Pedovex®
Clopidogrel Tablets

Composition:

Each lablet containg clopkiogrel bisulphate equivaient 1o clopidogrel
75 mg.

Exciplerts: Microcrystaltine celluiose, mannitol, hydroxypropyt celluiose,
polyethyiene glycal, croscarmeliose sedium, sodium stearyl fumarale,
opadry, feric oxide (red), simethicone emulsion.

Properties:

Ciopidogrel is an inhibitor of platelet aggregation, & selectively inhibits
the binding of adenosine diphosphate {(ADP) o it platelet receptor and
the subsequent ADP-mediated aclivation of the giycoprotein GPliblla
compiex, hereby inhibiting plalelet aggregation.

Biolrarsformation of dopidogret Is necessary to produce Inhibition of
platelet aggregation, but an active metabolite responsible for the activity
of the drug has not been isolated. Ciopidogre! also Innibits platelet

aggregation induced by agonists other than ADP by bloclcng e’

amplification of platelet activation by released ADP,

Clopkiogre! acts by Ireversibly modifying the platelet ADP feceplor,
Consaquertly, platelels exposed 1o clopidogrel are alfected for the
remalnder of thelr Wespan, and recovery & nonmal pl.ateie! functkm
occurs at a rale consistent with platelet fumover.

Clopidogre! goes not inhibit phosphodigsiaress activity.

Cloplkdogrel is extensively metabolized by the liver.

The elimination hatf-life of the main drcutating metabolite was 8 hours
after single and repeated administration. |

indications:
Pedovex is indicated for the prevertion of atherthrombolic avants in:
- Patients suftering from myocardial infarction (from a few days untf less
than 35 days), lschemic stroke {from 7 days unth less than 6 monm) o
established peripheral arterial disease.
- Patients suttering from nor-ST segmert otevation, ecue comnary

syndrome {unstable angina or non-Q wave myocardial infarciion) In -

combination with'aeety&salécy!ic ackd (ASA].

Contraindications:

Padovex is contraindicated in patients with known hypersensitivity 1o
any of #s components, severe liver Impairment, acile pathological
bleeding such as peplic ulcer or Intracranial hemorrhage, breast-leeding.

Precautions:

Clopidogrel should be used In pregnancy only i clearly nesded.
it is not known whether this deug Is excreled In human milk,

e impairmment of diving of psychometric performarnce.

interactions with other drugs:

increased Effect/Toxiclty: At high concentrations, c?c«pldogre may
imerfere with the metabolism of amiodarone, cisapride, oyclosporine,
dittazem, Muvastatin, . itbesartan, losanan, ol hypoglycemics,
paciitaxel, pheny\em quinidine, siideralil, tamoxifen, torsermide,
verapamil, and some NSAID, which may result in loxiclly. Clopidogrel
and naprosen resufted In an increase of Gl occult blood loss. Anticoagis

lants {warfann, hrombolytics, Drotrecogin Allay of other arfi-platelet .

P

The concomitant administration of clopidogrel with warfadn is not
mcomimended since § may Increase the Intensity of bicedings.
Thrombotic Thrombocytopenic purpura {TTP) has been reported very
rarely foilowing the use of clopidogrel, sometimes after a shor axposure.
Experiance Is limited In pallents with sovere renal impabmert.
Clapidograi should be used with caution in these patierds population,

~-Warn aboul reduced effactiveness in palients who are poor
metabolizers of clopldogrel. Poor metabolizers do not effectively
corvert clopidogrs! o s active tfom In the body.

- inform healthcare professionals that tests are available lo ienlify
genatic ditfersnces in CYT2C18 function.

- Advice healthcare professionals lo consider use of other anfl-plateiet
medications or allemalive dosing strategies for dlopldogre! iIn
patlents Wertifled as poor metabolizers,

Dosage and Administration:

Aduits and eiderly:

Clopidogre! should be given as a single dally dose of 75 mg with or
without food.

- i1 patlents with non-8T segments elevation acute coronary syndrome
< {unstable angina or non-0 wave myocardial Infarction), clopidogre!
“troatment should be initiated with a single 300 mg loadirgg dose and then

continued at 75 mg once a day {(with ASA 75 mg - 325 mg daily). itis
recommended that tha doss of ASA shoukd nat be Righer than 100 mg.
Clinical tnal data support the uss up to 12 manihs.

 Chiidren and sdoleacsnts:

- Salely and efficacy In subjects below the age of 18 have nol been

agents may increase the fisk of biseding. Rilampin may Increase the . -

effects of clopidogrel,

Decroased Effect: Atorvastatin may attenuale the eflects of cbpidogfeé !

CYP3A4-nhibiting macrolide antibiolics may silenuate the effects of
clogidogrel (including clarithromycin, erythromydn, and troleandormny-
cing.

Two studies completed at the end of August 2009, looked into the etfect
of emeprazole on the blood levels of the active form of clopidegrel. The
gtdies confirmed that emeprazole can reduce the levels of the active
formn of dlopidogre! in the blood and reduce its anti-piatelet effects,
therefore supporting the conclusion that there is an interaction between
ciopidogrel and omeprazole and esomeprazole. Accorgingly, the
concomitant use of clopidogre! and omeprazole or esomeprazole should
e discouraged.

Warnings:

Due to the risk of bleediing and hasmalological undesirable effect, blood
cell count deternination andfor other appropriate testing should te
prompily considered whenever clinical symploms suggestive of bieeding
arise during the course of trealment. As with other anti-piatelet agents,
clopidogrel shoukd be used with caution in patients who may be al sk of
increased bleeding from trauma, surgery, or other pathologica!
eonditions and in patients receiving treatment with ASA, non-steroidat
anti-inflammatory drugs, heparin, glycoprotein bAlla Inhibitors o
thrombolylics. Patients should be tollowed carefully for any signs of
bleeding including occult bleeding especially during the first waeks of
treatment and/or after invasive cardiac procedures or surgery.

established.

Overdosage:

Qverdose following clopidogre! administration may jead to prolonged
blgeding time and subsaquent bleading complications.

Based on ils pharmacoiogy, platelet transfusion may be appropriate 1o
reverse the effects of dopidogrel. After decontarnination, treatment is
symplomatic and supportive.

Side Effects:

" As wih all drugs which may affect hemostasis, bleeding is associated
with clopidogrel.
Gastroinfestinal.  Abdominal pain, womiling, dyspepsia, gastitis,

constipation, diarrhea, and rausea,

Cardiovagcutar: Chest pain, edema. and hyperension.

Central nervous system: Headache, dizziness, depression, fatigue, and
gereral pain.

Dermatologic: Rash, prunifus,

Endecrng and melabolic: Hypercholegterolemia,

Genitourinary: Urinary tract infection,

Hemalologikeal, Purpura, epistaxis

Neuromuscutar and skeletal: Arthralgia, back pain.

Respiratory: Oyspnea, rinitis, bronchitis, cough, upper respiratory
infection.

Miscallareous: Fiu-ike syndrome.

Cormult your Pharmacist or Physiclan f any slde effect is observed.

Pharmaceutical Precautions:

Keep at room lemperaturg [15-30°C).

Do not use beyond the imprinted expiry date of if the product shows any
visible slgns of delerioration

Prosontations:
Pacia of 30 tablets each.
Hospltal packs are avaliable.

® s a rademark,

THIS IS A MEDHCAMENT

- Medicament is a product which affects your health and its
cansumption contrary to Instructions Is dangerous for you.

- Strictty foliow the doctor's prescriplion, the method of use and the
instructions of the phamacist who sold the medicament,

-The doclor and the pharmacist are experis in medicine, #s
benefils and risks.

- Do not by yourself interrupt the period of treatment prescribed
fot you.

- Do not tepeat the same prescription without consulling your
doctar.

Keep medicament out of reach of chlidren.
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Manutactured by: <<

TABUK PHARMACEUTICAL MANUFACTURING COMPANY,
P.O. Box 3633, TABUK-SALIDI ARABIA.



