient's CYP2C19 genotype.

A crossover study in 40 healthy subjects, 10 each in the four CYP2C19 metaboliser
groups (ultrarapid, extensive, intermediate and poor), evaluated pharmacokinetic and
antiplatelet responses using 300 mg followed by 75 mg/day and 600 mg followed by
150 mg/day, each for a total of 5 days (steady state). No substantial differences in
active metabolite exposure and mean inhibition of platelet aggregation (IPA) were
observed between ultrarapid, extensive and intermediate metabolisers. In poor
metabolisers, active metabolite exposure was decreased by 63-71% compared to
extensive metabolisers. After the 300 mg/75 mg dose regimen, antiplatelet
responses were decreased in the poor metabolisers with mean IPA (5 uyM ADP) of
24% (24 hours) and 37% (Day 5) as compared to IPA of 39% (24 hours) and 58%
(Day 5) in the extensive metabolisers and 37% (24 hours) and 60% (Day 5) in the
intermediate metabolisers. When poor metabolisers received the 600 mg/150 mg
regimen, active metabolite exposure was greater than with the 300 mg/75 mg
regimen. In addition, IPA was 32% (24 hours) and 61% (Day 5), which were greater
than in poor metabolizers receiving the 300 mg/75 mg regimen, and were similar to
the other CYP2C19 metaboliser groups receiving the 300 mg/75 mg regimen. An
appropriate dose regimen for this patient population has not been established in
clinical outcome trials.

Consistent with the above results, in a meta-analysis including 6 studies of 335
clopidogrel-treated subjects at steady state, it was shown that active metabolite
exposure was decreased by 28% for intermediate metabolisers, and 72% for poor
metabolisers while platelet aggregation inhibition (5 uM ADP) was decreased with
differences in IPA of 5.9% and 21.4%, respectively, when compared to extensive
metabolisers.

The influence of CYP2C19 genotype on clinical outcomes in patients treated with
clopidogrel has not been evaluated in prospective, randomized, controlled trials.
There have been a number of retrospective analyses; however, to evaluate this effect
in patients treated with clopidogrel for whom there are genotyping results: CURE
(n=2721), CHARISMA (n=2428), CLARITY-TIMI 28 (n=227) and TRITON-TIMI 38
(n=1477), as well as a number of published cohort studies.

In TRITON-TIMI 38 and 3 of the cohort studies (Collet, Sibbing, Giusti) the combined
group of patients with either intermediate or poor metaboliser status had a higher rate
of cardiovascular events (death, myocardial infarction, and stroke) or stent
thrombosis compared to extensive metabolisers.
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In CHARISMA and one cohort study (Simon), an increased event rate was observed
only in poor metabolisers when compared to extensive metabolisers.

In CURE, CLARITY and one of the cohort studies (Trenk), no increased event rate
was observed based on metaboliser status.

None of these analyses was adequately sized to detect differences in outcome in poor
metabolisers.

Special populations
The pharmacokinetics of the active metabolite of clopidogrel is not known in these
special populations.

Gender

In a small study comparing men and women, less inhibition of ADP-induced platelet
aggregation was observed in women, but there was no difference in prolongation of
bleeding time. In the large, controlled clinical study (Clopidogrel vs. Aspirin in
Patients at Risk of Ischemic Events; CAPRIE), the incidence of clinical outcome
events, other adverse clinical events, and abnormal clinical laboratory parameters
was similar in men and women.

Elderly
In elderly (> 75 years) volunteers compared to young healthy volunteers, there were

no differences in platelet aggregation and bleeding time. No dosage adjustment is
needed for the elderly.

Paediatric patients
No information available

Renal 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.

Hepatic impairment

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.

Race

The prevalence of CYP2C19 alleles that result in intermediate and poor CYP2C19
metabolism differs according to race/ethnicity (see “Pharmacogenetics”). From
literature, limited data in Asian populations are available to assess the clinical
implication of genotyping of this CYP on clinical outcome events.

Preclinical safety data

Clopidogrel: 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
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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
78 weeks 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 an indirect effect (low palatability) cannot be excluded.

Acetylsalicylic Acid: Single-dose studies have shown that the oral toxicity of ASA is
low. Repeat-dose toxicity studies have shown that levels up to 200 mg/kg/day are
well tolerated in rats; dogs appear to be more sensitive, probably due to the high
sensitivity of canines to the ulcerogenic effects of NSAIDs. No genotoxicity or
clastogenicity issues of concern have been found with ASA. Although no formal
carcinogenicity studies have been performed with ASA, it has been shown that it is
not a tumour promoter.

Reproduction toxicity data show that ASA is teratogenic in several laboratory
animals.

In animals, administration of a prostaglandin synthesis inhibitor has been shown to
result in increased pre- and post-implantation loss and embryo-foetal lethality. In
addition, increased incidences of various malformations, including cardiovascular,
have been reported in animals given a prostaglandin synthesis inhibitor during the
organogenetic period.

PHARMACEUTICAL PARTICULARS

List of excipients

75mg /75 mg
Mannitol (E421)
Macrogol 6000
Microcrystalline cellulose
Low substituted hydroxypropylcellulose
Maize starch
Hydrogenated castor oil
Stearic acid
Colloidal anhydrous silica
Lactose monohydrate
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Hypromellose (E464)
Titanium dioxide (E171)
Triacetin (E1518)
Yellow iron oxide (E172)
Carnauba wax

Incompatibilities
Not applicable.

Shelf-life
2 years

Special precautions for storage
Store below 25°C.

Nature and contents of container
Aluminium blisters in cardboard cartons.
Aluminium perforated unit-dose blisters in cardboard cartons.

MARKETING AUTHORIZATION HOLDER
Imported by: sanofi-aventis (Thailand) Ltd., Bangkok, Thailand
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CoPlavix (75mg/75mg): Reg. No. 2C 6/54 (N)
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DATE OF REVISION OF THE TEXT
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® Glycoprotein lIb/llla inhibitors: {a4aINSURTTTEINIUNFINAFAE@RTTZUING clopidogrel

uaz Glycoprotein lIb/llla a1afindulinasld CoPlavix fremanuszaingeds

o @ o Y PRI aclal L. . = aa
® 1ANUNNTLINANUBLARAT AAEAERA (injectable anticoagulants): N1TANHINIIARLIN L

o Ao = | . P ' A oA
218NaNATNNGINIWANLIN Clopidogrel inasan1slasuLlasIUIAIR3E1 Heparin 1158
FUNAUNNEY2Y Heparin flansuderiazeadan (coagulation) n1slifen Heparin $andinaazlaifing

1 Qr . o 3 o < A dl [~ Q,/dl a [ a2a
siafMsues Clopidogrel Tunisgiudanissansaasnanaen iwesanniulillfnaziiadunsise

NN FINAANaRTIL1IN clopidogrel WA heparin AN IieNTanAUfagANTdnTLdS

® g1azaNgRNAna (thrombolytics): in1sUsziiuaulaanselunisld Clopidogrel $auiu

1 v 1
AnguaratANaaaieinanziza ldamnzsie fiorin ey heparins Tugjilaeifinniay

= o o Ly

néulaalamngetnaRsunay (acute myocardial infarction) wudnglmnsiresn niinnINg

= . dld o o o aa 1o Yo dl v | QI A .
WwaAaan (bleeding) NHLEIAN ﬂ_WI"Nﬂ@uﬂL‘V]'Wﬂll&lﬂ'}ﬂﬁ/llﬁ]ﬁ’]ﬂ@}l@t@qﬂ@llL@ﬂﬂ (thrombolytics

@ a

A

agent) Uaz heparin $auiUNs 1 ASA (5 "a1n15litlseava”) autlaaadelunnsld

1
o o P '

CoPlavix $anriuenaratedanaendu] deliinangunuidauwazpasliianfcamainezingzda (g

[ = a ¥ o 3 »
“AURDUNIAL UASTBAI77<I011N17 1087 )
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o gfhunsdnauildldaiiusand (NSAIDs): nisAnsnieadiinluensnadasiguninen
1§5uen  Clopidogrel $9urill Naproxen —AaztiunsgoyidtiaanuuLgauulun1amuenng
o o’/l 1 o Ve ¥ =X 1 . o 1 o . o =

et Tuuztin1iflden NSAIDs sauneenlungs cox-2 inhibitors 98U CoPlavix (g “AMuAaw

a v [ 13 "
WA hasdaAa77299 117 1987”)

#RyaANNIINARBITUNTIEN ibuprofen B1AELEINNELLILIUEA INTULLIARARNITIINAILD
< A dl A 1 o 1 =3 v o o 4 1 d’l 1 1 dl o
indndanileliitndurii eadelsfinudedninredeyamaituazaanlliiiuewnesiunis
=2 a Saa o Ly aa 4A ! 1
PENLNANTANEINEUBNRHTIR W Eaniunisniniepdiindednlianunsnagnazes
. dl v 1 OI v 1 1 = aa QIIQ % 1 1 |
ibuprofen M ifativadiane fetquineunarliinan1andtinnfiansnudadidiasiiiulunig

141 ibuprofen IWUNATILNATIY (9 “AoUaNLANININFTNAAIARS)

® Selective Serotonin Reuptake Inhibitors (SSRIs): 1183310 SSRIs @4nasianalnnisnszéu
A - = a A = o \ o . o
nanReALATINNANIAEN TUN SN ARaAeen a9A37 LT SSRIs $a:7L clopidogrel fiveiAYNH

A EEAN

o nsfndnasnaudaNiuen Clopidogrel:

gngundgnaniiaatnaulad CYP2C19

\Ha clopidogrel gniuaualadundaulngiaulsd CYP2C19 Whigtuuuniignlunisinem
(active metabolite) N3kl mlaaiinainauaaenlaiiianalnarinli szfu active

metabolite 184 Clopidogre! HANT1

Tsunlnnduuennuiianienlsd cYP2c19 THetnquse danaliiiiansiinauessesiu active
metabolite 184 Clopidogrel wazgiUganandan a1a89ualiiANNALI8dn1NAEeAaan
\udemarszdadnlimsldsniuanquiniiantinieulsd CYP2C19 08nausa (g "ANADWNALY

¥ o ¥ "
UASTRAITISIa N7 190”)

enfisiusiaauldsl CYP2C19

\Ha clopidogrel gniuaualadundaulngiaulsd CYP2C19 Whigtluuunignalunisinem
(active metabolite) N3 lannlldusisnisinauaaseulaitianainaninli sxfiu active

v 1
metabolite 7849 Clopidogrel aAad AMNANRUTNINARTN 1898 UATATaNRES luulLen AYTIARS

v
o o

nslfenndugaenlssd CYP2C19 agnannniizatiunanesaniu clopidogrel (i omeprazole)

P o

(9 “AnReuNAMUazTaA79:39luN 17198 AL AANLTANININATAAUAIART, INATHUG

9
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o

A1a5") windiesld proton pump inhibitor $98rU clopidogrel AasAnsaA AN NBEUL

CYP2C19 #in¢14 pantoprazole

® Proton Pump Inhibitors (PP1): Tunns@Anemnaadiinuuy crossover Waliian clopidogrel

(300 HAANTN loading dose AINAYE 75 NAANTN/ALw) L?]IEI’J“] wazl¥isaunil omeprazole (80
Aaansu Tuwnandeaniuiy clopidogrel) Winan 5 du wudﬁ?:ﬁum@qmimmmi@ﬁﬁﬁqﬁmm
clopidogrel anaa 45% (f‘fu‘ﬁl 1) uay 40% (’3/14‘17% 5) e lffen clopidogrel UWay omeprazole $A:NU
mmaﬁu&mmm@jmmmﬁmﬁ@maﬁ (mean inhibition of platelet aggregation: IPA) fnel 5
uM ADP anas 39% (24 omm) WAz 21% (éfuﬁ' 5) Salden clopidogrel az omeprazole $aumiy

lun13ANERALN 2 INeafiusuRsisantesen wudnialiian omeprazole 80 Aaaniuiingann

v
A

. QI/ ¥ ¥ o dl ¥ .
clopidogrel Tuauiaenunsgu 12 falus WinalnaiAasiu ethddinnsliien clopidogrel uay

omeprazole MnamatululftlesiuniaiadunsisanresenNnaaNnuani1seues CYP2C19

2U8N omeprazole

lunNsANHMIANALN 3 NeRiueuRsiTe1ae9en Waldien omeprazole 80 RaanfusaNiL
clopidogrel NWALE4 (loading dose 600 HAANFNANNAYE 150 HAANTN/U) N19dINATZAL
1098 UAITIENINOUALNIANEEUAITsaN28e omeprazole 1) a8 laAmINN9a5I9
L oaa S o ! @ \ o A o >

metabolite NHANF WN19FNE UazNIRNIzNgNTIRNAnRenat lWwsTALIALA i LUNTT WieN
clopidogrel A837] NTWIALININTFIU

=2 aa o de Y o . dl .
NITANININANUNLLLL crossover Iummmngmmwmaimum clopidogrel €197 (loading
dose 300 HaANFH ANNALE 75 Haaniu/An) wazlfsusandauiy pantoprazole (80 Aaaniy luan
ey clopidogrel) {nan 5 du s2Auaed active metabolite 184 clopidogrel anad 20% (47
1) uaz 14% (Jun 5) Wa'liien clopidogrel waz pantoprazole $aumiis AMNTUEIN9IUNGHAD
nandenlntefLanad 15% (24 dalad) way 11% (Fun 5) Weldien clopidogrel waz

pantoprazole 9N/ NawaiLanalidiudn clopidogrel d1:130lHisaniLen pantoprazole M

lun1smmaaas CURRENT wWieLiiiau clopidogrel 2 2118 (loading dose 600 AaanFumnA2e 150

%

AaanFu/du 1hunan 6 94 mNAqe 75 Naaniu/Au aune 30 du iU loading dose 300 Raaniu

v o ¢ o

ANNANE 75 RAANTN/AU aude 30 1) nnsAzdees (n=18,432) deduwusiunnsld PPl

(omeprazole uaz pantoprazole tludauluny) Wagiladinsaunisdnelaenisguuazeaanain

1 o a

Tranenuna  wangliidiudnldldunsisanszndng clopidogrel uaz PPl duiunadnsigund

a
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(primary endpoint) [n13Anganialavazuaamaan (CV death), ndnuiilarilasnsaen (M),
Tspvinaniaananey  (stroke)] WsanaansyAaniaula  sauisnaifinaNaang AFuaINNI9 14
ARINANEU (stent thrombosis)
~ = aa o R > . ) o a ) o
AnsAnmMIARENAwIuNINANEIN91E Clopidogrel $anfiuanau] slananiendd
naAanLazindraauAnans Wali Clopidogrel $auriu atenolol, nifedepine 138¥14 atenolol
waz nifedepine TnutljisensendeiuniandanaraniatneiiidiAnynieadtin wazly

1 e o s . = dl 1 al o o [ dl v
WuIAANTRN N AINAA1aR5199 Clopidogrel insulasuuilaeeinaddadnAnyiiali

$9N7L phenobarbital, cimetidine %78 estrogen

WndIAauANaniIad digoxin 198 theophylline laignitlasuuilas alfisanriu Clopidogrel tnan

@ | = )
ﬂ?@ﬂ1NNN@ﬁ]ﬂﬂW?@JﬂsﬁN°ﬂﬂﬂ Clopidogrel

udidn131iien clopidogrel 75 Naaniu/du Ll Asuulaandaaauransans s-warfarin
(CYP2C19 substrate) viia INR lufitlaeiliFuntssnundng warfarin ifhusanunm uinisliien
clopidogrel $auriu warfarin azifinAnuAseannzidessenifiesanniiuasanisinuiden
aginalsinIu "lumiﬁﬂmlum@mmmmﬁm’mL%u%u@qwud’] clopidogrel anung0eLgang
yinguaes CYP209 1§ dati clopidogrel 813aZILNMNLNLAAANIRILT W phenytoin,
tolbutamide waz NSAIDs Lﬂmmnmmmﬁqﬂ metabolised Iagl Cytochrome P4502C9 Liuriu
andiayalulnsenisiat CAPRIE Wud1 phenytoin Uag tolbutamide #1x190 liiganiL

clopidogrel l#atnetannsie

1 1
=

o nfluduainmand CYP2CS: clopidogrel ANUFNNUeN repaglinide Tuaanuadandasing

= = Y & PO L A a
AANINA N19ANE lUNAANAABILAAS LIALTHLIY NN TUIR9LEN N repaglinide Twireaiia
a1nnnasiuels cYP2es Tnaansimnuelan glucuronide 284 clopidogrel iasannAanui@esues

Y v [l dl QI dy % [ % A . ] o -dl o o
AU NTUlUNAN AU LANNTYN ATTEalnTedsluniglden clopidogrel ?QNﬂ‘LIEI’WIQﬂﬂ’W@ﬂIﬂEIﬂ’]?

WALeATNYeY CYP2CS luuan (114 repaglinide paclitaxel)

® Rosuvastatin: WUEUANNENTUIBIEN rosuvastatin Tui@an (AUC) ujilae s 1.4

win IneiliinasioArmudindugegn (C, ) wasanlisu clopidogrel 75 Haaniu luauia

max)

7N

CoPlavix_TH_CCDS v22 & CCDS v24_clean Page 13 of 47



® N135nNEIAREILNAWFINTLEN ASA: WLTIENIUNITIAASUAINIUNTZUINNARST T sa Ll

e ASA:
Uricosurics (benzbromarone, probenecid, sulfinpyrazone): Aqa3lfienagneszainszdaiiasann

ASA anadiugisnaaes uricosuric agents Taglilugnisadnaanaasnsagan

Methotrexate: \{a4ann19d ASA N3l methotrexate Tuaunnaengandn 20 Aaaniu/dilansinas
THatinerednseduilaliisoni  CoPlavix  LiHa9ainen  CoPlavix  &1N190EUSaN1U9A8IN

methotrexate aann19la T liifaAmduissalanszgnli

. A 9 i o . v o o 3
Metamizole: \lainnsldensanniu metamizole a1aaniawa9 ASA lunisdiudanissusanesnan
iaan Aiuarsldatinsszdnsedallaliiensannulugihanliiuen ASA suaadmiunistlasiu

T3aviqla (cardioprotection)

Acetazolamide: Av99sinszdaiialdanngy salicylates $anriueN acetazolamide H93a1Ni

AMMLABNNTRINNTIAA metabolic acidosis

Varicella vaccine: wuziiningilaglainqslisy salicylates Tutag 6 dlanvinasannlisudaiu
. IS a y [ % A . ! dld a dal

varicella WUNIUNI7NA Reye’s syndrome NAINT9 1 salicylates TsznIenunIIRALTe

varicella (g “AnAauALAMIAsTaAI79239 lUN719077)

Levothyroxine: salicylates Tagianiziauinanunnndn 2.0 nfu/du e1aduganisauaesinsas s
aafluuiuldsAutiang (carrier protein) @i lignisiinaudansnaasinsesdaeiiuudaszuay

o

pINFnaNITanaaaNsyaL Inseafaaiiuumn AsRanNszAunsasfaasluu (g “AnseuiiAy

)4 o )3 19
wazd9A277239 1N 19e1”)
Valproic acid: N34 salicylates 391w valproic acid anannlinsauriulisiuaes valproic acid
v 1
anaduazin IR AN sfuSaN TuANLeATNT2Y valproic acid TedenaliszauLee valproic acid

Baszuas valproic acid 290 IWT TN

Tenofovir: N3 tenofovir disoproxil fumarate  $anAvENfNRNNIENE LR Ll LD aLReTR8 6

(NSAIDs) 21aANANNLALNIAINTNA IAsl

®  FunsneNaw] fuen ASA: Heneuivdunsizenresnansinsianseluiiy ASA luaunen
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44 (Fnun1s8ntaw): angiotensin converting enzyme (ACE) inhibitors, acetazolamide, &n7iudn
(phenytoin and valproic acid), beta blockers, g1duilagnziazannanszautiinnaluaantin

Fulgennu

uaANegeA; LaanagasanaliuANNdesraIn1sLalRulunLAne Nl lRFusNiy ASA

o :// o o dl o A dl o Yo « 2 I a ¥ o
AN ﬁ']‘i?tﬂﬁ?:ﬁ’)\m’ﬁ‘ﬁ&lLL’E]@ﬂ’ﬂEI’DZ\]‘IJ@\?B;JJI]']EW]ﬂ’]@QVLﬁ?‘LI ASA (@l AUADUNIABUASUDAITIEIN

lun1glden)

® Fumsnsedu] fuen Clopidogrel WAy ASA: WANANNNIIANENEUAITTUUBNIZINAIIN

din9siu gilaannnda 30,000 AudingannnsAnEmaasIneaatinlag liFueN Clopidogrel Hax i
21 ASA Tuauaenpsiitiaendnisawiniy 325 Haanin uazlAfuenaus) saudaeduendutiaanns

, beta blockers, ACE Inhibitors, calcium antagonists, #18AARLAALARTAAN, coronary

v

vasodilators, 8161ULLNMAY (F9NSBUAY), aiudnuas GPIIb/llla antagonists Tinudiaganis
\Andunsisen el szasAaseliadAyn1endiin

o L% o

P AR = o P e Py P 9
u‘ﬂﬂ“]qﬂﬂ’]Wﬂ@WQNq"ﬂq\‘]mu?;l\ﬁllllgxlﬂq?ﬂﬂ‘]ﬂ'q'ﬂu{;ﬂ?ﬂ?ﬂqﬁlﬂﬂ CoPlavix nugn Qﬂu”l V]Nﬂslfﬁﬁ‘rJll U

Tunssnefiaeniiiulsavaenidanmusi (atherothrombotic)

iRz uENFulsenunga P2Y12 inhibotors miiaaw n1sliienngu opioid agonists saudael &
Tan1aanuazazaanisnaiing clopidogrel Tsanatfluimnzdinszinizaunssiagldnaiuiundn
1UnAlunisdeanunsaanldaunus saidalunumnuiandesiumnan1apann waatanansnli
U < o [~ A al 2 A o = %
anfinunisudsnvasnaadengtuuuenauniilalsauaanideninladaunai (Acute

&

~Na o o o - ' o . PR
coronary syndrome) Tunsaunsadlisuiuenaiu vizasnlungu opioid agonists niind

e d

ANAINTOLAS YN UG UAZNNG M LUAFS AT ALASAAZTE NI bAUNY RS
a I3

® Ar3AATIA

dl 1y aa Yo . 1 09// & o :/J 1 ¥

esannliideyanieadtinlunislafuen CoPlavix Tusendnanissiamsss Aniulidaoslfen
. 1 09; & v 1 dd‘ o [ v % %

CoPlavix Tusgninaaslmsunausnaesnissinsad uwsasnanusiesinmsion

clopidogrel/ASA fntiaulan1eAann (g “Andeuiasuazdanassedslunislden”)

WasanAMNdeNTean1azinAities  (oligohydramnios) wniAanuailusiaslEsunisine
fngl clopidrogrel $aumiu ASA fiangasasitlszanns 20 4Unii aasliiagnielfinsguateaunnel

wazaiAn1s 1 clopidogrel $aufiu ASA Tuaunaensgandsasldidss@nsninlunisinm uayli
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Tuszaznandungenilulilld  Wiiasannmadasutalaanisdasingag  vealden

q

clopidrogrel 391U ASA ¥nWUN1z1ATeY LATAARINNARNINTL LR

4

\iagannan CoPlavix # ASA lusnendAnyfae asinuldluszuinglasunanainaesniamamsssd

Clopidogrel:
ppy Iy . . PO = o Ny e o o
Tiddayan9l4 clopidogrel luasisiasasimieana lunisAnenludndlaiidatia@nedunsanis

[ -8

Tnansauazinadeniiuiwsassunduiug (o "dTayanaintasasiennsaain
ASA:
A ([l 100 RadAnsu/)
=2 aa ' d”l 1 a a a o o o o Y o dl & IS
N1IANEIMNARENLNTINWAEN iAW 100 Hadniu/du duduilesiunisnaenymnstesiesiinis

AnmNaaLTuNLAY WudNTANlaands

21470817 100 — 500 HAANTH/T1

I Ly % aa A tdl o A 1 a a o o =2
Hilszaunisaimnedinuaatinlimesnainaaiunisldan luauingandn 100 aan3u/au aua 500
RadnFN/Au AviunsuuetnAIua A miuIuIAen 500 HaANI/AULAZIUIARNTIGININT Ay

VRPN L Tab LN IGY IR

PIAEN 500 HARNTH/IT UazIWIALNGINTH

o :/J o c . = 1 =R o 1 ua// o A o
nsfugannsdaasedl prostaglandin 81aliua linelszaaffannsfansst uaz/vise WaunIg
29960801ULATN1IN1WATIT  (embryo/foetal)  HR3ARNNNITANEIANUILLNAINUAAITINAIN
@evaeansuisyasuaznisasainlandanfuazniziniianiiviesilaldaiin (Gastroschisis)
WNTunasan lisadueannsasne prostaglandin Tuszesusnaednissiansss wumNdeelae
any3nd (absolute risk) 289N198INTzLLR lAuAaeARaARALNFAgIIBAINTHRENT 1% AuD

1 1 1 v
Uszund 1.5% L%‘ﬂ'j’]ﬂ'l’mLaﬁlx‘iLWN%HMWN"H‘HWﬁil’]LL@EZ?ZﬁiI:ﬁLQ@WIMﬂ’]?%]H’] WUNAURIANLTIY

|
[

WerasruLRURUSINa AN aUdiN19459 prostaglandin Twdnd (5 “deyandiuilaansigain

maAanenzaatin®) Tdaaslian acetylsalicylic acid auiedlaniin 24 assnislufitszamnen

[ %

- P o s v VA o Y A o . . . o
(LAAUN 5 AAINITEANATIN) VILFAIIHAINANLT Y ﬂ’]Nﬂ"I'ﬂfﬁ acetylsalicylic acid Iu@mﬁmﬂ’] N
o s A = o ol = o A A oA o -
NENENHNAZFIATTANTDAWDIALANYN 24 ﬂjﬂﬂﬂﬁﬁ‘iua\lﬂ?m"}l,mu (LABUN 5 VBNINITFNATIAN) AUWA

|
= 1

gy > @ ° o o S @y
g7 AR AN AN LA T IZAZ AN TN EN ﬂQ?@MNWﬂWQ@W]’WW&LﬂMi@
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e ° ¥ . . A a a a
N1eUATIUAY (Oligohydramnios) 1199 ANNRAlNANIelaraImIsnusnin (neonatal renal

impairment)

ANNLAENTRINNZINATTeE Laz ANRAUNAN1laTreantnluagesl wuldaniznsld ASA

TuI1IAg9N91 81 mg
n3ld NSAIDs s9u8an91% clopidogrel $auriu ASA Niangassrfilszunn 20 4af vizaninnd
:; a :j & o v a o a a s 4‘ o 1 a
ulumgeianssd  anarinliiiianinenisinanuaeslatatnfvewmimlumet dwiillgnisiia
Aoztetes  wazluunenstiinapnnialnin1glnaeansnusniin - (neonatal  renal
. . 1 R & o 1 dsj % dl 3| [ <A o 6  a Yo
impairment)  a1n1sldNsdszasAnananatianunsonylflnaeasiduduizaduaninasannlisy
o o PRI o a & e o o o a v
nsfneEudidnimenunlddesdnasanisfaniazinaidesinigle 48 daluanaaEufiunis
Fnwdinel NSAID finnn Tnevinlinnaziinadtieatanisandugung udsannueaeuwsilailann
enanall nzunndeuaeen1siinn1zIAIe N UNUAUNANNANTZNL 11 NNIUARITE
wauan (limb contracture) way NstasuiAvinvaslandias annisAneuslaangmainluung
seiian1znsinnuaesladuwadlunsnusniia anasiesldionisineuuugnan (invasive
y A ] " S A
procedure) Wi n9ilasutneanslsznauiaan-tinuans

viranisnanis

FaumLnawi 6 vasnsianssiidufinll fdudanisdansed prostaglandin Miauuaa1alnasa:
Fa8Y
- audluRwseszuuidlasazden [WUUEN15Awee ductus arteriosus AALATNUALAY
Ausulalingdlunaaniaanilan (Pulmonary hypertension)l;
¥ dl o al . dl 3| % .
- PNNN1IN19U9 lLRs (renal dysfunction) Feanananenilulpdnivan (renal failure)
da -
WULNN oligo-hydroamniosis
NTAMALANNA N (RUgANI1769A73)
o qu . . & o o ' s A R
- @1aagin il bleeding time WMWY UKAAINNIIANUNITIINNGNIBDUNAALADATIDA

v
%

a K dl o
ﬂmmuvl,mmmmmm*m*m
v

o—

= o !

¥
gannstiusaesungn denaliinnsraandiviseunuau

|
l__,(

®  AFTTTWINGINUNYAS
£i913n91191 clopidogrel duaannatinuNNyEEvFe Il 91197 ASA gnduasnniainuNNyedld

281931179 ARsUg AT lTiuNYRITzUdnanFnEdae CoPlavix

¥

®  ANNANITOLATTYNUG
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'
a o ]

Yy a o & . 1y = o r-z:ll
11]3\1‘}]@3;11@Lﬂﬁl’)ﬂ‘]_lN@lﬂ‘ﬂﬂ'l’mNWNW?QH’]?L@?QJWH@‘H@QE’] CoPlavix blummgammnwﬂmmm

-8

waAIdnen clopidogrel agunlasaanuaiunsnniaasywusg

Q
¥

- AUFUAUNAEIN acetylsalicylic acid Fals 500 HARNTN/SW Awld:

o

Ananguszrydanndudanisdanzsiienlsd cyclo-oxygenase / prostaglandin anaifluanivia)

o U a s v a 1 al 1 1
iAo nannsalunisEsyRugluguiaunnies Tnaliuasanisnnld

! dsj [ [ aln v dl o
ﬂ’l’]ﬁJUﬂWﬁ"ﬂ\?u’&’ﬁJ'ﬁﬂﬂ@UN’]Lﬂuﬂﬂmiﬂm'ﬂﬁﬂﬂﬂ’]ﬁ‘ﬂﬁq

NAABAIMNAINITA LNITTUALTUNINULBAZNS bELATRIANS

CoPlavix i uarEalNatasiInAaANNA N1 NI T LA UNIUUL BWAaZN1F1ELATRI9NT

a5 liNelszaan

P P o . I ! v =
Hnnslszilivanniaansiuaedsn Clopidogrel Tugilaanannda 44,000 918 MdingannsAneE
NIAATN Begangilaenadn 30,000 s lFFUN1sinEIsaY Clopidogrel NANTL ASA LATHINNG
12,000 edldfuen 1 T viEeuIund  dauredaintsliielszasimiandtinfinuann 4
TAsana9deuan CAPRIE (nMsdnmifFeuimeussudngenclopidogrel 1hen7] iU ASA) uaz
CURE, CLARITY, COMMIT (nMsAn®Bauiiauszninegn clopidogrel NHANAL ASA il ASA
atwAen) uay ACTIVE-A azasunasialifiiuans ienuanudndilaanusiasn Clopidogrel 75

% o 1o

faandn/du laanes) iy ASA 325 Naaniu/du lulasenisdde CAPRIE TngliAntianeens, e

dl a A - = as v Ny | R
LACLTATNR UANANNNANNLAINUTZAUNITUNITANHINIARIN LAY QN%@H@@Wﬂ’]?iNWQ

sraaAN A5FUAINNN9TE U HI LRI F0e)

= = =
> maziaanaaniailni:

a A [~1 dl P u&// £ aa 4 6 a
NITINALAR ﬁ‘ﬂ‘ﬂﬂLﬂu‘ﬂ’]ﬂ’]?VIWUVL@UQEIVNGLHW]WTHH’W]’]\? AAUN LL@%@’]ﬂﬂl‘ﬂHﬂﬂ?Zﬁ’&Uﬂ’]?MM@\‘i

PINIZI Y %G@zWUELL!‘ﬁI’NLa@uLLﬁ‘ﬂ‘ﬂﬂ\mﬁi%‘/ﬂHW

mgAn# CAPRIE lunguijilemléifunisinmiiog Clopidogrel 158 ASA NaINT84R1IANNIRT
nainaenasn (bleeding) Aa 9.3% UANIAINNIAANIAITULIINY 1.4% Tungugilaenli

Clopidogrel daulungui{ilaaild ASA instiguuss 1.6%
TungquitloalFizu Clopidogrel wunsiiaaanaanluniamueiuis ludns 2.0% wazsiaedin3y

nadnululsanenuna 0.7% angnfeeflify ASA Hémsniafisdensenumiauiuemg

2.7% wazAaddndunissnen lulsanwenung 1.1%
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|
o

2 a a ' v Anye . A
qummim"immqmmmq:Laﬂm@@ﬂwmﬂnmuj qqmﬂuﬂquaﬂqwimu Clopidogrel tNaLngL
o | Al v - o , & o - a ~ v o
ﬂUﬂQN‘Vﬂﬂ‘J“U ASA (7.3% WMELNU 6.5%) @mﬁ@nmu@qumm@mmimmmmgmmwﬂﬂammﬂu
Tugilerivaaengu (0.6% Wauiy 0.4%) guiinisaiinureninetlungugiaeisaengn Ae
o” A c;” Lo A o . . dl v v 1A %
’71aaA (purpura), Wnd (bruising) WAZIAAANLAN 1A (epistaxis) seunnU ldtiesndnmAe Aa
= <1 = . = A ! 1 = A
W@wam (haematoma), tadqziiluiaan (haematuria), Laslaamaanne (mulmvmmmm@@ﬂm

A
LEIR1ANU17)

griAn1snizesnnziaeneanmelunsslvandses wu 0.4% lunguéiaeflFfu  Clopidogrel
wWheumsuiunguiiae 1Az ASA wu 0.5%

MSANET CURE WUNMIANTUIBINNDZLADADNTULIILAL I TUILIasendenguin 155y

Clopidogrel + ASA Lsaitiiiaufunguilifuenvaan + ASA (§R9N19AANIITIAAABANTULS

[

3.7% wWhaumeuiu 2.7% AuafuLardnsInIsiian1aziaeneanligung 5.1% Wauniy

o o

2.4% FNNAIAL) Al Ay fianIaziaeneanguwe lIInIaANe I TuA LTINS

o

v A
RNELAULARALLAN

1
=

naiNInresnnzidenseniiuduns e alungunlifu Clopidogrel + ASA Wiesuiauiy

1 o o a

ngunlifuenuaan + ASA TldadAynala (2.2% Wauiu 1.8%) Tdwumnuuansngly

o

Smnaiannzidensenauiieiudeiinssuinsaeangy (0.2% vaasangs) samnnianaz
\demeansuusedlivinidedinlunguiiaafiliiu Clopidogrel + ASA gandnatnaiiduddny
mmaﬁLﬁ'ﬂLi_l?‘ﬂmﬁﬂuﬁunziuﬁ%’ﬁ*umm@ﬂ + ASA (1.6% Mgy 1.0%) uazaiiinisninisiia
‘deneannelunsIvandsuzie 0.1% Taengs

Shmnsiannzidenseniipuusslunguitlaefildi Clopidogrel + ASA duegiuannavas
ASA (2.6% ilnanm ASA flaeindn 100 Laansu, 3.5% ilaa1nm ASA 100-200 Laansu, 4.9%
Slemunm ASA wnnndn 200 fadniw) AL RIINITAAABARBNIUL Gluﬂzjuﬁié”w%uaﬁ
aan+ ASA (2.0 % L0110 ASA fiaendn 100 Fadn3u, 2.3 % a1 ASA 100-200 fiaAnFy

. 4.0% LHaTUNA ASA N1NNG1 200 HAANGH)

Tdnudainmafadensanduguuse aeludas 7 Ju wasangiaelfifunisinsa  coronary
bypass graft lu{ilaenlingalden clopidogrel uanil ASA nauiIINTHNAANINNGN 5 FU (4.4%

Tunqunlfsu Clopidogrel + ASA Wieufiu 5.3% lunquinlafueuaan + ASA) dauluftlaaiey

175U Clopidogrel Twtaanali 5 Sunewnnn1sunsia bypass graft surgery §nsnsiiaaanaan
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Anlu 9.6% lufilaelunguinléfu Clopidogrel waniu ASA uaz 6.3% lufthenguinlszuen

PARNTINAL ASA

n1gAnE1 CLARITY Hansinisiiaiaanaaniaasuuiniu lungugilaefléizu clopidogrel naw

o dl = o 1 7 dl Vo 1 a ! o a A :j .

U ASA Wansununguitloa1fii ASA atinabian wuddrnsniaiinReneanduguLse (major

bleeding) wrawiuluszndengu (1.3% TunquinlAsu Clopidogrel + ASA gLy 1.1% lung
[ 3 4

nlFfuamasn + ASA)  FewanisAnmmanllTulunamaaiuisgiiangudaanuinng

ﬁﬂﬁmzﬁugmmmt’gﬂm (baseline characteristics) WA TRATRINTTNEGEY fibrinolytic 4178

=

heparin giifin1sninaiinnInzidenaanauiNduAdadim (fatal bleeding) WU 0.8% Tugilaengud
1§i5U Clopidogrel + ASA WeiLfiL 0.6% lunguinlfify enviaan + ASA uaznudngiifinisainiaiin
= = ° v A o o ' ' . =

waneann g lunzTuanAserauaslndipeaiuria 2 ngu (0.5% lungu clopidogrel+ASA g

iU 0.7% Tungueuaan + ASA)

n1gA@nE1 COMMIT dhsnlagsanaaanisiinn1aziaanaanuussi lildiaanaanluaues
. . A A . P v = o
(noncerebral major bleeding) IAABARDN MIANDY (cerebral bleeding) wuldnuasindLasiaiy

19 2 NQN

mMsAn®1 ACTIVE-A dnsniainaaanaanduguussunguiliiu clopidogrel + ASA 1nnd

'
oAl

ngunlifuenuaan + ASA (6.7% uar 4.3%) NMaiiARaneanduguLes deuniniiatiuuaen

q

o

nelnanfsmy (extracarnial) 19 2 Ngu (5.3% Tunguinléisu clopidogrel + ASA; 3.5% Tungud
1AFuamaan + ASA), doulugjifaluniasuaimis (3.5% uay 1.8%) dniaifaansaniu
neanAsweannndnTungunlifunnsinmson clopidogrel + ASA wlsaumauiungunlFizuen
UABN + ASA (1.4% LAz 0.8% ANA1AL) EAMNLANFANat 9 RTRAN ATy neaD ArasdnInig
a A Ao gy a aa a A )

NaaanaanmN WAsTIAuaTNINARenaanluaNad (hemorrhagic stoke) (0.8% Way 0.6%

AINAAL) VBTNADINGH

> anuindninielatininan:

MsAn CAPRIE WUANAN9ZEALROAT19 neutrophil ANJ1LI4 (severe neutropaenia A9

Vo

neutrophil < 0.450 G/L) Tujilae 4 3181 (0.04%) Al&FU Clopidogrel uway 2 seluilaen a3y
ASA (0.02%)

Tungquijilaen 143y Clopidogrel ¥auum 9,599 $1¢1 wugfilag 2 naniauauLlnAeA1 TR
1

i v
neutrophil tiluAus wazlunguifilhanliiu ASA isuun 9,586 1a laidlfilhaselaiianuiuda
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i@amna191mHn Neutrophil iugud ufidnaaudesaesnisfiaanuiluissalanszgnain
Clopidogrel Aaudinesn usaauiluhl/lfniaqslffuntsfansanmingilasiulsenuen

Clopidogrel wiailldivisaiiainisans) 184n19inLTe

wugilannglatinavainlanszanie (aplastic anaemia) Hntu 1 98 Tungugienldiu

Clopidogrel

wugiiRnsninisiian1nzindnaann (thrombocytopaenia) Ui (< 80 G/L) 0.2% lungs
filae?l#%u Clopidogrel uaz 0.1% lunguijilhaiu ASA H3renuiaauiniinudnauaungn
wen < 30 G/L

MsAn®1 CURE uazn1sAns CLARITY wuanuautlhanininzindniaens

v
o o

(thrombocytopaenia) ¥5an19¢LlAABAT196 (neutropenia) TnALALSIWIY 2 NG

fayaanislinetlszasdniiaainen clopidogrel 1Aea7], ASA LAEA7* 458 clopidogre! gilii
o 14 { | dy ¥ | =2 aa =
NANTL ASA PuANINRIuangse llsusaNAndiayaszudnansAnEI1aAaTingiTaan

Spontaneous report TAARLNNGNANNANNT IWNTAABIN HNNLsT AR AT wuias

L2

1/100 D4 < 1/10); wu'ldiies (3 1/1,000 D4 < 1/100); wusias > 1/10,000 D4 < 1/1,000);

wutleauan (< 1/10,000), lnu (arwnsodsziinldanndeyaniiet) Inaneluusazszuy

o = o o 1R o v
AIELITACLTIENAN @Uﬂ’]ﬂ’]ﬂﬂi‘l"l\‘]ﬂﬁ‘iﬁﬂﬂﬂ AN mma;mmmnmﬂﬂu@ﬂ

AMNRAUNAaR9TzuLlsEd M ndIvnatsnazdIulane:
- wuldlddas: UnmAswey, 39ide, 91

¥ = = v
- NUUBE: EUATHEUNUNNY

AMNEAUNAURITZULNINAUDIUNS:
- wules: aunsldsas, Uoatias, ieady, daneanlunssinizannig an'ld
oM 1o A ny o o A L o =
- wulslldes: Aauld, nezinnzdnian, iesan, wduiias, fiaeyn, a1lReu, WHAlUNTzNIY

21917, WHa a1 l&L1an

| 4

- wutles: 1AAAAANNALEALTAINaY

]

- wudlesnnn, dneu: wessanluszuunszinizasuaran lduaviaanaanaitia

4 dld X aa
TAINDINHNNVIZTULINOITIF
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a a (=3 = a = & =
a1N1sRALNATRLNAALARA NTINALARARANLASNITUINALLRILADA:
- puldltes: sraznanresniienisiinienaen (bleeding time) WIUAW, A1195IA

ARAT1TRA neutrophil AAAY, INAALREAAAA

AMHNEAUNAURIN21ANS:
- wules: Wndn

b4 [ dl a o a A o
- wuldlddes: B, Routladlidanaan (purpura), 81NTAU

a a (=3 = . .

ANNRALNAIRILNALREAUNALAZS2UL Reticuloendothelial system:

- puldlddes: aunudaaenanqtiesasaulinlng (leucopenia), AMUILLAARBALIVTRA
neutrophil AARY, N1ILNAALABARI, AU eosinophil NNNEALNR (eosinophilia)

> @ A ° . = @ A °o o

- WUURE: NMIZIHAAAIIIAN (neutropenia) TINDNNZINARAATIIRNUUIULIN (severe
neutropenia)

- NIZINARLABAABLINITUII (severe thrombocytopenia), LIARAATIAAAY

(granulocytopenia), N9 1a#Aa19 (anemia)

¢ ilszaunisalaInN1sIENUNAILIRANFARIA:
Clopidogrel:

TinaumnunaInnsiinanenis liiedszasd (ldannnsaninaziuaindasyanssyls)

AMNRAUNAURITTULLADA LAZUILUARY:

I
a

78N all a A v 1 a dl o % d” a
- QﬂQﬂWLﬂﬂL@@mﬂﬂﬂ?qﬂLL?\TI@ﬂL@W"]g@ﬂqQﬂ\TWNQMU\T i:UUﬂ@ﬂuLuﬂLL@:ﬂi$@ﬂ NITLNA

& A A a A a & ~ a
LaRARRNNYNAI (WU?LQMLH@‘L‘I‘LﬂWﬂﬂm ﬂ’]?;lsl,u@]ﬂm LAZAfmI) LAZLRaAaNNTeUUNINLAL
~ ° @A ~ | e ~ a A =
‘M"]ﬂﬁlﬂ L@'ﬂﬁﬂf]Lm'ﬂ,ﬂ@ ﬁ@@qquﬂULﬂﬂﬁLL@zﬂq?mﬂL@@mT@QLLN@quﬁ NIUNITINALAR AR NN

09// a aa K a all A = a =
AULATINDLLNTIR (IMEIL'ilW’]zﬂ’]‘J“V]L@@ﬂ@ﬂﬂl%ﬂZTﬁ@ﬂﬁﬁ‘HZ TZUUNNIAUBRIUNT LASLARARAN

'
o A

VRSTORITE laRy RN
- WAABA19AININ (agranulocytosis), Tatinatsannlanszgnila (aplastic anaemia)/

fiqmumalﬁmiaﬁmnﬂmﬁmmm (pancytopenia), Thrombotic Thrombocytopenic Purpura

1 k2
ad a

(TTP) (g “AnsauiAsasdamI75z3 lun1719e1"), nazidenaaniaLnANRATUN1ENAS

(acuquired haemophilia) a1 A

ANNEnUnRaaiala:
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1
= &

. . o > = o g o o
- 81019 Kounis (Kounis syndrome) [A1qzilaptAuniinanainiasalaannia lasuningade
o £ . . . 1% Py o PR (% o £ .
NUNTTLLA (vasospastic allergic angina) / nzndniled lanneiinaadasiunisui (allergic

myocardial infarction)] slm”m:fmmmmilﬁﬂﬂﬁﬁ?mqmmﬁmﬁmmnm clopidogrel

ANnNEalnRuasszuuiANnulsa:

a v

- ﬂﬁﬁ‘?mgﬁuﬁ (anaphylactoid reactions), ﬂ@ﬁ‘%mgmﬁlﬁmm (serum sickness)
- Ufenisuidungu thienopyridine (v ticlopidine, prasugrel) () “ANABUNIALLAL
2 [ 2
I0A277239 14N7 19877)
- NI RANUMIUEALNRAT898 WAL (insulin autoimmune syndrome) A9KALAANIY
wmaludesinguuss taannclufieeitiy HLA DRA4  (wutlesluilszmnnsang

i)

AMNEALNANIIANLIT:

- duau, Uszanuanis

AMNNAUNANI9sEULUsEEIN:

- N¥usaNALUNG, N1nzi@anisiea

AMNRRLNAURITTULNRDALRDA:
- VaaARansNIAL, ANAUTATRAN, 1AaABANBLNNTUIEY ADARANAINLHANIGR, fiaw

\Aan (haematoma)

ANNRAUNRARITELLME LA, VaanaN Lwazdasan:

- NNIUALNTNIEIARAAN  (bronchospasm), Ueasniaudila interstiial  pneumonitis,
A a [ A A ]
weneen luszuumaiumigla (lefludan, pulmonary haemorrhage), Waaaniwan v, Uanuau

q1nN15H eosinophil azan’ludan (eosinophilic pneumonia)

AN AL NAURITEUUNISLAURINNS:
- anldluieniau [sandean & vaieniaundunaiilas (ulcerative colitis) VFatin

lymphocytic colitis], AUARUSNLAL, Ta3LNanLAL

AMNNAUNAURIALLAZUA:

- FUSNLAL (hepatitis), ALANMAIRLLNAL
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AuAnlndvasianiwaziiiadialdnands:

- fluatin maculopapular, erythematous 38 exfoliative anfienflutiusy (urticaria), N9
UINUBINADALADA (angioedema), HAWtaNLALLHUA Bullous (erythema multiform, Stevens
Johnson Syndrome, toxic epidermal necrolysis), ﬁjuuuﬂ\‘iéfmﬁuﬁu%ﬁaLL‘Ll‘LIL%f;I‘LIWZiVu (acute
generalized exanthematous pustulosis (AGEP)), mﬁumm‘;‘iﬂﬁaﬂizmﬁmnmﬂfﬁmﬁﬁmmi
TULINEINALNIH eosinophil WINRALUNA (Drug Rash with Eosinophilia and  Systemic

Symptoms: DRESS), Hautieaniau (eczema), lichen planus

a a o =y & &
ﬂ'J’]NNﬂﬂﬂlﬁl“ll’ax‘iﬁz‘Ll‘lJﬂ’a"lNLu’a LLﬂzﬂﬁzﬂn LUaLea:
v v [ %

@ A ' o g a A o g
- V’]Q’]NL"\‘U']JQ@VI‘H@W@, AARNLAL, ﬂQQﬂ@'WNLu@, NITNALAAAABRNABDITCLULNATNLUALLAE

n7zAn (haemarthrosis)

AuAnlnArasszunlavazszuutaanae:

- Indnigueiin Glomerulopathy 3261 creatinine lulaaaindy, waneantutlaana

ANNARLNAaRsULRUNUEUAENS9aN:

- naziinunInlugane

annEnalnfrassemalnanaliluazqaanlden:

[} =] o 1 dl <
- 1°ﬂ, wanaan luALMEs LNy

ANNARLNATIWLAINNITATIANIRI LIRS

- ANNNRALUNRURINIINULDIFL, 926 creatinine TARAIRNL

ASA:
ANMNAALNAADITZTULLRDALAZULUAD:

- NMazndaaennn, N1azlainansannidalaenuaswandne (haemolytic anaemia) 1u
E’gﬂqﬁﬁmq:mml@uvlﬁﬁﬁ glucose-6-phosphate dehydrogenase (G6PD) () “ANADUALARLAS
d0m957539 1N 514877), NazilaldenanaNTila (pancytopenia), N9LLdAAAAAARIABITHA

. . a 1 . . v
(bicytopenia), ‘E@ummmnimmz@ﬂﬂ@ (aplastic anemia), mqﬂmmz@ﬂ@umm (bone marrow
failure), N19e granulocyte @MAAY  (agranulocytosis), NZAABAT19 neutrophil aAAY

(neutropenia), NIZLLARBAL1IAN (leukopenia)

ANNAnlnRaaiIla:
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- 81N19 Kounis (Kounis syndrome) slm“m:rmmmmﬂ,ﬁmﬂg‘jﬁ“&mqmmﬁwﬁmmnm
acetylsalicylic acid

¥ e

ANNRALNRErRIsTULNNANAUlSA:

Qq
e

- NNEERARNNNNTUN (anaphylactic shock), 'ﬂ’]ﬂ’W?LL’&ﬂ\ﬂlﬂ\?ﬂ’]ﬁ‘LLﬁﬂ’m’]‘j‘g‘uLL?\ﬁu

AMNRAUNANI9sSTuLlsEaIN:

- idaneannglungivan ananlin@adin i Tnaanizaenagisluggeeng

AMNRAUNAURINRBALADA:

- NaRAABASNLAL (Vasculitis) 3aunalsaduiaamneniay Henoch-Schonlein purpura

ANMNRALUNRAULN N U AFNLASTNTUINS:

- szpumaluaens, lsafingd (g “AuseuiiAruasdandsszdalunislden’)

ANMNEALnAIRTELLRLAs YTWlY:

v
A =

a va = = v
- gouldenn A Wse Yae, DauATHETiNuNY
ANNRAUNRARITELLME LR, VaanaN LWazdaIan:
Al e o . .
- nazleauanlidlianmwnuianszunsiala (Non-cardiogenic pulmonary edema)
fanfiunsldenesnssadies  TudnmzassniafiadfisengRlonuiiesainsn  acetylsalicylic

acid

AANAALNAUBITZULUNILAURINNS:

- aaneuNInaL, waananuisiliuitg, naenaniug, nsmwizesdnaLTiin
Lgﬂuﬂﬁf‘@u (erosive gastritis), zﬁﬂfzﬁﬂé/ﬂmwﬁﬁmﬁ@uﬂiﬂu (erosive duodenitis)

- nezmnzanunsuazan l&douduiluunaniug anisuanaminszmnzanmnsuazan 1
AALLIY 11 81N19LUIANIZINIZEUNS (gastralgia) (7 “AuApUARUAZTaA9575 3 N9 TE87")
aldLan (jejunum and ileum) wazanl&lviey (colon and rectum) WWuuna, an1&lugdniau uaz
&nlinzg UfTenmandanadiniufvise liduiudfunsfidaneen uaveraisduiie iy
acetylsalicylic acid ﬁmmmim LL@:Sluigﬂfmﬁﬁmmm%hiﬁmmmmm vizadlszimiiulsn
Lﬁmﬁummﬁummiﬁ@wm

o

- fugeusniauaunau luanwzaesnafiadjisennilafuiieswinen
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acetylsalicylic acid

ANMNEALUNAURIALLAZUNA:
o < o o A o o o & o
- auladludugeay, sugninanalaaanizatnatisnaadiy, N1aeAudniauEess

(chronic hepatitis)

anuinlnArasszulnuazszuuilagag:
) ' = o | a o A
- lmanel (renal failure), Tnunwsaa@aunau (Tneaanizadstislugilaeniniayle
unwdas, heart decompensation, nephritic syndrome 438 lfiiuansaniuenduiiaanzagnau

Wan)

AMNARLNATRIRINUILAT T WU ARINNI:
- pluuien (Fixed eruption)
! 1 =R & A tdld ! o IS . . a a
- ﬂQN@WﬂWﬁ‘iMW\?ﬂ?Z@\?ﬂ”‘\]"]ﬂﬂ"]ﬁ‘slﬂ?_l’mﬂd'ﬂqﬂ’]i‘a;‘uui\i';T'Jﬂ\lm_lﬂ’]'a“ll eosinophil NNHALUNE
(Drug reaction with eosinophilia and systemic symptoms: DRESS) () CANRADUAARLAY

Jam975239 1WN171981”)

ANAnlnAaaIs19nalaanalil WAzqAY b

b2

- NUBINITLINUNIAINTUIALT (FNUN198NIAL) D49l (21.5 NFN/Au) 183 ASA

nslAsua N UIUIRA
Clopidogrel: N13}#5U8N clopidogrel NuauIAaan lH#sze a1 189NN AR AN UNUTU LA
NnennsunIndeuiaaneanmuun  Asliinnsfnenetnamnnzan unnudninisiiaaanean
dﬁ/
A

B Y a | Qr v oa . ddliz % A dl dal
LRewAnesienniniandaing1zes clopidogrel lunsainfinsnisufilaninziaeneeniuiuiu

TeFumau nsliinanaena1atiaanNafiinann Clopidogrel

v
A

4 v
ASA: nsuanssssialifiatusaniuanuiluimiunans: Raudsey, thedswy, yoe,

o o ¥ dl v = v
AR LL@Z@WH’]?VI’N%‘UUm‘:LW’]m’M’]?LL@mﬂm (ﬂ@ui@, DU LL@:?L]J"JW‘V]@Q)

-dl a del ' o [ = 3// A a I 1
ﬂqﬂq?LL@m\‘iV]Lﬂﬂ"ﬂu?"JNﬂUﬂquLﬂu‘WH"ﬂuﬁ:uLL?ﬂﬂﬂ Lﬂﬂﬂq??Uﬂqu@N@@m@\iﬂ?@-ﬂq\i@ﬂq\??uu?\j
Fuanniianimunalanin e respiratory alkalosis AlaNNaziia respiratory acidosis Ha9ann

¥ 1
nateanITnaAudnIsala @91 metabolic acidosis IATUANLLTURWIEIaINH salicylates
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O o o Aa o

AuunElusn, AN uasiandaitasiniauinnulaniylusrasing) 1eamannlui

TpeMdnuantidnavinafeereey acidosis @e15atuan

o dgj a d” ¥y 1 o a ! dgl . ~
annssssiallBaunsafnaulfsaeduii: anumniluieniegeiu (hyperthermia) Lazivianan
(perspiration) TeinRANTsgoyAeTn, nszdunszans, n1sdn, dscamuaau waztnmalu@ens
OI o v a 1 o A v %3
AN NNINATeLULUsza i liineaInisiaNn, seuudalalasnannlannaniiian waznisungladn

. .\ . dl o v a aa v % v v .
1NAEn acetylsalicylic acid M 1AAaTIRlARAE 25-30 nFN ANENdUaeg salicylate Tunan

A11NINNGN 300 HAANTH/ART (1.67 NaAINa/ART) N1 IANAAINNLT WA ®

nslAFuenngy salicylates iuaua naanizeteEdluAnan aannsoasnaliiifinniaziiniag

Tuiaananas (hypoglycaemia) a8iN9gULIUATAIATAUATIE 16

naztanuannlylsianmgainszuusiala (Non-cardiogenic pulmonary edema) A1:130AT
annslEFuEN acetylsalicylic acid IRWAIWNIATNULLLIRHLINAULALFOR (5 “81n15 [NANLseavA")
Yo dl o v a a acl o o | v o % dl a
mnlasuenluauaninliina e lnedaiudseniy adlufeaueuinesalulsaneuia wWeiia
dl a d” | o | a all o Y a =

BIN1TWAAIINATUTINAL AN UALUNAN  AsnenenNwRantin liiinan1se1 R uanN15D
18 frvnnlailéiug wuziin1il43sn19819904 Iaalit Activated charcoal (fagadi) uaz sodium
sulphate (213xun8) i wusinlinilagnas1mdusne (14 sodium bicarbonate 250 Hadlua
dunan 3 dqlu) uaglfifnnnmAiasilunsa-aeaestladnny daunisdnglnaasldduiunsdl
dld | a :/1 dl [ a Vo

PHA Ui duguLes aansean) aespnuiliuin i aneinig

LS L

AANLANILAFTINEN

LR e L4

ATUANLANINNATNAFANRAT

qQ

I o o o

NANLNATLNLA: platelet aggregation inhibitors excl. Heparin, ATC Code: BO1AC30

Clopidogrel tlugnaeflugil Prodrug wilsluumualaviaesiiniusadudinissudanesnan

\aan Clopidogrel fiasgninpualadineioulsd CYP450 inanazsinliiag luglanswmualaing

L
6

L 1 v 1
qns (active metabolite) TANNIATLENN9IINAVBEUNAALREN ANTNALE VNG VTR
clopidogrel azfilglsnsatiansanluiu lanaginen (ADP) fiu platelet P2Y,, receptor a84siuaeing
v 1 ]
AUNIZIANZAS LAELINIvLIUNINFaLiasaInnNITnsyéiudiae ADP (ADP-mediated activation)
284 glycoprotein GP lib/llla complex NX ADP iaeiLIflan1999: /298 nanlaan iasainn1say
[ % ] o/ o v . = 1 [~3 A dl o o o dl A 1
Aunuldanunsadundulé clopidogrel azlinasiainaniaaanduianiannaanaiguanagues
& o ° & o @ ad o o @ A
n&aLRen (Uszanns 7-10 1) nsinnursandaidanaznauiiiuilnfdainisaianiniaantn
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Uil nssansvenndnidentaanisdniiiain agonist auuanmiieain ADP @11190gN

o o’// 1% o :// o 3 A dl @ ] dl 1
ﬂUH\?i@I@HﬂW?HUH\?ﬂW??QN[ﬂﬂl‘ll@\'il,ﬂ@ﬂL@‘ﬂﬁWLﬂuNﬂﬁlﬂLu@ﬂ@’mﬂ%‘ﬂﬁ‘:[ﬂu‘ﬂ@ﬂ ADP

|
ol A

iWasannansumua lavindgragnilasuginaeulad CYP450 Asiuenagnedudeniaiasugy
P . o O g A o e od yus o o g v =
161ae polymorphic usspaseuliitvsalnanandusiansauldon Aniuladlddiloaynamean
Az@N1INANITUSUNAALRDATINEINS

v
a o I e Aa ] o o o o [~3

n131#ien Clopidogrel 75 fndnsureduRasefuazfudinisufreandndestufnainnsdn
¥ih199 ADP fausidiusn %qqm"ﬁfﬁyﬂxlﬂmzﬁumwﬁq@zﬁum‘ﬁ' (steady state) S¥UINeuR 3 B9 7
i steady state sedumsdusslnaiaeniialiien Clopidogrel 75 HaanN/31 agj3e1dng 40% WAy
60% NIIIMNFYBNNAMABAUAL bleeding time aAen naLgrzAulnAlaevlllingn

UeNN0U4 5 T NRINEANITINEN

Acetylsalicylic ~ acid  ffusiannssaunguaadnaniaenlnanisdudge  prostaglandin - cyclo-

1 o o 2 ¥ d”d o ug/j v dl [~ o

oxygenase UL lHaI0IUNAUE wazdaenpHacduiainisa$ne thromboxane A, daiflugn
tdl o v oa 1 [~3 A o ¥ A d” [ aa

wilenth liifianissunguasndndenuarnanasiretduiaen Latlazagselinasaitnaed

[=3 A
NARLARA

AaYAIINNIINAABINLIE ibuprofen BIALTUENLATDY aspirin IUIARIFBNIIIINNGNIBINAR
wanlfilaldenaeeriaidandy lunilansdAnuilaliien ibuprofen 400 Raaniu AFaLALN
nelu 8 daluenewizanielu 30 wvasliian aspirin Mdandaausaeniiud (81 Raaniu) wudn

HATBY ASA FBN194519 thromboxane ¥3aN1999NNgNIBNINAAIABAAASY Bti1elsfinudedniin

'
aaa 1 a

1asdayamaiuarann luineunaaiudeyanAnsnisuendslainsenanisaatiniadnly
aunsnagiluanes ibuprofen Mildatinsananalfiatinsuiuanuasliinisiansnnaudunug

aa 1 A o A . (<1 :// A 1
NNARHENINUNAUALNNT 1N ibuprofen SEI TR ESTTRN ﬂﬁ"]')ﬁﬁ“ﬂllil

UseANENNNINARNEN / N1FANEININARNN

AnsAnEneANlaensBuazlse@nsn1nees Clopidogrel MaNil ASA WUL double-blind
studies 5 nsAnu lufjilaennndn 88,000 91 sun Tasen1934t CAPRIE, CURE, CLARITY
COMMIT ez ACTIVE-A (Atrial Fibrillation Clopidogrel Trial with Irbesartan for Prevention of
Vascular Events) a@nusnnnsld Clopidogrel nas ASA uleifeuiunislisauriu ASA ating

v 1

WPen wazneinEvivassstin WisanAun1s NN RN NIR g UE
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e naznanuLiandlamaNinanne (Recent MI), TsANARALARARNAINLNILAATY

(Recent Stroke) #anN1saARUNUARALARALAYRIULIATE (PAD)

n1gAn#1 CAPRIE AnenTugilae 19,185 912l %aﬁmqwmmﬁﬂm@qmﬁu (atherothrombosis)
wasinazndnudiarlanei i s (myocardial infarction) #aaindn 35 414, ANENNA N
SUNIMANNANBIINAEEATLAAATY (ischaemic stroke) $¥914 7 F4f 6 Lo u%mmmﬁuﬁ
waanLRanLAsAULlane (peripheral arterial disease, PAD) filveiazlifuenTnanisgulii

v
a o o % <A

Clopidogrel 75 Ha@ANFM JuarA3s 1158 ASA 325 HaANiN JuazrAds uazazgnAnn Iy 1 093 T

=

Tugihanguelaanininznéuiiaialanie (myocardial infarction) dawlnnjazlizu ASA ludas

2-3 AuUuINUaIRINNTINANINENaNLaTlane (myocardial infarction) agingiagLwaL

SleuReuiieniu ASA wudn Clopidogrel gunTnannintulved ischaemic events 4
NAANEIIN (combined endpoint) 89 myocardial infarction, ischaemic stroke Waz vascular
death) ageltladnAty Tunisamzdinanisinenugnd Ischaemic events 939 ﬂ%\‘ﬂuﬂ@;&l
B’gﬂfm‘ﬁliﬁﬁ*u Clopidogrel tag 1,020 Ais Elumjmjﬂfmmﬁé/u ASA 1agl relative risk reduction
(RRR) Aalu 8.7%, ﬁlmqmmﬁﬂﬁu (Confidential Interval) 95% (0.2 — 16.4; p=0.045) %'\1
paanUKanI9FnEglag 1,000 e 1waan 2 T azaunsnilesiugilag 10 998 (CI: 0 D9 20)

ANNNI7NATIA ischaemic events AU N1T9LATILFERNIIN1IANENIUN AT N T ANA

] o

wuuWAeENH (secondary endpoint) linudnAnuuansngatnadiltg 1Aty szdns Clopidogrel

(5.8%) LAz ASA (6.0%)

Tunsienzvigiangueesnauinuansiza1n19s197] (myocardial infarction, ischaemic
stroke war PAD) wudnluffilhangueasninisgasunesvasniaenuasdouilany  (PAD)

Tnaanizgilhendilsydfaasndnaiiavinlanna (myocardial infarction) azléiilss Tumigegn (Ins

o o o

HAdadnAtuNNea A p=0.003) laailA1 RRR AnLTlu 23.7% Tudaaaanuiesiun 8.9 i 36.2 dqu

[

Tugilaangueiasniainis stroke HA1 RRR Al 7.3% tnedaamnnu@iodiui -5.7 19 18.7 asly

q

'
o o A

1 1 al o a o 1 dl Yo Yo 1 1 dl QI al v dlgl
uansinvatadddAyilamauiunguinlsfuen ASA  lufihanguedeaiieliainisndiuile
Wialamne (myocardial infarction) usiiiNenatinanen wudnTunguiilanld Clopidogrel i ae
e linanindnguiiaenld ASA ualdnuaAuuanssatinaditd Aty (RRR Anli -
4.0% d9ANTesin -22.5 D9 11.7) wanani WaAnmfieangueaauanninent nanvas

. \ R A ! = o . A R : % VoA
Clopidogrel sianguiitlaandanguinndn 75 Uazhasndn Wamauiugilanguangiiaandnse

winiu 75 1
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Tunnsdinen CAPRIE W lAdunnsAnwfieanuuuiielsuidiulszansualuusdaznguees Al

HAFN9T89 RRR 9191anguilis aslidaiauindniunaniiatuasswisaiiniuiuuislania

® ACUTE CORONARY SYNDROME

msgAn CURE Anunlufjile 12,562 au Miilufilaalsauaaniaenvinlagafuaunay aiai
dll V| o | o )
paulinialaldiinnsandaaes ST segment (non-ST segment elevation acute coronary
syndrome) WATHaNTIAUMINeNRELNAY NnLwmgnele 24 dqluanasainiennisiau
o A A Y Ny o o & o = o o @ ¥ oo
ninanvizadain1sndnldduainiananniiarlaansaen frlaasnfufieslansnizang
AaulA laasuudasndn ladunisiianauiiasinlaraidannielud visalsesy cardiac
enzymes 74 troponin | Wga T inauatinstios 2 winaesszauilng filoaléiu Clopidogrel The
n19guFaatng (300 HAANTH loading dose WAYANAEUWIA 75 HaANTNFadU, [nuiugiloy
6,259 9181) NANTIL ASA (75-325 Ha@niu Juazai) wse liiu ASA atrunen (ruaugilae 6,303

v
a o o [%

778), (VWAL ASA 75-325 NAANTN TUAZAT) ‘W’é@uﬁuléﬁumﬁﬂmmammwm’mmﬂm’ﬁluj
Imﬂt}ﬂqmzwumzéqu‘lﬁmqmﬁ@”ﬂﬁﬂumm 17 filaefisanlnsan1s3$uCURE 823 1181 (6.6%)
165U GPlIb/llla receptor antagonist Tunnsian3nn 1nndn 90% vasgilaeazl#3u Heparin 393
Far Sannafinideneanlufitlhanguitldfu Clopidogrel naNfl ASA uaz ASA ataiedll

1
o o A

WuINHANLANFANeaEeRtEd1ATy Waldl heparin $auRae

Ausutesgiiennunaanslgund (primary endpoint) [Nsanaaniialauazriaaniaan (CV
death), ndnstlatialaanaiaan (MI), Tsananniaananasgasi (stroke)] A 582 AL (9.3%) T
nangUaenlATu clopidogrel naniu ASA uaz 719 au (11.4%) lunquijtlheiliiu ASA dman

o o

ANNNIRENARDRLENNNS (relative risk reduction (RRR)) AALEli 20% (MeeaLANNTaiiL 95%

1 1
=

TnefiaemnuITasiufl 10%-28%: p=0.00009) AmFunquin 1430 Clopidogrel WanTiL ASA
[ﬁmmmwﬁmamamﬁuﬁmﬁ (relative risk reduction (RRR)) HA1 17% SLut}ﬂwﬁ%m:mImﬂ
Fulsemnusnusifievasinaien, 20% defieldFuimanisasunassidenviala [percutaneous
transluminal coronary angioplasty (PTCA)] TneldoiielalEanannAnti (stent) WAz 10% e
s ssndnulasuaeni@ansinla coronary artery bypass graft (CABG)] n19iNa luueas
naznslsrvialauazvaeniaensine [nadniilgugi (primary endpoint)] tignilesiulmedien

[ s 6

FNTIANNAENAADDEIRNINS (relative risk reduction (RRR)) 22% [199A3:@asii (Cl) 71 8.6,
33.4], 32% [M9ANNIETaN (Cl) 91 12.8, 46.4], 4% [Fa9Aauid@asis (Cl) 71 —26.9, 26.7], 6%
[H9ANLTRY (Cl) 1 -33.5, 34.3] WAY 14% [Ma9AduL@asis (C) 11 -31.6, 44.2] Tuszuang

AR 0-1, 1-3, 3-6, 6-9 UAY 9-12 LAAUBANTNNININITANEIANAAL TdwuNaBIasngui lAFy
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21 Clopidogre! HANTL ASA WinTuuasanlfFun1sinEunundn 3 hew lwaneinudssse

naziaeneantaasie (g “AnfsuiABuasTaAdsszdd lunislden”)
nsld  Clopidogrel  TulAsannside CURE  vinliianunsnannnsdnenéneitazanaaniaen
(thrombolytic therapy) (RRR=4.3% TWNANMNTLTUN 24.3%, 57.5%) Waz GPIIb/llla inhibitors
(RRR=18.2% T29AHLTaNY 6.5%, 28.3%)

@"mqué’iﬁqa‘ﬁ'wumaﬁwﬁs’qmﬂﬁmﬁ (co-primary endpoint) [nsanganniialauazvaaniaan (CV
death), nénuifleralanaiden (MI), T9AMARALRDAANEIRAGT (stroke) ¥i9D N1ITIIALABALLIL
8N (refractory ischaemia)] Mﬂ@j&ﬁ/ﬂﬂ?ﬂ Clopidogrel t@Nfiu ASA Aa 1,035 518 (16.5%)
m'fausluﬂzjuﬁvl,&-ﬁumASA A 1,187 318 (18.8%) ﬁmLﬂuﬁ"mmmmLéﬂq@ma@ﬂﬁmﬁmﬁf(RRR):M%
[‘ﬁlizﬁummﬁ@ﬁu 95% ﬁqqmmﬁ@ﬁ'uﬁ' 6% - 21% (p=0.0005)] m@ﬁmdﬁ:mmnmmmm
m;mﬁﬁsla?ﬁﬁmﬂm@qu“ﬁmmimﬂﬁmﬂﬁmLﬁ@ﬁﬂ@ﬂ’]ﬂ (M) [Anidlu 287 38 (4.6%) unga

v

frlaefilE5U Clopidogrel nanriu ASA waz 363 718 (5.8%) TunguitlaeiliuenAsA linwudnd

N@m'@'a“miﬁﬂ’]iﬁﬁmﬁﬁﬂmlﬁmwmm@Lﬁmmﬂmmmuuu’mﬂLLUU”L;JLL‘Liu'au (unstable

angina)

N@mvlmmqﬂmiLLmﬂ@mﬂfmﬁd NAnwoUzs1e fu s n1esdunihenuuylduiueu (unstable
. o v dld dl o Y =S dl
angina) %7e n&nuilavialanei non-Q-wave, HiaaniANNAeluszALBENIANIAEN

o Ya . . d' IS

1N, wmany, ANanurednsléify revascularisation, 81g, e wazaw)] il lunne
weaiuiuNTziuuLlgngi  (primary  analysis) a1nnIsaAszinnendslunguitlae

a [ 1 7 :/I a o -7 dl Yar o ]
2,172 au (Aonilu 17% 299 nguiihaisunnlulansins3ds CURE) sandeiihanléiuinanis’ld
ApanAtunaanaaniiala (Stent-CURE) andayanlfianzauiieu Clopidogrel uay €1
“aanN WU 8 Clopidogrel 811110 aA8RAIIANNIAENARNBLENINE (RRR) VRIHARNETINL TN
q (co-primary endpoint) [Nsangansialanasuaaniaan (CV death), ﬂmmu@m%mm@@m
(MI), TsAviaaniaananadgasi (stroke)] 15 26.2% uay §a0nSAIANNIAENARDDLANTNS (RRR)
neneldadNATyaes secondary co-primary endpoint [N1smigaindialauazuanniaan (CV

death), ﬂmmu@m%mm@@m (MI) Tmm@m@ﬂmmum@mmu (stroke) ‘Viﬁ"ﬂ .ﬂ’?'l“’?.l’?ﬂLﬂ‘ﬂ@LL‘]_l‘Ll

fnenean  (refractory ischaemia)l 16 23.9% usnanflifNdedialuaiulaeasiaaes

v
IS

Clopidogrel lufjthangueeat AsiunanisAnunlungueesnguiiuliluuuoniafeaiuua

v
ﬂqﬁﬁﬂﬁqﬁﬂﬁﬂﬂiﬁﬂﬁﬂﬂ
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Tugjtlhenininzndnuieialaseailn ST-segment elevation 11 HnnsdsziiuAnnuilaansie
uavisz@nBuaned clopidogrel lunisdnmn 2 nsdnmn Tnenflunisfneuuugs 1y placebo-
controlled, double blind study A8 CLARITY Guilunisdinszvingueesuuylidnamiinaes

CLARITY (CLARITY PCI) uaz COMMIT

Taseni53ae CLARITY Anunlufitlog 3,491 9 fdinfunisinennieenfnuilainlasesiio

ST-segment elevation naly 12 dalus  wazwranazinnissne ingdnnrazanedniaen

(thrombolytic therapy) TaaifjtloailéiFu clopidogrel (300 Ha@niu loading dose mINARY 75

%

RaANTN/AU, arwaugilae 1,752 9181) AN ASA 1i5a ASA atinaihen (ruaugilae 1,739 98),
(loading dose 150 4 325 AAANTH LazAmNAaIUIAendUuas 75 D 162 Raaniu), 19 fibrinolytic
agent WAz heparin AuANWNIzaN  Hilagazldiunisiiamnluges 30 U nadnslgund
(primary endpoint) 1HUNAANEIN  UsznaufaensanfuIeInaanaaALAd AINNITATIANIY
. ! = R | a < & P & o
angiogram AAUEENANINNLILNATANTALTIMUTANTNATUIURIN1IEnENLaRa lame
1 Yo A o . o o v dl M Yo
nauazlfFunismsanaaniaaniiala (coronary angiography) @wmdulufilhanlalazunisnsa
A o . o ' a A = a aa A a % dgl o

naanlaeniila (angiography) HAAWFLINAR An AN19I&TIR viTaNITRANMTNATNeT A

o o A, A o R o o o a |
pangluiun 8 visenauniilhaazlfaanainTssnaiuna Tunguiihaisuatiuiiiihanga)
19.7% uazingugienangsisus 65 Yaulilag 29.2% Jtlaanliiu fibrinolytics 8t 99.7% (fibrin
specific 68.7%, non-fibrin specific 31.1%), 185U heparin 89.5%, M5 beta-blockers 78.7%,
1751 ACE inhibitors 54.7% wazl#5U statins 63%

o & a

wudiaNadNSUTAR 15.0% lunqui{ilaléiiu Clopidogrel nanil ASA uaz 21.7% Tungu

a9 a

fulaeflAFunisinmdion ASA iewatinaman Tnaiin absolute reduction 6.7% wazA1 odds

i
=

reduction 3.6% T4LiedaAre981 Clopidogrel (AT2AUANNITENY 95% LAl Ta9ANNI TR UN

o v o oo

24, 47%; p<0.001) lnuadaulugiiinannisanasteanasniaeninlangasunduiusiuniny
% dgj o o rd‘d 1 d”ﬁ a o U 1 o % 1
nfuitaviolasne Tnsnadwindma vl luuuaniafesiunnnguees duliun anguaznwe

a A a 1% dg/ o a § . . . ~ o
, Unnand e lannguaaiaes fibrinolytic WAL heparin 'l

nnsaAIzingueiasaad CLARITY PCI lugiloa STEMI 1,863 91e WlAFuntsasnauanniaan

q

o Ly

wlamaueaquuarldanadn (PC) wugiifinisninisiia CV death, MI 138 stroke 838N PCI

1
o o

anasatlitdnAnyluiilag 933 918 N1H5U Clopidogrel luawnaen loading dose 300 HaANsH
(3.6%) anfFaueuiunguiilon 930 918 NlAFusnaan (6.2%) (OR AaLilu 0.54 Nszaw

ARNITDNY 95% Taadda9A INI@aN WA 0.35 T4 0.85; p=0.008) ilae A3y Clopidogrel Tu
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a o

211A2" loading dose 300 HAANTH (7.5%) H1iAn190IN191AA CV death, MI 178 stroke AUD

30 Sundsan PCl anasativdisdAniatlzauinauny nquiilae AlFfuavasn (12.0%)
(OR AnLilu 0.59 NexALANNITRNY 95% LAtiTda9ANNL TR U 0.43 D4 0.81; p=0.001) asingls
& P a o & g o = ! , , —
AN Wedssiiunadangsont TudssansiannaeennsAnen CLARITY wudn ldumnsnaasned

o ' A o

wednAtyneana ugusiidunadniyieni danudnliinnuunnsisegnedliedn

[

TJABIANIT
NFNANIIZIABARANITWLIN (Mmajor bleeding) 1138 N1aziABAaNTHA LIS (minor bleeding)
P e ! | Al v ) - o | Al v
NI 2 NQN (2.0% lunguinliiFu Clopidogrel e 1.9% lungunlifuenviaan, p>0.99)
= & e a o . . o
AMNNAL8INNIANHIH atluayun19iEnld Clopidogrel WU loading dose luszaizusn Tugiloe

STEMI Lae WH1n19 ke Clopidogrel Wutlszannaunisna PCI

Tasan15348 COMMIT iilu 2x2 factorial design %qﬁﬂwﬂuﬁjﬁfm 45,852 e GaidnFunisinmm
ey 24 FaluandsannBuinaraesndaiielame InanuasuEalnfresnaslniingala
(ECG) (1w ST elevation, ST depression #38ifia left bundle-branch block) éﬂ')ﬁlﬁiﬁ?ﬂ
clopidogrel (I 75 Aaan3u/iu, auauiilas 22,961 318) HaNiU ASA 1178 ASA atiNLAEn
(162 TadnTuA (Auaufithe 22891 1) funan 28 Fu vileaunssiadilaneanann

a

Taanenuna wadwgandguai (co-primary endpoints) ldun N1sRLTINAINYNT 81415 UAZAN

a % d” o = a’j a A A a aa 1 v dl
nafandaileialamednais, nafinlsanasnidenanas (stroke) WraniaLdsdan nguitloay
AnunREtlaanudgs 27.8% Hilandangssus 60 Tawllil 58.4% ({1 26% Nang > 70 1) uaziifilos

q

54.5% NATU fibrinolytic agent

o & =

Clopidogrel NANTL ASA AaAANIRENANAYS (relative risk) 1INTALTIAAINYNA1LIGDEINIH

v
o

WAIATY 7% (p=0.029) memmw@mﬁuﬁwﬁmmmﬂﬁmam Aunanauiiailaneanais
, lsAvannlaang@nad (stroke) 178N19 88330 9% (p=0.002) Insl absolute reduction Amilu 0.5%
waz 0.9% mwa1dy wanwaBlulluuuamiaheaiu fangueny, ngunwe uaznguiiaed

Iasuviseld a5y fibrinolytics wasnailazdanmlinie i 24 au.
nsineIfae Clopidogrel $9ufiu ASA sztizeng 12 1hau Tufilae STEMI nadwin PCI

CREDO (Clopidogrel for the Reduction of Adverse Events During Observation)
\unisAnelugduuy randomized, double-blind, placebo-controlled lutlszinAanigaiazna
uaziAwan Wadsziluilsslamianannsinendog clopidogrel luszazang 12 1Aaw 1aani PCI

Tnaiinisquitloaluaiuau 2,116 91 1ilE5U clopidogrel a11A2N loading dose 300 AaANFA
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1usnuqu 1,503 318 viga lasusnaan luauaw 1,063 e A1elu 3 e 24 dalueanaunisni

PCI filnavisunnaz1iiFu ASA 325 Haaniu wasaniugilaais 2 nguaz1isu clopidogrel 75

|
% ' o o

Aaanfudeduauiedun 28 aniuludui 29 aude 12 thaunguilisu clopidogrel axl§isy

v
a a o (A | o 1

clopidogrel 2ungn 75 Haaniusiadu uazngueduANazlffuevaan %3 2 nquazliiu ASA Tu

q

211A 81 D4 325 Raanfumadl maaani13Aanen 7 1 Ununisanasetaldad1Anyaesnanu

AHIALNTIAZDUNAIINANE (death), M1 1T stroke Tunguild clopidogrel (RR ALl 26.9%

a

NrzAUANNTDNY 95% taaidaannuiTasiuil 3.9% 019 44.4%; p=0.02; absolute reduction
3%) WalnguuNgui lieuaan wuddnsIN1anAN1NzaeneanTinguie (8.8% lunquilasy
clopidogrel vs 6.7%lungue1uaan, p=0.07) w9a 8m3N19tinn1aziaenaantiin liguunss

(5.3%129nq 1N LEFU clopidogrel vs 5.6%a84NgNe11aanN, p=0.84) 1 1T 1WNTUDENI LN

v
a o

o o o = o o o ) LA 3 |
UHATNATY NANTTANBIUNANTAINIUIRLU AD ﬂ’]ﬁ‘l‘ﬁ clopidogrel az ASA patladilunaagng

A o

tine 11 avdenaliilnisanasaenadiiudrAymieatfuazniepdiingasgiifnisninisiianisgm

FUUBIMARAAEAATHATULI (major thrombotic events)

EXCELLENT (Efficacy of Xience/Promus Versus Cypher to Reduce Late Loss After Stenting)

dlunnsAnmuuy  prospective, open-label, randomized luilszinainua Watsviiudn nnsld
gfNnanaenuusazaan 6 WWau (6-month dual antiplatelet therapy) lW#aenan n1s
esinuinaniaansaniuiuszazioar 12 1maw (12- month dual antiplatelet therapy) 18910

nsldanaanafunaaniaaniala atapaauen (drug-eluting stents) Annsguijilaelu 1,443

A o

918l NlEFuN17ldunadnmTunanmaaniiala 1511450 6-month DAPT (ASA 100-200 Raan5usie

J1 $9u7Y clopidogrel 75 Aaansumady iuszasinan 6 e wazuasanntiulisfasiae ASA

o o o

WAE AUATU 12 1AawW) viTa I LATL 12-month DAPT (ASA 100-200 Haansusadu sauiy
clopidogrel 75 faanfusadu luszazinan 12 inew) ldnuauuwanA1eadeliad1Ayans
giAn 30l target vessel failure (Usynaufae cardiac death, Ml #3@ target vessel
revascularization) ﬁﬁlqﬂum@ﬁwﬁﬂﬁuqﬁ 7¥1419Nq1 6-month DAPT fiunga 12-month (HR An
i 114 Tlszdupnuidesiu 95% Tnafitnsannuidesiud 0.70 3¢ 1.86: p=0.60) ANIANE AR
Wi nadnsEuANaende (Gelsznausiag death, MI, stroke, stent thrombosis g TIMI

major bleeding) i AauunnsineatiaRiiig Aty 921319 Ngu 6-month DAPT iU ngal 12-month

DAPT (HR Aty 1.15 N32AuAn@23% 95% LaaidaamanuLmasiui 0.64 D9 2.06; p=0.64)

v 1 1
a A =

HANNFANHINANTBINIUIAYN AD AYNLALNTAINIFLAA target vessel failure Tungui iy 6-

month DAPT Tdumnsinsannnguinlé3 12-month DAPT
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mmm’mn\lLLi\‘m@w’ﬂuﬂdu P2Yﬁ Inhibitor Agents (de-escalation) 14 Acute Croronary

Syndrome

' L
a

nslaauainansdiuds P2Y,, receptor NNEMEWss i clopidogrel $auriy aspirin ndaINTey

Reunauly  ACS  lagnilsziluainnisisauuugulugesnisAnsiunisdnsuuumnaulag

o

{A4e109 16un TOPIC uay TROPICAL-ACS WiaNUaAILANTANEININARTEN

aa A

dseleminnanatiniléiannlden P2Y,, inhibitor NNnnEws 11 ticagrelor uaz prasugrel AN

1% o ' o o

nnsAnHNAATY 1R AInatnanslfiiudndanudunusiunisanaseselidadrAtyananig

o

°e

o

Wnean1snaulugnaeaniazialazsaen (recurrent ishemic event, 18uA acute way subacute

Yo

stent thrombosis (ST), myocardial infarction (M), and urgent revascularization) wia11lszleaid
| =

saniazvialanadenaslinasuudaslugostusn wsinsld P2y, inhibitor NNONBUIIAINAR
' ' o @ o o = o A 9 a A ve o
atennsanisaansnauiiiuinaasnnzilaaamesnasaniaulinn  ACS wanlFzuiign

1
N =

wusawsgaausnN AR lETUN1sFNE Tun1enauii ann133AINTRLLIL post-hoc WLINTTLNHN T

R aa A ' a A P o Ao S

aelladAyneaiAesmnu@assaniaifiadanaanainnistéiiuen P2Y,, inhibitor RV
4 " J Ca . v & yus . ,

Wi denunziaaneanietnalanmnlugaeszudnanisineniauldiianineaei (maintenance

phase) AaT99 1 lHAUUAIAA ACS N13ANH TOPIC waz TROPICAL-ACS gnaanuiiLdi 1ive

=2 1 o 1 tdl a A dl v o Vo a a a
ﬁm:mqw:m@mﬂimm mmimmmma@mmﬂummmmuimmimuﬂimmﬁmwmr]m ANLAN

TOPIC (Timing of Platelet Inhibition after acute Coronary syndrome) L‘]"’Jumiﬁﬂ‘]:ml,uuziu

Tpweivniulaniisaes samsAnslufiig ACS fifasiniansuuy PCI Taafiaelis
aspirin waz P2Y,, inhibitor ﬁlﬁqwﬁm 1 aila wazldinamenisnilinelszasdainnisldanilu
nan 1 e aniliiasuihenaanaes aspirin WLLUANAIUIALN $98AL clopidogrel [de-
escalated dual antiplatelet therapy (DAPT)] vige e P2Y,, inhibitor FOLANLLAY aspirin #9

(unchanged DAPT)

nannsAnelagsan §ilae 645 AN 646 9ad STEMI viga NSTEMI ¥ia naziduiduen liasd

a g

(unstable angina) lignawaszii Tnautiailungy de-escalated DAPT (n=322); unchanged
DAPT (n=323) {nsanmuuanuitiduiuilae 316 3181 (98.1%) lungu de-escalated DAPT
WAz 318 318 (98.5%) Tungu unchanged DAPT A g 184N 1sRARINEA g Lneiaaeengu

g 359 Tu Tnasanwuzaestlszainlun1sAnEuuy cohort 2979aRNNgNAREARITY
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o

NARNELIFHAR Aa1nnistsziiunasantesgiiinsainisdedinainlsnialauazuaeniden Nz
aNedTInERen  (stoke) nisillavasmidenvialagasuanian  uar nafia@enesn BARC
(Bleeding Academic Research Consortium) 2 2 fnikTivdaAn ACS Lﬁm{usl,uéﬂfm 43 918
(13.4 %) Tungw de-escalated DAPT Waz 85 918 (26.3 %) Unan unchanged DAPT (p<0.01)

o o a

WJ’WLL[ﬂﬂﬁﬂﬂﬂﬂﬂﬂﬁﬁﬂ@ﬁﬁfy‘l/l’]ﬂ&aa‘ﬁm@@’mﬂ’]ﬁ‘Lﬁ@ﬂ'ﬂuﬁ@ﬂﬂﬂﬂﬁﬁﬂﬂm@’mﬂﬂﬂ% P2Y,,
inhibitorﬁﬁqwﬂmm Taeiinnsifinninzilaanaiden (ischasmic endpoints) laisneriu (0=0.36)
T BARC = 2 Lﬁmfuﬁfaﬂmlumju de-escalated DAPT (4.0%) #ia 14.9% lungu
unchanged DAPT (p<0.01) WuNMzIaanaanANilanuaed all BARC Tugilae 30 918 (9.3%) Tu

NG de-escalated DAPT Uaz 76 918 (23.5 %) lungu unchanged DAPT (p<0.01)

TROPICAL-ACS (Testing Responsiveness to Platelet Inhibition on Chronic Antiplatelet

Treatment for Acute Coronary Syndromes)

nsfnuuuguTameiniulnedRdees Anslufin 2,610 110 7 positive biomarker 184
ACS uazlfiFuvinimnnisuuu PCI filasazgniaaninanisgu a3 prasugrel 5 %58 10 mg/d
(f‘fuﬁl 0-14) (n=1306) %138 prasugrel 5 %78 10 mg/d (f‘i/u‘ﬁl 0-7) ANt sy clopidogrel
75 mg/d (447 8-14) (n=1304) W42u7 70 ASA (< 100 mg/34) SleAs 14 Fuagliauldvnauléisu

=

NINAAALINIININUIBDANAALAAA (platelet function testing: PFT) Eilaeifléify prasugrel agina

FenaZli5y prasugrel atneseiiioniiunan 11.5 Wew dauftlaelunguiitinisufuiaeuen
(de-escalated) lHFUn1smagaL high platelet activity (HPR) #1n HPR 2 46 wiael filaeaygn
wlAsund U150 prasugrel 5 ¥ida 10 mg/d [funan 1.5 e usAvn HPR <46 wae) frlos
41119050 clopidogrel 75 mg/d faldlfauna 11.5 1hau ﬁqifu‘l,uﬂziu guided de-escalated a49X
s’gﬂwﬁimﬁ? prasugrel (40%) viia clopidogrel (60%) ftlaemnaelésy aspirin athasieiiios
walEsumsAiamaliuaanuied

o

nadngLguniannsdssifiunasanvesgiinisnizesnisdedinainlsarialauariaaniaen

v
= o

NzndNEawalan1g NNMZANAIINAAEA LATNIZAL BARC 194n17iNAIARAR8N = 2 71 12

\eu nsAnEwanalifiunanadngLgu RN lduans1eii (non-inferiority) §ilae 95 9181 (7%) T
nau guided de-escalation uaz el 118 9181 (9%) TunguAYLIAN (p non-inferiority = 0.0004)
frloelungy guided de-escalation liwunafisduresrnudsslngsuesnisfailarn
1aan (2.5% lungx de-escalation 5 3.2% lunguAILIAN; p non-inferiority = 0.0115) 9ax11Ag

TunadniyRaIndnaesszdiu BARC nainaanaan = 2 [5% Tungu de-escalation #ia 6% 1u

v 1
NgNAILIAN (p=0.23)] HATINTBIRITFNIIRINITRARERARaNTISUNA (BARC NszAu 1 D 5) 1l
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9% (114 wAn3al) Tungu guided de-escalation e 11% (137 wnn1sad) TunguAILAN

(p=0.14)

® ATRIAL FIBRILLATION

= P = a o
A3ANE1 ACTIVE-W waz ACTIVE-A GaiflunisdAnunnaassiuaniulu ACTIVE Tilsunsu Tae
innnsansn luijilaeninagialafiesuduialnRunudun@s (Atrial fibrillation, AF) Geilifadt
dl a 6 A 1 U o o [ 2 v 1
RenaaeniaiamsNsninaaniaenatnatien 1 ilade punaninasilunisdngiaedindan

=& = s o = Yo all o o v % a a
NM3AN®I N19AN ACTIVE-W wnnelazAniaaniilaanaiunsniunisinufasenfinudnniiu K
141 (vitamin K antagonist, VKA) (11 warfarin) Tun1s@nsn ACTIVE-A azvinlugilaelsianunsa

Sunisinmnsng VKA 16 Wesannilaelianunsovse ldisinlanagiunisinem

n13ANEN ACTIVE-W ugnaliiiudnnissnefae vitamin K antagonist aziitsz@nsn1inuinnan
N195N1EA9Y clopidogrel LAz ASA

n13ANEN ACTIVE-A (N=7,554) 1funnsAne sy multicenter, randomized, double-blind,
olacebo-controlled @i e clopidogrel 75 RaanFu/Au + ASA (N=3,772) fiug1unaen +
ASA (N=3,782) Tuatniiuuziindwin ASA e 75 fis 100 Sadnusedu filaadinfunisinm
AU 5 1

frlaeilaruntsduidinuntu ACTIVE sunsn azfimaviiaueienansisiududndu AF Wur AF
LLLA9Iee AF AiRauARATnatnsian 2 ARl 6 IReuTiiumnatdlnatnmil uasd]
Tadendnssenelildatinetion 1 et englatienndn 75 1) sideany 5511 e 74 1 uaziflu
Immemﬁléﬁumafﬁ*m:mE-ﬁfmmu%ﬁuﬁﬂgmﬁuﬁudﬁL‘]'“]u MI unreuvizeindng ueududn
fulsavaaniaanialalalsuis; iasfunisinulsnanusulaings; lsanaaniaananasgasis
fiflusnrion, anesnadendansa (transient ischaemic attack, TIA) ViteAuidangafMan
srULsTa NEUNANS (non-CNS systemic embolus); #alatiasanadnudinen1anuindnilaei
left ventricular ejection fraction #eein31 45%; vizaiinangutiuduiniulsanaaninangnsi

dqutane (peripheral vascular disease) aei14laaginauila s2AL CHADS?2 1a@dgfAg 2.0 (199 0-6)

73% vasfilaefidingannisAnen ACTIVE-A laianunsniu VKA THitesannnisdsziiiulaaunmed,
Tdannsnfnaumsaann INR (International Normalised Ratio) 18, #useqslaliiifinnisunés

= (3 dld = dl a A o [ 2 =
WRNIUNARLNATEY, WTaANAENINIzIINAnEanean; dudugilae@n 26% nns

o

pnaularasunndiiiulilainanusinlasasgiloalunsldiuen vka
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|
k4 a a

Tunquitlog 41.8% ufuds aneade 71 U frloe 41.6% Nty = 75 T frlaeviaviun 23.0%

a o ]

1#5U anti-arrhythmics, 52.1% MA3U beta-blockers, 54.6% 165U ACE inhibitor Uag 25.4% A3

2NQN statins

a

o v d‘ ¥ o o . . dl a e na//
mmuaﬂwwimmmwmﬂgmm (primary endpoint) (Ma1iAWMANITRIATILINTEY [3AYADA

u

A o % d’l o A QI A o !
AEAANBIRAFI (stroke), NANHLHETRIATIARRA (MI), AuAangARuLanszuLlszamMdIunans

3

(non-CNS systemic embolism) #38N13. 88 TIMANNNNENUABARERA) AR 832 AL (22.1%) 11

1 o

naNNIN®IAE clopidogrel + ASA uaz 924 AL (24.4%) Tunguiliiuanvaan + ASA

Annstiunnuadselemives clopidogrel + ASA Tsausianusn wazaslslnanannssazingn

a

N1TANEIAUDN 5 1 §ng1re9nainmenIsilgnn i (primary events) anasatingganadadriily

a

ngu AT clopidogrel + ASA fiungulifuenuaan + ASA

NN7ARAAITBIANNNIRENTBINITRAMANITAIMNIae ARandusLLs lunguNInEFoe

o Ly

clopidogrel + ASA {finluileIaINNITANATBdNITRAgLRNTiIedlsANARARE nANEIgA R

v '
a K 1

(strokes) A1aUN1N l3naaALRaAANEIRAGYU (strokes) NATIWE N lAFU clopidogrel + ASA

296 AU (7.8%) wazfilaedlfiFuennann + ASA 408 Al (10.8%)

Am31N19NAlIANARALABAANENINALAEA (ischaemic stroke) anaslunguilfizyu clopidogrel +

o o

ASA snndnlunguinliiuanvaen + ASA atieliBdATy (6.2% uaz 9.1%; ansNANNIALIAR

needung (relative risk reduction) 32.4%; MzAUAMNTERNY 95% Ineida9ANTasiug

20.2% 04 42.7%)

AYNIRENT23ITANABALRD ARNBIYARUNNAINIULINFNI anaalaenisld clopidogrel + ASA
WaNAINTREINL T 8UTaURNELTEN9Ne clopidogrel + ASA Lazanuaan + ASA dniltiaanad
46 senilulsrvaaniaananesgaflLLIL non-disabling strokes waziiaanda 69 seiilulsa

VARALABAANBIYARULLL disabling stroke vizalsAnannaanaNeIgARLTINN LAY TIR

a 2 o o o a % da’ o A . . . 1
Hunliindruiunisanasaesdnsniaiiandiuiiieinlannaiaan (myocardial infraction) lungu
lEsuN13FnEfag clopidogrel + ASA (8RanAanaLAeNannaadNwng (relative risk reduction)

21.9%; NILFUANNTRNL 95% T8 EaeANNITaNWi -3% 04 40.7%; p=0.08) 8A3INTNARN
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a o y . . A aa A
L@@@‘ﬂq@lmuu‘ﬂﬂﬁ\gUUﬂ?g@qW@Quﬂ@q\? (non-CNS systemic embolism) LAazNI9LALITIRALLAIAN

ANVRNNUABALAD AN BUAUTTNI9ABINGN

dunanudsz@nsninaes clopidogrel + ASA l@sausiuusn  wazpdlilnamnaanszaziaan
=K =) al o a A o 1 v o
NM9ANEIAUNN 5 T dn312789n13NA1IANADALAEAANEIEAFU (Stroke) ARAIBEINNAEAAREITWLY

nan sy clopidogrel + ASA WRsLeUAUNgNA ETUEMAN + ASA

Clopidogrel + ASA anATUUIIINNATEINTUaNIN T lulsenenuNadmFuamamniaviala
LazuaaAlann ANUININIMNATEIN TUeLTNE lulsane A namEmIsinlauas iaan

\@amAR 30,276 TUAUTL clopidogrel + ASA kAT 34,813 Juduiuenuaan + ASA

(=1
1lgzHIngL6n

European Medicines Agency litniiunistiunanisAnmnaed CoPlavix lunns nqueietae
Usza1n9ANN195N1E" coronary atherosclerosis

= [~

® msAnElULAN

== ' 1Y . . =2
ﬂﬂ?ﬂﬂ‘]&ﬁLL‘]_I‘]_IQS\ILL@Z@QU@NI@EHEWM@@TW (a randomized, placebo-controlled trial) (N19ANE
CLARINET) Il uanaliiiuneaannandtinaes clopidogrel lusanusniianaznisniniily
Tsarialafinnsusniiagiia cyanotic congenital heart disease A l&5Un17UssIMNaN13IAENNT
wWanunaihuresaanligilen (a systemic-to-pulmonary arterial shunt) TunsAnuniiiaein
AU 906 18 (Wnusnifiakaznien) Mfulsaialannisusindingiia cyanotic congenital

heart disease NAFuNsilaaunisAuaesiaanlilgilan (a systemic-to-pulmonary arterial

k4

shunt) gngu i1y clopidogrel 1u1m 0.2 Haaniusianlaniusadis (n = 467) visasvaan (n =

A

439) uazlAFunsinEniiugunfsauisnanasinnstfinszaziaes srazinalany
1 all a A a cf: dl U = A [ Yo
sendensulasunaAuIesRe ALazNNsETINIENATILINaasen A I lunsAneae 20 Su filae

151104 88% LH5UEIN ASA Faudag (Aunaenlugag 1 - 23 Raansusanlaniusedu) ludaany

a

v v 1
wanAnetaligAtyszndnaiasesnguiizesyayitlgunindsznevdian N1 @eTin n1aiin

3

a oA o a A Ao & ' . = o & o L% |

aupengamulunIuRuaannnaulud (shunt thrombosis) visanisenfn lwAnengiasndn
o
7

'
¥ o o = a

Mendesiuninznieialalagiarsandndaneainaniaengasiu (89 [19.1%] Tu

—_\
e

20 U

D

nguliFueN clopidogrel WAz 90 [20.5%] lunguilifuenuaan) (g “UWIALAZNITLINITEN")

q

1 R rdl 1 dl og; 1 Adl Yo . 1 dl Yo
an1s slszaeAngnaasuieangavislunguinlffuan clopidogrel kaznguit lisuanuaan

Aa nniadaneen wratelaimulddauuanmedsldsdAny lusnaniafinaanaan

21899194 89N QN

CoPlavix_TH_CCDS v22 & CCDS v24_clean Page 39 of 47



AMANTANIUNRLIARUAARS
Clopidogrel

=S
N170ATN
N129A TN

o ¥ . a a o [ :/l v 09; a a 1 o o

ua9a N1t Clopidogrel 75 Haaniu duazpfiuuliinfunaquazinsanulnanisfulszniu
Clopidogrel aznAATNaLNIAETT ANRALAIATAITEALNAANT (Mean peak plasma levels)
294 clopidogrel lugtinlsinlasuutlas (dsznnns 2.2 - 2.5 wiluniu/iaaans uaaanliien 75
a a o qg/j a ac o a dgj = o ¥ =2 v a 42/
Haanin afmealaeRsiulseniy) Werudszann 45 winuasainliien n1sgaTuNALNATY

o

atietiag 50% anaanieinliunmanswaualaiaey Clopidogrel Ngndudnaaannisilasny

WndraauAaniaasmunia laviuanlussuumyuwday (main circulating metabolite) Hannueiil
Wuess  (Anudndulunarannaziinetaiudndiuinapsaiuauieen)  ludaeesaunngn

Clopidogrel 50-150 qn.

n13N3<Ngl

1
=

Clopidogre! uazwunualaianluszuumyuiiau (main circulating metabolite) (ag/lugilnlud
D) azduriuwanannllsausesnysduuuiundulilunaannaae (98% waz 94% ANNAIAL)

warn13sulunaasnaaataziilunisduuuuliansaludaesndneuesanuidiud

NITNBNLDARN

Clopidogrel gninumua ladatinaniningsiu nnsAneluvaannAneIaz 1Al AR Clopidogrel
gnisunualading 2 metabolic pathway nanaa Tneaulid esterases LaznszUaUNIg hydrolysis
LﬂugﬂLL‘LI‘].IT’J‘LéW‘LéﬁWNﬂ";‘mﬂﬂ§ﬂ@ﬂ1ﬁ§ﬂﬁ1ﬂﬁﬂ%§ (85% TB9MUNUBIAT NIz ULNNLNLY) uAY
Tnelanlass P450 s Clopidogrel Qmmwmﬂ”l,@sﬁm%\m?mﬂu 2-oxo-clopidogrel intermediate

metabolite NFLNUNLARANFABNIUAY 2-0x0-clopidogrel intermediate metabolite e liia

6

nsaieansunUe lainigms Aeeniuivesinesa (thiol derivative) 284 clopidogrel @15k

1 L
ol A 1

uwnuelavindgmsdauluaignadelang CYP2C19 fanrduienlesd CYP Bu 8nuaneatin sauia

o

CYP1A2, CYP2B6 waz CYP3A4 WL91 thiol metabolite Nilanafiuenliiazduiusiunindniaen

ae999A3 wazduuuulidundy M liiNgnadudainismungureandniaen

ArANEindugegn (C.) 189 active metabolite HANuasain tnadAwi] muieliien

max)

v 1
clopidogrel loading dose 300 Raansuafaunaauas e luruinman 75 Raanfudunan 4 5u

o

AAHEindiugegn (C, ) WHaTuLlszanm 30-60 winuasliiuen

max)
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N15Y9R80

o SLQ/ 14 . I o o &L Ly ! o o o o !
Na9N7 194 'C-labeled Clopidogrel lnginnsfudseniwlunysdnudnilsznnns 50% asgndudng
aanNyNINtiaganazazilssunns 46% @:gm]”uﬁmfa@ﬂmqq@mizmﬂwﬂ'qq 120 faluaunagann
Yo . a dl aa QI/ o 2 a a o = :/l = ac
1#5uen clopidogrel HANATaERRLUszann 6 dalnanasannliian 75 Radanfuiesaiunealneis
Fulgenu ﬁﬁﬁ?ﬁ%mmmiﬁﬁmwmmeiaﬁuﬁﬂﬁlmzuwguﬁﬂu (main  circulating

metabolite) (2¢flugtiliiigns) Ae 8 falnamdaliiennespiunaavizeenmnseri

Acetylsalicylic acid (ASA)
N179ATN

ASA i CoPlavix gnlalasladiflunsaandla@n (salicylic acid) TnuszaAvaesnsmgidladan’u

1
=

WANAN14NEA (peak plasma level) Watunaly 1 daluadalfifuen nsgedn ASA Azl

u q

#1309 R7e 1 ASA Tunanann 16 aunseiia 1.5 — 3 daluanasannlésuen

n17n7¥a78l
ASA  dudulushulunanasnlfnuasitiuansnisnszanasng  (apparent volume of
distribution) A1 (10 @an3) n3eEA lmandaluansumiualaiaas ASA azduAuTUsfulunaiaun

g9 winnsduinazauegiuandinduaessn (Anduiudlaidlugunse (nonlinear)) nenmna

u

' '
o a A ¥ o

la@niszanns 90% azauiudayiunaudindusi (< 100 Tulasniu/iadans) nsamnaloanay

gnnszanalindradingiiaiieuazaesmaludnanierionnna sannisszuulszamdaunans, Bius

dgl dl o 1
LAZLUALERUBANAIRDU

NITNBNLBARNBASNITYIADBN

ASA lu CoPlavix azgnlalasladatinesniilunanadnilunseaalian taaieneseddn 0.3 -
0.4 dalusduiuauimen ASA 75-100 Raaniu neaana lwaniilu primarily conjugated Tusiulu

N13&35719NTA salicyluric, phenolic glucuronide, acyl glucuronide uazdTunLe lareasanuau

]
=

wiks nsATAlAnTL CoPlavix HAnesstamlumanadntlszinns 2 Falug NsUNURANI8TNG
Toan  (salicylate) ﬁmm?’ﬁlwﬁqLmzm@ﬁm@@ﬂiuéwmﬂﬁwum@mmﬁmmﬁﬂu%ﬂuﬁﬁ%ﬂ@q
Hesannanuanansnaessulunisaiiaianse salicyluric a2 phenolic glucuronide Hag19a7A
AnFasAngesenlunanasnetainduaanndn 20 FaluaileldFuen A liRnfs (1,020

n3u) Nsadneantasnsatna laniluasuAaniuuLl zero-order MR ASA g9 (1Hun a9

b

o dl v o co 3 9 | £ ma A = o =
ﬂﬂﬂﬂﬁﬂﬂﬂQZﬂ\Wﬁﬁﬂm\IWMﬁﬂUﬂ’}’]NL?ILI?IuiuW@’WQNW) mmm&mmmﬂmngm 6 dalusvise

o

' o PRPRES Ay A & . ' @ |
{nNnNaN ﬂ"lﬁ“ﬂqﬂ'ﬂﬂﬂﬁl'ﬂ\?@q?mﬂqmﬁiugﬂcl’liﬂLﬂ@ﬂuLLﬂ@ﬂVIq\iimmu@ﬂu vANAMNLTIUNTA-ANY (pH)
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1a4tiaa1ny N1sr9naannIelnresEnd lnandassiiuauain < 5% o9 > 80% LHaA1AINNLTly
! < ! APy o !

n3A-Ae (pH) Bastfaannzgaluninndy 6.5 muawiaen i lunisineawudianlszanm 10%

wunsfueannietlagarluginsaanaledn, 75% wunisdueanlugines salicyluric, 10% Wy

nnsdusanlugy phenolic- uaz 5% wunisduaanlugy acyl-glucuronide 1@ensAEA l4@n

uuﬁuﬂjﬁmmLmﬁvm@ummmﬂ,mzﬁﬂwmwmmﬂumeammmmaﬂi:ﬂauﬁa 2 AHANLAIN

a o o

fumInsEIMIundraauAans lliilauiuee1eliadAnynieaaiin

WRTNUSANRAS
CYP2C19 fimnuinendiaariy active metabolite waz 2-oxo-clopidogrel intermediate metabolite

@’mm?m%?)Lﬂmzﬁmﬁ‘mﬁ\lmjs\lmmLﬂﬁmaﬂm (platelet aggregation) 1114 ex vivo WL

A

ApUAIARTIR9A NI LI lavigMEaas Clopidogrel WATnNBANNARLADA (antiplatelet) N

1
e al o v

ponuanFgaNATulni 989 CYP2C19 CYP2C19*1 allele HAnsaxiimninuiinnnmaua lad

1
@

ALNLFANN (fully functional metabolism) Tuanuei CYP2C19*2 allele waz CYP2C19*3 allele axly

Antindil CYP2C19*2 allele uaz CYP2C19*3 allele @nulunjazasunaienisaantitinnanienu

104 allele Tu11979119 (85%) warluznaieide (99%) Mtilu poor metabolizer 434 allele B 7

o '

NendaeiunIsINAYTaaANuNUaARNALiAMNDNNTIAALe LAazliaNdnsa CYP2C19%4, *5, *6,

' v
= o

*7 waz *8 filaeilu poor metabolizer axaNNTNGEUALNINNUTINTNTIAAD4 allele THRuRBBLNE

o
o

1HHuuu pnudnanuid miuatuiniassdn CYP2c19 Aaniamifnumnualad 161da (poor
metaboliser) AaUszNN0s 2% Ta9H9919, 4% TBN9H9AN waT 14% Tuan9au Ananan1anage

Nazsryalulniluas CYP2C19 Al

nM3ANEILLL Crossover Tuananadnsganing 40 au wiieilu 4 ngu nguaz 10 AR TagLLN
pnAnaNtFNaIuelad CYP2C19 (CYP2C19 metabolizer) (spnualadgenin, 44, 1aunana
uazin) gnisndundtaaurnaniuaznisneuauessenisfundadeniieliion 300 fadnsu
PuEaE 75 RAANGAL Uy 600 RAANSH Amdae 150 aAnTiAu Rammetnay 5 4
(steady state) Wuan ldiAnLANAN9r89UTNNL active metabolite LATANLRREDINN TSNS
SIUNQNUBAUNAALAEA [mean inhibition of platelet aggregation (IPA)] ﬁ‘wdwmiuﬁﬁ@mmﬁﬁ

wnnue ladgannn g9 uaziunans lunguiamuastimnismaueladan (poor metabolizer)

'
= o =

13111ua84 active metabolite anas 63-71% WrsLiiauiungunauaNifnisuma e lady

q u

[ %

(extensive metabolizer) #a3anHe1111a 300 NAANTN/75 HAANTH WUINNITADLAUBINNT

fuindnaananad il poor metabolizer IneidlAtadg IPA (5 uM ADP) 24% (24 G9Tuq) uay
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o o 1

37% (3u7 5) Wallraunauiunguiid extensive metabolizer TAHAN IPA 39% (24 F213) uaz

o o

58% (¥l 5) uazngngnHauantiEnismaueladilnunana (intermediate metabolizer) @dAN

|
o

IPA 37% (24 99T39) uaz 60% (U7 5) e poor metabolizer 1HiuanaA 600
1aANTN/150 HaANTN 131194 active metabolite Axgan91311AE1 300 HadnFN/75 Naaniy
wanaNi A1 IPA 1A 32% (24 GaTa9) uay 61% (Tu# 5) BNNN9MERR poor metabolizer #

1 o

1F5uenauin 300 Hadni/75 HaanFN uaziAwin fungunianantFwauelad CYP2C19

dl dl Yo a a o a a o dl o [ N 1 d’/v 1
IR VIVLQ?UE’]TLL'WQ 300 HAANTH/75 NAANTH ‘?.ILHﬁEI’WILWN’]‘?JZQN’&’]‘M?UE{‘]J’JEIT]Z!NLLENLLNW?TLI

AINNANITNARBININARLN

ArNganAReITuAINNNIANEFIULY NMeANEILLL meta-analysis T979 6 nnaAnEnlugtlag
335 AU A5 3NIEs clopidogrel i steady state WU319AU active metabolite ARAY 28%
Tuﬂ@juﬁﬁﬁ intermediate metabolizer WAL 72% SLqu‘ﬁlﬁ poor metabolizer Iummzﬁmiﬁuﬂzﬂmi
PINNANUDAUNAALABA (5 UM ADP) IPA anasat WAANNLANGNAS 5.9% waz 21.4% ATNAIAL

o =

Lﬁlm‘lfiﬂmﬁﬂ‘]_l ‘]_Irg‘ﬁs\l extensive metabolizer

nsfnvusaliindaes CYP2C19 Aenantepdiinluftneisnuéae clopidogrel laildgnusziiu
lunnmAaealLL prospective, randomized, controlled trials 88in9lsim N FaNuIUL89N17
FATITIULIL retrospective Lﬁ@ﬂiuﬁumﬁiuﬁ’gﬂwﬁ%ﬂmﬁfm clopidogrel dnuFuginaunad
Tulnil: cUre (n=2721), CHARISMA (n=2428), CLARITY-TIMI 28 (n=227) &z TRITON-TIMI

38 (n=1477) WAL UL ILNAN MUY cohort RANNA

lun13Ane TRITON-TIMI 38 uaz 3 289n13An=9Llu cohort studies (Collet, Sibbing, Giusti)

7

nanflaa N intermediate WA poor metabolizer 3911 HeMIINIAANENITA lAwazaB A

9 a

1 v
= a aa % A o

A A A A A o
wenANga (BeTan, nfrnierialaznniaen, uazlsnnasnaananed) 1i9e naanidengasiily
filaenlafunisldanannanfiunasniaaniiala (stent thrombosis) WeeLsLiy extensive

metabolisers

11 CHARISMA Ka2 1 NTANEKLL cohort study (Simon) WLERFINNTNANIIENIY lauas

MAAALRAALINTY 1RN1ZIUNGN poor metabolisers WFaiLie Uiy extensive metabolisers

11 CURE, CLARITY W& 1 NsANEILUL cohort study (Trenk) wudn tiinsiNAuaesensnig

WHanTagn1eiala LL@t‘VI@@ngﬂﬂ Lﬁﬂ@o’nmﬂ AINADNIUEURI metabolizer
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N33 TRMAN RN A e ane A AN LANFAN9TBdRAaN13ANE1 11 poor metabolisers

nanUszrnsNiAL

6

linsuindaaaumanizesaisiuniue lainignsees clopidogrel lunguuseansfivawdl

LA

NNIANH VN ALANIT UL TZ AN AT B LA LN AV wuﬂwmm’jqﬁm@ﬁuﬂg@ ADP-
induced platelet aggregation #agndn WA lainUdNANUANAN TR ATz T A AR EN
semingvia LWANTLAZINATE ’Lum@ﬁﬂmmqmaﬁﬂmmmlmﬁ% CAPRIE (Clopidogrel vs.
Aspirin in Patients at Risk of Ischemic Events) wugLANIdNITAANANINARTN, 81013 11N
UsrasAn1emdiln uay mm'wmﬂaﬁﬂmnmq@mumaﬁmﬂﬁu"ﬁmiﬁmﬂﬂﬁmé’wﬁuﬁﬂum@1

NEUILAZ LN AT

3

NANBE
B

1 1
= v '

A A o & = o o = s
el Feumsuananalnstgeans (= 75 1) Auenaasinsganiwanengias wudnlaidnong

3

1 1 o [~ A dl A = 1 o | 4 o
WANANUBNNITINICNANNULLNAALADALNSTTEUSLIATNIARARDN ’Q\‘Ii&lﬂﬂ’)’]&l@%ﬂuﬁlﬂ\?ﬂi‘u

v

PUIAENENTUE g9

L <
g1lagnsn
ANl Vali)

TdddayanisldeBluan

Inunwsay

1
al

wasanliien clopidogrel 75 Haaniwdu Aesariuludihaninisinnuaedlaunnsadguus

(creatinine clearance 5-15 RaaaR9/40%) WAZN12ETUEINITINAIVRUNAALABATIAARINNNTEN
o o . ol - L o . . =< = o
11189 ADP azpnnanlugniganing (25%) wsatslsfinnn bleeding time azuuaumilauiy

1 v
o

dl % 3 dld ay v . a a o [ dyd‘ Yo
nad 1 luananasimandguninanléiu  Clopidogrel 75 Hadndw/du  wenainifnlaiuanlu

=2 d” 1 aa v 7 09;
m?ﬂﬂwmmmmwummaﬁmﬂ wqqm@uﬂ1mm1uaﬂ1ﬂwaumm

FILLANWTB

1
a o [ a ' o

wasanliien Clopidogrel 75 Haaniusiadu Ansatwilunan 10 Julufileninismiausessiu

=

LNNIBITULI N9ELEIN1999NANLRUNAALRDATUNAAINNITNTNTBY ADP LUHaUNAT LA LWE7

~ a . . a & A - o o '
N@“’ﬂﬂqW@I bleeding time V]u’]umutﬂﬂL@@ﬂLMN@uﬂuV]Q@@Qﬂ@‘N
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dg/ a
Rzl
CYP2C19 allele 597 TRNAIUNSNUNLBRANIUIALIUNANUATIUIAAILDY CYP2CT9 Azdl
ANHUANBNAUANTRIR/AFRUE () “wdanlgmans) andeyanlFifunisanunanadn

o o

dld 1 = = dl a aa = I dyn
mgda‘wmmw'mmﬁlwn'mmsnmmLW@ﬂixmumfmumammﬂMﬂ‘ﬂ@d@Tﬂ%ﬂ%d CYP URaNa

=20

NARUN

=

TayanNNlaanAEnIawsAaLin

Clopidogrel: szw3nan1sAnm i lannsAnsnispatinTuny (rat) uazdsunyu wanwuliiesae

v v v
a K =<

dl o QI dl a a ¥ 1 ¥ ' dl & o
nailasuulasessiy Aisuiiialulaglfauisaietieties 25 Wi 1egaunennldinem
75 Haaniu/du Nuyed Ay uaznaninanuNzenaredeulsini i iwaiueladusy 1d
Ly

] dl o v dl o rdl Yo . dl A
wurasaaulimimihnimaueladludulunyeen l63uan clopidogrel Twawaannldlunng

N

PUWIALIGININ WUPEUANNULEFRYN clopidogrel IBNTLINIZRIUITAT (NILUNIZENLAL
iy 3| . . A a a

(gastritis), NTziwzLLlULNG (gastric erosions) LAZ/1Ta BILALL) sLumé (rat) WATAILNLY

1 1Al o = 1 < dl v . =2 a Aa o a2 o [

1NWU'J’1NV@ﬂ§’mmﬂWﬁ‘ﬂ'ﬂN::L‘J\‘ILN@IW;I’] Clopidogrel 11m8Ngand 77 Jaanin/nlaniu/du Ty
. 1< o & IS o - Aoy @ ' 1%

wy (mice) lwaan 78 dUmnvi uazuy (rats) lwaan 104 dUani (aueenliluauineenslias

25 Winmesune linen 75 Haaniu/du nuyuedl53)

= =® [ a A 3 QI aaa . 1

finnmadaudeanuiuiumetuiclunasanaassuas ludali@anues clopidogrel ldwuanw

| a 1Al

SIS A

- o 1 1

Clopidogre! lufuasian 1sauRUE siany (rat) Fofuaziile uazua linudinAuinII1e9sa
aaulunssriialuny (rat) uaznszsng Wall Clopidogrel Tuny (rat) NagTudagldiinun wudiay
a o v s A [~ 2 = o/ v
Huann liinnsiaunaesgnuyafuaniias ANNNTANEIENIENNUNdTaauAdnTine 1
Clopidogrel  MA#s5@nuIsaslsznauvanuazaisaualaiasssdiugnduaanunliinig

YU AITUNATIANNNNAS NalA8A (NBAANHANTIDL) YERNANNEDN (HUNIATF bHA)

v 1
Acetylsalicylic _acid: N3N LU eNATULALINLANNITIURENIAAAINNNTTULIEN U ASA

o

° ! =2 @ ) ¥ ] dl ' ] ydd‘ =
24 @Quﬂ’]iﬁm:’ﬂﬂ'mllL‘]J‘LLW‘HLLLILIELVEI’]m@Lu@\‘IWUrJ’]‘VIk} (rat) V]uﬁ]ﬂﬁl’]iﬁﬂﬂﬁ‘tﬁﬂﬂqaﬂﬂ\? 200

faaniunlaniudu  doulugianudnlasennnsddnuinngn  enaliasnainasnlaaesgia

(canine) Aanan13n liAALNG (ulcerogenic effect) 218981 NSAIDs Tdnuanuduissatiuize
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clastogenicity 18981 ASA 7iFasa1ilane uiidnldfin1sAnsnisnenzifaresen ASA atneuidn
wrnwLqn ASA A luansnnnl3inisiieasan (tumour)

v | =) A o 6 1 A dl ) Y a a o 1
fayannuiuimes s ILAURUENLGY ASA Aad1snin WiiiaAuAnIsrassaaanlunses

wanensaaesluieslfuRnisludng

v
o o o o g o

nsidaugan1sdaAsIeif prostaglandin Tudns wudnsqoydasadeuianaunaznainisils

FuavnIANgIadFnaauLaznitn LAl (embryo-foetal)  WANTW  UBNANNTINLNTLAN

gURn1sninsaTedasauRnLnfvaeta iy szuuvialauazvaaniaen TudndnlaFusadud

N1389LATEA prostaglandin lTuszaznaieadany

ANBULLRANIENIUNFTNTTN

srangaen g ARy

75 mg/75 mg

Mannitol (E421)
Macrogol 6000
Microcrystalline cellulose
Low substituted hydroxypropylcellulose
Maize starch
Hydrogenated castor ol
Stearic acid

Colloidal anhydrous silica
Lactose monohydrate
Hypromellose (E464)
Titanium dioxide (E171)
Triacetin (E1518)

Yellow iron oxide (E172)

Carnauba wax

] L4 >
AN LAY

[Eth

2 UBIEN
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AR ﬂ?i‘i%'NWLﬁHdluﬂ']iLﬂUﬂ"l

LN RAINGN 25°C

ansUzLazdIUUTENALARINTULLSTY
wagiianuasmesunasinszamud

wegHiteNuAaIasNNTasUI9981 (perforated unit dose blister) lunaaenseanmda

Fafsuaygiminvisadeenunuilaqiudanlusmainndng
13 anTuil-alauda Wsanelng) S1im, ngamne, szmalng
iaInzLlaupnguen

CoPlavix (75 mg/75mg): 2C 6/54 (N)
Funlasuayianzidaussuen

CoPlavix (75 mg/75mg): 2C 6/54 (N) — 30 wen1AN 2557

Juninsunladsulgaanans

Clopidogrel plus ASA CCDS version 24 (1 filgnNgu 2565), CCDS V 22 (14 AAAN 2564)
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