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SOMATRA (tablets)

Sumatriptan / Naproxen sodium (10/60 mg , 85/500 mg)

WARNING:

RISK OF SERIOUS CARDIOVASCULAR AND GASTROINTESTINAL EVENTS:
Non-steroidal anti-inflammatory drugs (NSAIDs) cause an
increased risk of serious cardio vascular thrombotic events,
including myocardial infarction and stroke, which can be fatal.
This risk may occur early in treatment and may increase with
duration of use.

This product is contraindicated in the setting of coronary artery
bypass graft (CABG) surgery.

NSAIDs cause an increased risk of serious gastro intestinal (Gl)
adverse events including bleeding, ulceration, and perforation of
the stomach or intestines, which can be fatal. These events can
occur at any time during use and without warning symptoms.
Elderly patients and patients with a prior history of peptic ulcer
disease and/or Gbleeding are at greater risk for serious Gl events.

COMPOSITION AND EXCIPIENTS: each tablet contains:
sumatriptan (as succinate) 10 mg + naproxen sodium 60 mg or
sumatriptan (as succinate) 85 mg + naproxen sodium 500 mg.
Excipients:
10/60 tablets: Croscarmellose sodium, Dibasic calcium phosphate,
Magnesium stearate, Microcrystalline cellulose, Polyethylene
glycol, Polyvinyl alcohol, Povidone, Sodium bicarbonate, Talc,
Titanium dioxide.
85/500 tablets: Croscarmellose sodium, Dextrose monohydrate,
Dibasic calcium phosphate, Lecithin, Magnesium stearate,
Maltodextrin, Microcrystalline cellulose, Povidone, Sodium
bicarbonate, Sodium carboxymethylcellulose, Talc, Titanium dioxide.
MECHANISM OF ACTION:
Somatra contains sumatriptan and naproxen.
Sumatriptan binds with high affinity to 5-HT/receptors. It presumably
exerts its therapeutic effects in the treatment of migraine
headache through agonist effects at the 5-HT receptors on
intracranial blood vessels and sensory nerves of the trigeminal
system, which result in cranial vessel constriction and inhibition of
neuropeptide release.

Naproxen is a potent inhibitor of prostaglandin synthesis in vitro.

Naproxen may decrease prostaglandins concentration in peripheral

tissues. Somatra has analgesic, anti-inflammatory, and antipyretic

properties.

PHARMACOKINETICS:

Absorption: Bioavailability of sumatriptan is approximately 15%,

primarily due to first-pass metabolism and partly due to incom-

plete absorption. Naproxen is absorbed from the gastrointestinal
tract with an in vivo bioavailability of 95%. Food has no significant
effect on the bioavailability of sumatriptan or naproxen.

Distribution: Plasma protein binding is 14% to 21%. The volume

of distribution is 2.7 L/kg and 0.16 L/kg for sumatriptan

and naproxen, respectively. At doses of naproxen greater than

500 mg/day, there is a less-than-proportional increase in plasma

levels due to an increase in clearance caused by saturation of

plasma protein binding at higher doses.

Metabolism: Sumatriptan is metabolized by monoamine oxidase

(MAO). Naproxen is extensively metabolized to 6-0-desmethyl

naproxen, and both parent and metabolites do not induce

metabolizing enzymes.

Elimination: The elimination half-life of sumatriptan is

approximately 2 hours. Radiolabeled C-sumatriptan administered

orally is largely renally excreted (about 60%), with about

40% found in the feces. Three percent of the dose can be

recovered as unchanged sumatriptan. The clearance of naproxen

is 0.13 mL/min/kg. Approximately 95% of the naproxen from any
dose is excreted in the urine. The plasma half-life of the naproxen
anion in humans is approximately 19 hours.

INDICATIONS:

Somatra is indicated for the acute treatment of migraine in adults

and pediatric patients 12 years of age and older.

LIMITATIONS OF USE:

- Use only if a clear diagnosis of migraine headache has been
established. If a patient has no response to the first migraine
attack treated with Somatra, reconsider the diagnosis
of migraine before Somatra is administered to treat any
subsequent attacks.

- Somatra is not indicated for the prevention of migraine attacks.

- Safety and effectiveness of Somatra have not been established
for cluster headache.

CONTRAINDICATIONS:

Somatra is contraindicated in the following patients:

« Ischemic coronary artery disease (CAD) (angina pectoris,
myocardial infarction, or documented silent ischemia) or coronary
artery vasospasm, including Prinzmetal's angina.

« In the setting of coronary artery bypass graft (CABG) surgery.

+ Wolff-Parkinson-White syndrome or arrhythmias associated with
other cardiac accessory conduction pathway disorders.

« History of stroke or transient ischemic attack (TIA) or history of
migraine.

« Peripheral vascular disease.

« Ischemic bowel disease.

« Uncontrolled hypertension.

+ Recent use (i.e., within 24 hours) of ergotamine-containing
medication, ergot-type medication, or another 5-hydroxytryptamine
(5-HT) agonist.

+ Concurrent administration of a monoamine oxidase (MAO)
inhibitor or recent (within 2 weeks) use of an MAQO inhibitor.

« History of asthma, urticaria, or allergic-type reactions after taking
aspirin or other NSAIDs.

* Known hypersensitivity to sumatriptan, naproxen, or any
components of Somatra.

« Third trimester of pregnancy.

+ Severe hepatic impairment.

WARNINGS AND PRECAUTIONS:

Cardiovascular _Thrombotic Events: The use of Somatra is

contraindicated in patients with ischemic or vasospastic coronary

artery disease (CAD) and in the setting of coronary artery bypass
graft (CABG) surgery due to increased risk of serious cardiovascular
events with sumatriptan and NSAIDS.

Cardiovascular Events with Sumatriptan: There have been rare
reports of serious cardiac adverse reactions, including acute
myocardial infarction, occurring within a few hours following
administration of sumatriptan. Some of these reactions occurred
in patients without known CAD. this product may cause coronary
artery vasospasm(Prinzmetal's angina), even in patients without a
history of CAD.

Cardiovascular Thrombotic Events with Non-steroidal Anti-inflam-
matory Drugs: Clinical trials of several COX-2 selective and
nonselective NSAIDs of up to three years duration have shown an
increased risk of serious cardiovascular (CV) thrombotic events,
including myocardial infarction (Ml) and stroke, which can be fatal.
appears to be similar in those with and without known CV disease
or risk factors for CV disease. However, patients with known CV
disease or risk factors had a higher absolute incidence of excess
serious CV thrombotic events, due to their increased baseline
rate. Some observational studies found that this increased risk of
serious CV thrombotic events began as early as the first weeks of
treatment. The increase in CV thrombotic risk has been observed
most consistently at higher doses. To minimize the potential risk
for an adverse CV event in NSAID-treated patients, use the
lowest effective dose for the shortest duration possible.

There is no consistent evidence that concurrent use of aspirin
mitigates the increased risk of serious CV thrombotic events
associated with NSAID use. The concurrent use of aspirin and
an NSAID, such as naproxen, increases the risk of serious
gastrointestinal (Gl) events.

COX-2 selective NSAID for the treatment of pain in the first
10-14 days following CABG surgery found an increased
incidence of myocardial infarction and stroke.

NSAIDs are contraindicated in the setting of CABG. Perform a
cardiovascular evaluation in patients who have multiple
cardiovascular risk factors (e.g., increased age, diabetes,
hypertension, smoking, obesity, strong family history of CAD) prior
to receiving this product. If there is evidence of CAD or coronary
artery vasospasm, this product is contraindicated. For patients
with multiple cardiovascular risk factors who have a negative
cardiovascular evaluation, consider administering the first dose of
this product in a medically supervised setting and performing an
electrocardiogram (ECG) immediately following administration of
this product. For such patients, consider periodic cardiovascular
evaluation in intermittent long-term users of Somatra. Physicians
and patients should remain alert for the development of
cardiovascular events, even in the absence of previous
cardiovascular symptoms. Patients should be informed about the
signs and/or symptoms of serious cardiovascular events and the
steps to take if they occur.

Gastrointestinal Bleeding and Ulceration: NSAIDs, including
naproxen, cause serious gastrointestinal adverse events including
inflammation, bleeding, ulceration, and perforation of the stomach,
which can be fatal.

Risk Factors for Gl Bleeding. Ulceration, and Perforation: Patients
with a prior history of peptic ulcer disease and/or gastrointestinal
bleeding who use NSAIDs have a greater than 10-fold increased
risk for developing gastrointestinal bleeding compared with
patients with neither of these risk factors. Other factors that
increase the risk for gastrointestinal bleeding in patients treated
with NSAIDs include longer duration of NSAID therapy; concomitant
use of oral corticosteroids, aspirin, anticoagulants, or selective
serotonin reuptake inhibitors (SSRIs); smoking; use of alcohol;
older age; and poor general health status. Most post-marketing
reports of fatal gastrointestinal events occurred in elderly or
debilitated patients, and therefore special care should be taken in
treating this population. Additionally, patients with advanced liver
disease and/or coagulopathy are at increased risk for Gl bleeding.
Arrhythmias: Life-threatening disturbances of cardiac rhythm have
been reported within a few hours following the administration of
5-HT agonists. Discontinue Somatra if these disturbances occur.
Chest, Throat, Neck, and/or Jaw Pain/Tightness /Pressure:
Sensations of tightness, pain, pressure, and heaviness in the
precordium, throat, neck, and jaw commonly occur after treatment
with sumatriptan.

Cerebrovascular Events: Cerebral hemorrhage, subarachnoid
hemorrhage, and stroke have occurred in patients treated with 5-HT
agonist. Discontinue Somatra if a cerebrovascular event occurs.
Other Vasospasm Reactions: Sumatriptan may cause non-coronary
vasospastic reactions, such as peripheral vascular ischemia,
gastrointestinal vascular ischemia and infarction, splenic
infarction, and Raynaud's syndrome.

Hepatotoxicity: Somatra is contraindicated in patients with severe
hepatic impairment. It should be discontinued if clinical signs and
symptoms consistent with liver disease develop. Inform patients
of the warning signs and symptoms of hepatotoxicity (e.g., nausea,
fatigue, lethargy, diarrhea, pruritus, jaundice, right upper quadrant
tenderness, and "flulike" symptoms). If clinical signs and symptoms
consistent with liver disease develop, or if systemic manifestations
occur (e.g., eosinophilia, rash, etc..), discontinue this product
immediately, and perform a clinical evaluation of the patient.
Hypertension: NSAIDs, including naproxen, a component of
Somatra, can also lead to onset of new hypertension or worsening
of preexisting hypertension, either of which may contribute to the
increased incidence of cardiovascular events. Patients taking
angiotensin converting enzyme (ACE) inhibitors, angiotensin
receptor blockers (ARBs), beta-blockers, thiazide diuretics, or
loop diuretics may have impaired response to these therapies
when taking NSAIDs.

Monitor blood pressure in patients treated with Somatra.
Somatra is contraindicated in patients with uncontrolled
hypertension.

Heart Failure and Edema: Fluid retention and edema have been
observed in some patients treated with NSAIDs. Avoid the use of
Somatra in patients with severe heart failure unless the benefits
are expected to outweigh the risk of worsening heart failure.

Medication Overuse Headache: Overuse of acute migraine drugs
(e.g., ergotamine, triptans, opioids, or a combination of these
drugs for 10 or more days per month) may lead to exacerbation of
headache (medication overuse headache).

Medication overuse headache may present as migraine-like daily
headaches, or as a marked increase in frequency of migraine
attacks.

Serotonin _Syndrome: Serotonin syndrome may occur with
Somatra, particularly during coadministration with selective
serotonin reuptake inhibitors (SSRIs), serotonin norepinephrine
reuptake inhibitors (SNRiIs), tricyclic antidepressants (TCAs), and
MAQO inhibitors. discontinue Somatra if serotonin syndrome is
suspected.

Renal Toxicity and Hyperkalemia: Long-term administration of
NSAIDs has resulted in renal papillary necrosis and other renal
injury .Renal toxicity has also been seen in patients in whom renal
prostaglandins have a compensatory role in the maintenance of
renal perfusion. In these patients, administration of an NSAID may
cause a dose dependent reduction in prostaglandin formation and,
secondarily, in renal blood flow, which may precipitate overt renal
decompensation. Patients at greatest risk of this reaction are
those with impaired renal function, dehydration, hypovolemia,
heart failure, liver dysfunction, salt depletion, those taking diuretics
and angiotensin-converting enzyme (ACE) inhibitors or ARBs,
and the elderly. Discontinuation of NSAID therapy is usually
followed by recovery to the pretreatment state.

Somatra should be discontinued if clinical signs and symptoms
consistent with renal disease develop. Somatra is not
recommended for use in patients with severe renal impairment.
Correct volume status in dehydrated or hypovolemic patients prior
to initiating this product. Monitor renal function in patients with
renal or hepatic impairment, heart failure, dehydration, or
hypovolemia during use of Somatra. Avoid the use of Somatra in
patients with advanced renal disease unless the benefits are
expected to outweigh the risk of worsening renal function. If
Somatra is used in patients with advanced renal disease, monitor
patients for signs of worsening renal function.

Increases in serum potassium concentration, including
hyperkalemia, have been reported with the use of NSAIDs,
even in some patients without renal impairment. In patients with
normal renal function, these effects have been attributed to a
hyporeninemic-hypoaldosteronism state.

Anaphylactic Reactions: Anaphylactic reactions may occur in
patients without known prior exposure to either component of
Somatra. Such reactions can be life-threatening or fatal. In
general, anaphylactic reactions to drugs are more likely to occur
in individuals with a history of sensitivity to multiple allergens
although anaphylactic reactions with naproxen have occurred in
patient without known hypersensitivity to naproxen or to patients
with aspirin sensitive asthma. Somatra should not be given to
patients with the aspirin triad. Somatra is contraindicated in
patients with a history of hypersensitivity reaction to sumatriptan,
naproxen, or any other component of Somatra.

Serious Skin Reactions: NSAID-containing products can cause
serious skin adverse reactions such as exfoliative dermatitis,
Stevens-Johnson syndrome (SJS), and toxic epidermal necrolysis
(TEN), which can be fatal. These serious events may occur
without warning. Inform patients about the signs and symptoms
of serious skin reactions and to discontinue the use of Somatra
at the first appearance of skin rash or any other sign of
hypersensitivity. Somatra is contraindicated in patients with
previous serious skin reactions to NSAIDs.

Premature Closure of the Ductus Arteriosus: this product may
cause premature closure of the ductus arteriosus. Avoid use
of NSAIDs, including Somatra, in pregnant women starting at
30 weeks of gestation (third trimester).

Hematologic Toxicity: Anemia has occurred in patients receiving
NSAIDs. If a patient treated with Somatra has signs or symptoms
of anemia, monitor hemoglobin or hematocrit.

NSAIDs, including Somatra, may increase the risk of bleeding
events. Co-morbid conditions such as coagulation disorders or
concomitant use of warfarin, other anticoagulants, antiplatelet
agents (e.g., aspirin), serotonin reuptake inhibitors (SSRIs), and
serotonin norepinephrine reuptake inhibitors (SNRIs) may
increase this risk. Monitor these patients for signs of bleeding.
Exacerbation of Asthma Related to Aspirin Sensitivity: Somatra is
contraindicated in patients with aspirin sensitivity and preexisting
asthma.

Seizures: Somatra should be used with caution in patients with a
history of epilepsy or conditions associated with a lowered seizure
threshold.

Masking of Inflammation and Fever: The pharmacological activity
of this product may diminish the utility of diagnostic signs in
detecting infections.

ADVERSE REACTIONS: Cardiovascular Thrombotic Events, Gl
Bleeding, Ulceration and Perforation, Arrhythmias. Chest, Throat,
Neck, and/or Jaw Pain/Tightness/Pressure, Cerebrovascular
Events, Other Vasospasm Reactions, Hepatotoxicity,
Hypertension, Heart Failure and Edema, Serotonin Syndrome,
Renal Toxicity and Hyperkalemia, Serious Skin Reactions,
Hematological Toxicity, Exacerbation Asthma Related to Aspirin
Sensitivity, Seizures.

DRUG INTERACTIONS: Clinically Significant Drug Interactions
with Somatra:

Ergot-Containing Drugs: cause prolonged vasospastic reactions.
co-administration of Somatra with these drugs within 24 hours of
each other is contraindicated.

Monoamine Oxidas e-A Inhibitors: Increase systemic exposure of
orally administered sumatriptan by 7-fold. The use of Somatra in
patients receiving MAO-A inhibitors is contraindicated.

Other 5-HT Agonists: Cause vasospastic effects. Co-administration
of Somatra and other 5 -HT agonists (e.g., triptans) within
24 hours of each other is contraindicated.
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Drugs That Interfere with Hemostasis: Co-administration of
Somatra with these drugs may potentiate the risk of bleeding.
Monitor patients with concomitant use of this product with
anticoagulants (e.g., warfarin), antiplatelet agents (e.g., aspirin),
selective serotonin reuptake inhibitors (SSRIs), and serotonin
norepinephrine reuptake inhibitors (SNRiIs) for signs of bleeding.
Selective Serotonin Reuptake Inhibitors ___/Serotonin
Norepinephrine Reuptake Inhibitors and Serotonin Syndrome:
Cases of serotonin syndrome have been reported durin
co-administration of triptans and SSRIs, SNRIs, TCAs, and MA
inhibitors. discontinue Somatra if serotonin syndrome is suspected.
ACE Inhibitors, Angiotensin Receptor Blockers, and Beta-blockers:
NSAIDs may diminish the antihypertensive effect of these drugs.
Diuretics: NSAIDs reduce the natriuretic effect of loop diuretics
and thiazide diuretics in some patients.

Digoxin. Lithium. Methotrexate: increase serum levels of these
drugs must be monitored when given with Somatra.
Cyclosporine: increase cyclosporine's nephrotoxicity.

NSAIDs and Salicylates: The concomitant use of naproxen with
other NSAIDs or salicylates increases the risk of Gl toxicity,
with little or no increase in efficacy. The concomitant use is not
recommended.

Pemetrexed: Increase the risk of pemetrexed-associated
myelosuppression, renal, and Gl toxicity. patients taking these
NSAIDs should interrupt dosing for at least five days before, the
day of, and two days following pemetrexed administration.
Probenecid: Probenecid given concurrently increases naproxen
anion plasma levels and extends its plasma half-life significantly.
Reduce the frequency of administration of Somatra when given
concurrently with these drugs.

Pregnancy: Pregnancy Category C during the first two trimesters
of pregnancy; Category X during the third trimester of pregnancy.
Somatra should be used during the first and second trimester of
pregnancy Somatra should not be used during the third trimester
of pregnancy.

Nursing Mothers: Both active components of Somatra have
been reported to be secreted in human milk. a decision should be
made whether to discontinue nursing or to discontinue the drug,
taking into account the importance of the drug to the mother.
Pediatric Use: Safety and effectiveness of Somatra in pediatric
patients under 12 years of age have not been established.

Renal Impairment: Somatra is not recommended for use in
patients with creatinine clearance less than 30 mL/min. Monitor
the serum creatinine or creatinine clearance in patients with mild
(CrCl = 60 to 89 mL/min) or moderate (CrCL = 30 to 59 mL/min)
renal impairment, preexisting kidney disease, or dehydration.
Hepatic Impairment: Somatra is contraindicated in patients with
severe hepatic impairment. For patients with mild or moderate
hepatic impairment, the Somatra dose should be reduced.
DOSAGE AND ADMINISTRATION:

Dosage in Adults: The recommended dosage for adults is 1 tablet
of somatra 85/500 mg. The choice of the dose of should be made
on an individual basis. The maximum recommended dosage in a
24-hour period is 2 tablets, taken at least 2 hours apart.

Use the lowest effective dosage for the shortest duration consistent
with individual patient treatment Goals.

Dosage in Pediatric Patients 12 to 17 Years of Age: The recommended
dosage for pediatric patients 12 to 17 years of age is 1 tablet of
somatra10/60 mg.

The maximum recommended dosage in a 24-hour period is 1
tablet of somatra 85/500 mg.

Dosing in Patients with Hepatic Impairment: Somatra is
contraindicated in patients with severe hepatic impairment. In
patients with mild to moderate hepatic impairment, the recommended
dosage in a 24-hour period is 1 tablet of somatra 10/60 mg.
Overdosage: Symptoms following acute NSAID overdosages
have been typically limited to lethargy, drowsiness, nausea, vomiting,
epigastric pain and gastrointestinal bleeding. Hypertension, acute
renal failure, respiratory depression, and coma have occurred, but
were rare.

Manage patients with symptomatic and supportive care following
an NSAID overdosage. There are no specific antidotes. Consider
emesis and/or activated charcoal (60 to 100 grams in adults, 1 to
2 grams per kg of body weight in pediatric patients) and/or osmotic
cathartic in symptomatic patients seen within four hours of
ingestion or in patients with a large overdosage (5 to 10 times the
recommended dosage).

Hemodialysis does not decrease the plasma concentration of
naproxen. Forced diuresis, alkalinization of urine, hemodialysis
may not be useful due to high protein binding.

Storage conditions: Store at room temperature, below 25°C.
Packaging: 2 blisters, each contains 10 tablets/carton box.

TPP1900000 THIS IS A MEDICAMENT

— A medicament is a product but unlike any other products.

~ A medicament is a product which affects your health, and its consumption
contrary to instructions is dangerous for you.

- Follow strictly the doctor's preScription, thie method of use and the instructions
of the pharmacist who sold the medicament. The doctor and the pharmacist
are experts in medicine, its benefits and risks

~ Do not by yourself interrupt the period of treatment prescribed for you.

— Do not repeat the same prescription without consulting your doctor.

KEEP MEDICAMENTS OUT OF REACH OF CHILDREN
(Council of Arab Health Ministers) (Arab Pharmacists Association)

Manufactured by:
HAMA PHARMA Hama - Syria
Tel.: +963 33 8673941 Fax: +963 33 8673943

S
— HAMA PHARMA




— HAMAPHARMA/LEAF/SOMATRA (Tablets) (Size: 270 x 240 mm)
— Created 30.10.2019

Quatias
Cnlesion T VR
1509001 : 2008

cia Al st 35 ) gVl eds e 15l g 35 Lt (g3 5 1215,

us A i
ool J2e) il sl o pamtenadl 1da ey (I J,,..n Ll
Y (i el Ba sp cllastiag (1 ) il 33Ladl ol gl
i oldte T n (SNRIS) oy iyl )5l 5 (55 ol Bl 545 llaiieg (SSRIS)
2030y o iorly sy gyl LU 356 llants /dpiy o] LU 205 Slante
Ol 2l ol ol ol VI IS s 559 ol LS N Sl - i e
g reedl Ll spe e 2oy (SSRIS)LIGEY (s g5 ) Blasdl 350 llaiay
ilesa ol oo il oy 2l 2330 O Y1 Slslis 5 (SNRIS) s il ydl 5
Rl Rahan 3 gy oIV Al 3
ol g2 Syl Pl _,Ua...,
g2V dgh Ll el S Lty ndl b LYl lalae Yl
syl lpad el 1 e sl b eV whlas s 1l ke
e an L Bl el
o il e &gVl faedl b gis 231 0 o ol isteodl st oS s
S yile gu
- ot AKdl) & ST el 8315 - g S
& oS el mall sVl oS lly Loby il b LY lolide
POJURSYL [ PSR S e W W TR VS NS
LAl b dagaiae of 25 5005
Sl 5T 5 2 Ry ) 8 LI sl g (S5 A sl s Y
L pedl i) Sl a5 S Tl (bl o) ot 835 T
15885 O om0 Byl o AgIVI lalias O)gbizy o 1 ) S el
e ) 35 o e o e 8 Y e T e 3 e 2
& el byes Jay B Sy U1 5l pd Bl gl Ay Tty o
TV s o ol ey Lokt e el 555 5 o gk S0, U
X il oo iy ¢ Jasedl oy J5VI B 031 IS G asall cyo elgll iy 2o
Jeodl o 15 IV S IV 13 s skl o el pn SIS I
It ptsis O e ¥ iandl e sl Jatdl 5 Azl 58U IS 13] i
el e N el
Ll )3 35 o oW ol a3l g isSn n IS 5 sOlasia sl Glga¥1
oS sl dmal slel o pn el e f 26l 1 e id I
0F pasbesl 135l JULYI e 155 gas llads 23l s o s UL ¥ e plas!
ey
S Bk o Oyl ) o)l e 1550 g plisiily ety Y 56 gISI1 DL ¥
el 2 el S e f 1 i S 55 R e o RS o ¥ e
Lo s (3235 / Jo MY = 10 = ol S k) ik S IBeel (e Ol (1
Uil S g 55 e (i [ i 08 T = 5l S 2k
S I o Ol ) oo el (g Ol slide | y3le gau piny 35I| J M ¥
cJazna gl Gkt A5 It n Ol W el e el o kS
p WY g Ae pand
ke 00n /A0 1y3Le gau o Blonly b ginie o Il gy ol B ) i) s 2
wla Ye33 el opedl N sl g3 P e el e 5 Ol o
Y e el ol gyl o cOlb ghniaa
e peld TSl Glan Y1 e 2381 g2e e oY 51 Wlail e ll plasiand
T ol gy oyl B8l 180 W3V Y ey ool gl 5 0 JULY) s 2 ol
e N/ e g e sty doginde a Lle WINY o s lesl 515 0 01
Lo 00+ /A8 x5 g cyo By i gins g il YE 35 s o] 4y eosall nad VI ol
Ko et slde ilegu pim tghS 3l e Ogl ol bl b le
ool YE Opa 3y posedl de ol 0ydd (S ISl (e Ogilay (pddl ol
e T/ 13 B p g it (5 el Ol (e
o Yl whlan g sl 81 cle ) 3 el s L Bsle el dajd
o) el iy ddge 2l rW' ce i) O] ulaidl cdgastd) e &y el
sl S ol pall i gl 2psb S8 I 51 e Y i (U BLYL
Aglly kil Sl 2500
Syl b S wlsbae n S el Ll s a2l ey o
Lol il sl 51/ 5 UENI G s 2] Sz Y1 fpoms YT oy dome Bl s Y
/3 (DA i el 55 o 128 ST Y N ool 31V 1)
Jsks om el gl dny GBIl gl sl o pedl ) dlal) Dl Gy o5
(g rosedl do 2l Gl Ve J10) 5,8 5805 o 1ol o ) o all is o 1yl
858 el Jpdl o) 55 Y 8 L3 B S 5l 55 5 on IS it JI2 Y
S 9,0 B o s IS o 5 U5l
1910 0y B 8 By b il Lakg siaand Do
colbgrde Vg b J55,(Y) 228 ks 5925 055 S (B 2l
TPP1900000 +192 150 ot

Ol (g8 6 3S udd STy pulasiins lgatl
lasll Ul e Olerkaill 335 45 Mgiuly wilioms e »5% pianiue clgadl -
¥ aall Gledaiy dele (o 3ol Jloxiud ) da by codal) Aaoy A8y 51 -

23y day ol3adly Ol resil Led 3 ¥oeially et RETIV:JOpR ]

i I ZShal) 5e plaziy
) ogeis 19l a0 5,83 Y -

Sl ¥ sl Jalite 2l & ga¥1 @ ,aY
(el i dslal (5L o51) (sl il 21335 putonn)

B ey ol ol ¢ ntip Y o dis

e — il Lo ylb Ble
HAMA PHARMA T47F Y¥ATVYAEY : SE -+ FY ATVYaE) tisls

:CL_:J

Pl pas o 5l g (u,‘.;.du Ipdse ol o edl 50 pall Jaid 2310 o
byl bl Jaid o) e Ol (p ) 5l 5 pila g
Oedaadl (b dl Gany s adgy Jilgeld bl gt i She o5 13l A L2
Ol pll o 50 1530 g plutsiil o o byl e etV sl
ol 5 3 bl o L1 Gy O Brall o 5 o Lo okt R 25 e
Sl el gl 4l plastil 3 B3N 0 6 eyl plisiand 3 L1 o il plaal
(21 o T o o1+ 8t g5V i o o f 3081 syl Sl A gl o syl V1 )
L1 e Ul plaall g 6 (151 Jsls b LI e il pladll) glasall (il )
i) glaall g 515 5 B ede iasS S iadl pliall ety e plaS gl il
It Lol 5 pSlegu plasiinl s gy ped) dopdis dod A5 1 ped) d0)0s
el B 30 llarta cyigiy el B g6 llarte g g5l plasiza¥l
g o Sl ol el 590 llaite g SRl B3N S VI lale oy il ysdl
o8 el La3de & gdomy oLz - & 1rlegu <-i.A>'.;.A R
b SV wlsland Ll b gl ol tp il pyalsy b 3

ol G S s a2 LS S Bloly 55 il 8 wm——J
Vi a0 g 2 e Bl LT3 (6801 sttt o] 535 1
el e dazme 3l Gyl e Ol lslas ils o 05 ¢ o)l
S gl gl ] 555 5 Lo oIS p 1 55 B Ny ol 555
S By Cins e Ol ) T 0 Jelisll 1ig) 2,0 ST o ull L A
Oglilin cpdlll Selyly whall gy S N (A 2 pall e s Uil

iy e b Bsle L ol JUS 51 (ARE) i Jymadl 31 lartey Jadl lpae
sl 15 L by 5asally V_;L.hn By il b OV lslae 23
S A s o G e Loy Sl b A S iles Sl
Al IS Il e Oglay Gl oo pedl ) 15Le g plotsinaly ety Y
sl S o e o Glid) e Oglay cpdlll el sl o2 o s
2 ol S 5T (S NI o s d IS il g 230 . il 1n Pl
S 1l g plasiial o 1 Sle g plassiad ol o s 5f Gilisal) 51 3
I ot 1l Gyis O rall on S 131 V] putize S 3 m on Oy Ul el
o cpdie S e o Ol ) el 5 15e gl o513]. S ity
B i 555 335 00 N 5 AU il 8 ke oy 1 23
U i il b SV lsls plasicad g ol oyl b SIS b Ly p )
oda o o IS iy ] (p ) oY1 g5 IS Op o edl
RETYRR N [PNCA B ES PR TN
P e md el el G Bl SNl B 5 sl il 593,
6 5T sl B30gn 0985 OF ey i Jadll 353, - 53la gan SbsSa po Y g pme G
F ] 3T () 505 Llonll b s ko O ol o cple S
J_s},wwt.;.jw;,»u,m PR RTRIVERE S5 RS W | S N
2 05l el o S5 A Gyl bl B3 03> el ) e 8
sine e S5 e Ol ) 8 pal) 1L g sllas] pke o S sl
el b3 Sl 393 a0 it el el () Clad sLiaa e g
U o 1 5T 35 Ol )
7 Y sl e (5500 1 lattedl s OF 8oy 18 el i) il 593,
Ogmigir s Aadling (g2 Aol gl 08t ot Tk o 39, iy i)
cds sios 8506 0,5 8 sl (TEN) ol ol 5,201 d3sil 5 (SUS)
sl ol il 395, 31els ladte e b ell il L anst O3t 3 el ool gl
el b (s T ke (sl ol slor il pels Il e 15La g plainad e Bl
Bl 3 Ll b 353y o0 Ogbey ) el 5 Sldaned sl yilesar pon
Byl e Ol wlslae
2 Al Sl GV jdomtanell s oy 88 22l 21 sl Sl SN
ol sl i 5o g U033 Loy oyl o LV ol sl s
NCCUEIRCRE ) JYVRN R o R Y
Ly o Ay el 8 LY Sloliae 05l 550 sl pll 8 o 1y gel el
18 T lodte 5L g ol ol (5 4 13] 2 S el S sl ol
sy g s e pilegu G35 L ddiddymndl b OVl oblas w8
15lin el a1 g 2 ot e 35 ] 2l Yl
Bl Bl sge e (1 J20) Slomsieal] 3Ll Lalgall s 291 2501
1da e 35 03 ((SNRIS) o jaialy 5l 5 g emnd] L‘\E:Jl 35 olaiey (SSRIS) a3tV
Al Sdle e Lo (5l V3a 23150 o el
Al el ) el slas ilegu iin fo ) Bl Ll 1 oils
B sl e Bl 0 Ol
el oo g5 e ) (el e sde 55l g plasial o g pall by
gl Sl o Ldbste Ltws s odl V)
Sl 5 s a1 5l BLal Ly 15 pendls LIV el
) el LT dadsiiall fmetl]
Y1y 3 A el el i il ate ) Al sl ol < Ailont st
Sl ars [ G [ SIS/ 5 30 Gl aall o e dall o pllasl s
5 ol L il oS il (s W Sl gl el el ibland kel
Bl e el plll gl L3y (A el 8 ol RaSMe a3 15 S
gl gp{,wﬂ‘yw ooy a5 el g3 (35 ol el 3 st
RIS PPV PR JUIN & PRV E EE RE B PR L [PIS [P Y R R ]
I ol plasn Nl e ey pis oMol o oY e Gl 4501
L slas ga Legie JS e sl YE UM 455V 0l o 1legu
W Gk e Ol plagld ilemdl 5 i) 35U Syl eV ool ol te
MAO-A Sl 05y 1 b oll s Cldanal sle 15506 guu . Slas] V iy
oo g ilagu P S ad el O e it s oY EHT clese
ettt sLae g andl g e el YE OB (Ot 1 gl il oo o) B-HT lae

Iy Lo guw

(Sltagiine)

(fla o+ /A0 @ate /N )Pﬁwd'uuswh/umﬁhy

Ol L Yy &) o il |
Sl ol (5 el 5Lk 155 g plasii) jinag 12 estl) 30l A ol
slaxzu¥l Jb- 5 5(CAD) ool il 5 @) BY) bl 0,2l Go e oy Olay
bt A0 i) st st sl o ) O 1 a2
4y el e Ol lsldey Olig sloged]
L Tl Jaddl 393, 008 536 8 Dln oIS 10y g pa &l Il Al ool i
ellas] oy A5 ol 05 3 oo 5 U5 slonll Nl Al el 25 3 Loy 3 lastl]
gl il Ol e g o pedl S sdn il 393 Gibmy i Ol lagend]
ol 5 o (s o) e Bl ey s il s s 5
O 5 s ) e
el 1yl e SIS sl 21 e i sl e 1 il sl gl
5 COX-2J 1 &yl e OVl olslas e el e & ol ot
el 25l 1 il ol gl Ty 52 T o ol N e ASY Laksieced) 3Y)
O 185 466 0,55 Of Ky Ay cicbloal 2550y A A szt U5 3 Loy 3 ol
< 8 el Jasl e ol By ey 6 hn gt o g VN A 055
syl sl Jalge o Sgme ey A8 Pt n Ol (el 5 OIS ctlls gy
Sy Byl LA Lt Jotes 5330 1 3 dasidl sl sty g S (allas
o 25y b b el Bl 2 sl gld el s s O s 3 ol

S5t 2l 2le ) 2 sl st 55 i) 5y Ml e IV YT
el i T 3l 0 2 o) ezl o] L) 2 el e e
S ske s Wb e Bl el iyl OV lslans |slse ol
Sosdod gl sl e iy e Gl plasna Y1 OF e ol s ams Y
plasta ¥ gy il b el lsliae fw.\,-,.-_‘u Lo ol 8 el sl sl poudl
S pn a3 gty il b LN Sloliag e ol 2l
o Rbload) &)y A Alae slti) s 5 5L oy 3 sl Basiagll ol
Pl & A Cy...! Losseedl COX-2 J aslas¥l &yl 8 Sl wlslas

shan ity el b OVl sl ] 021 b U 2ol iy S5V V-1
2esWy Al o el ) DL b U B sl A et
ol ey Vg I 5l LN st Jale 5o o Olay o 1 o edl (s gl
o0 6P Ml sy Tl ot aall plll i p i)l g Sl o el 8545 Je)
Ol ey mits 5T CAD e s slia OIS 13] . dmtnall 1s plasical (15 (CAD
el e Oglay ) el el L Sl sLas bl s 055 ikie ¢ W)
sl 55 o) oyl i L s ogp )y B Bl ol ol 0
S Ly pLlly Al G pl e B i) s e S5V el
SR gl il B Rl v;,,jw Vip e wllas] dny 3,500 (ECG) byl
S 0F o ol ol e plaite (S8 15he gur Ogadsiioy o dl) gl e,
Al gy pas Ul ‘_);J,@ugu:,w Sl ) b Wl 5 ol LY
el Ll syl el Sl 5 Sldle dpm ol P o AR ey 18
s i W3] o I ol sty 5 asil]
U Ly il b etV lslie s 1y ol Sl i
85 e 1 AV U5 b Loy gl el 33 5,5 BT o5 10
s 055 O Sy Ll adaall
Ot Gl ) e I (el P Yl A el el i el Jul e
b Y wlslan Dpadiimy I il Sl ool [ g i)l B A 5
il s o Bl gl Sl iy g ql..ai Voo st s e iy
i g et ey A A Jalgall ks s el Jalss e sl e
oo Il s 1yl e OtV wlslian edaedl o3 ,all ) andgll Sledl
&2 Sl el ol ¥l sy o) b L1 by 3
(SSRIS) &Vl g el Bl 500 llate of il wlolian ¢ e i gadll
day bo i [,Ja.u Coonds el Lol Aol ¢ gory ¢ pdl LS L S (el
Sl o el gl o el a1 ) B gl VI Gt
o Ol ol b odl 06 el I BLEN - sl o 28l e e b ol Yy
it el Gz ALYl o) Lo ST 0550 il ISl 51/ 5 pdize A5 o
A el b B A il sl 3 o) e N1 05 1B 5 il pe
eV e Sy Dl 1yl plasiid e Bl G 5-HT clgrie sllas] e
W5 Gl e VT ko Lo sle 2 a3/ A 51/ 5 Gially By sl T
0y gl sty Sl g il il 8 pid) 3 a2y Jaadlly
Sy il s gy gadl iy gl ) asle) AEledd) Y
& legu plasial oo Bl o B-HT claaly e ndll o8 5edl sl 25001
Ligley 28les Slast &pie Ul
b b s Sl g Oliy lagedl oy 5 16 Y1 Sl it Slelis
dnsltioly Lynedl Lol 2oeg¥1 Ly 5 iy e el D godl e ¥ Dy 3 e J2o
23555 AoSltey cJlodall elizmly
il S I e Oy o pedl S 5Tk g plasiiad ey 1S el
P S Bl e U e BTy b sab ks Sl Gl o
Ao g e gastd) cnnll (DL J20) A8 s 1oy ol DDy )l
Al Sldle o 13] (154831 425 31Ty eI slall ol B p3U] 5 OB I
Ll e o) Bl lplls gt Dl ol Al o g IS R
S e 2] 5 gl e il 1 Gl o (] cslondl il el
oAl

S ol (S50 B3 B e eyt e eV e tpdl Lk plis)|
gl o3l f s i gl s ) Ll oy of S 3o s
Ze N1y il o &gl 8545 e d‘ ol 5 ‘}JLJL} sLa.w.a symgell pll Lais
lats 5 (ACE) (oeispos™ Jgmall sl oot Oylyliny (pll b yell gl
ol clyka sl .u_,\uk:.n Jsdl oyt ol by Sl ol o (ARBS) etV s
sty il b eI lslan dls i 23 Y1 o dg) Riomss Blonial s td 0455 25 20y,a)1

< ppitod
8 palaind) Z gaodl duntaelly Ausle gl Al Gialgadl bolive

Bl sl gl i..f\,u ke By it |yl GLLGEI A Baliaadl & ga¥1 g
(sdlend! WiSudly ANl Aliae slifial U3 B Lay @ ulaind! Ayl dole gl
O g ATl (pa St G g b plasndl 1s ity w8 AL 0585 O (Sen 31
Oy Byt Slae ¥ 8 Cldatul slins 98 pdasiuwall 108 plasiu Y 5ie as v
((CABG) > L1 oLy il | @als

Zgaadl Bael| Galgadl ok 53L) B Ay it |l GLEIY I Slaline o
O (ySen il s lan¥1 gl Bnall QAT o a1 s 33| 13 2 Ly (GI) 3 pudaindt
Gl g3y plasiud | sLal cdy 51 B Slan Y s diusd O (S AL (583
BN (5 el il 25 egd (sl (e oy (et a o) g iion
oaghl Slemdl Sty ylasd A ye ST Gaiagh Slemtl a3 gl /g Eaeiagl!
3 lasd!

C e s s IS R Isa | g oS 3

e T posall S g e ) (S e[S Ol g

a0 ppgall (Sl + fhe AS (i e JSC2) Ol ploges

:OLe gaat |

Sl a1 L3S IS s cp 23 gall S s S 110/ ) olbgings

Dssdgr Sl Jid i dsSE radnl (i Gl el S S0 il

sl donS 5l 56 b o gaall g S

B oS Sl 8 550 55 7S > 235l SenlS ey S 100 0 /A0 lbsinds

Dssdgy Gl Gl S Ko 0 2ol gy patind) e ¢ i L)

il Sl S G <3 gl Sollon fomen S S cp gl i S

s Jaall 2]

S 96 5 Oy oy o 55k gus pdonis Sy

e il o T usles &l 525 5-HT o s o e a0l oyl Jas

S el oY1 3 B-HT wdbineed Laaldl il 3l IS o il glasall

el eVl a1 I g3 Les il e 0 5 el a5 Zamanl

< mandl Azl GO Loy Zamacndl

755 ot S e B el (B r iRyl pllaoY 5 Lete o oy

Bilan (IO s patlas Lilasa ey Llamdl ¥l & el i

5ol il lledSU

FERPRU{REIL PO ]

IV plaall B s e e S 5r O lagld pndl 31l 1ol

ool - JlSI o alana¥ ) L U3 (g5 LS 053,00y o)

5 A0 Pl ol T80 Ty ol el S s A5 o ot Sl (g8 (S 3

S 0 of Ol lasl] 5 5eoll A o

BNV o sl o TN TNE WS g o B & ol 55

Om da Ol 581 Al Bl 8oL 0555 gl e ¢ e 9 215 Ol 5lagodd 35/ V3

Ll o8 Rear il it 35U5 o p/ e 000 0 ST e i ALIG e 5W)

I el Lol s

il o2 (MAO) SlaS sl el gty Ol gl Uil 20 1Y

IS ol o S 5 Y S5 s =0 ) ey B e oS )

eV ey 31 izl Yy

ot TN Ol e bl e g Bl lepd] BT G sl 11 Y1

S J s C.‘Qmw i e bgab sllanaly Lolad] Ladadl Ol slagedl e

L O] et o Ol plag JK &0 el o Bl 3 O Balaial s 1)

e 6l S5 e 780 g s 3585 [ o VY S5

el N e il e S s U1 5, LS 3 aatl sl

i T bl

B VY ey JULYI sl ol 3 il plald sloddl zohal) 15k g ptsiis

-G ey

:Jleaiw ¥ g

3]y IS il plaall (o pats o3 U b L (il gu pdsiies —
Sl asle] Cond ly3le g (.uswu I aadl glaall pma ) ol ot
Y sl gl 2 15500 g ;um U3 el glaall pasiis b

- radl glaall g pn BB 1)5le g ez ¥ -

- g2yl glinall 1yile gu dlady aadle oo o -

.,,L,:ﬂ“xmuw

(L SV & ol L ke su plasind s o

& o () s el iy pal) dw ) (CAD) (U1 W 0,2 5 50 e
cdlat g Bod 3 3 Ly (W 0L 2 Slery s o (25301 2abiall

A(CABG) el 0l 2l b il ol sl i o
s Sl sl Jas ol il s pllanl ps 51 Wolff-Parkinson-White is3ss «
M el o 1

sl glaall o )l ) (TIA) 5 le &5 ai g 5l Leles 22 QJL.C L

o)l el de NI 51T

BN el e

) bgadl b el i ¢lis) -

e Dyl 4pdU (Ll Y8 0pie b Sl o o) Sl plasia¥
Ol S yien =0 I (5 3 e syt 1 45 e sVl oaliy e Y1
.(5-HT)

(oeseed I9) L gt plsiad 5 (MAO) 1S ol sl 550 Lt sl el sllas N

b eV lsle ol o1 gl sy Tl Jodll 393, 51 (520 e ) 0 e
<A Ay i

ke ga 5SS 5 U 5T Ol eyl 28y ] bl b

el e

kS A JBlasl

Gy Al ek




