Stimulan®

piracetam

Capsules / Film Coated Tablets / Syrup

1. Name of the medicinal product

Stimulan® Capsules Film-coated T.:blcb s
tive and

Stimulan® film-coated tablet
Active ingredient Piracetam 800 my
Ingcive ingrediens: Povidon K30, Crosposidone, Tl Magresiu sesat, Actos 200, acum Posphate anhycrous

Film coat: Hypromellose, Titanium Dioxide, Talc, Polyethylene glycol 4000, Glycerine, Sun set yellow.

Stimutan® Capsle

Active ingredient: Piracetam 400 my

Inactive ingredients: /‘\sm»xl Lactose, Magnesium Stearate.

Stimulan® Syrup Fa nl:

Adtive Ingredient Plratclam zn

Inactive ingredient: Methyl pdmbsn, Propyl Paraben, Sorbitol, Glycerin, Sodi tate, Sodium saccharinate, Propylene glycol, Y ; Distilled

I fory

oated Tblts & Syrup for oral administration.
ulars

41 Thcrzpcuh( indications
Adull

Stimulan i ndicacd for patients suffering from myoclonus of cortical origin, rrespective of aetiology, and should be used in combination with
other anti-myoclonic therapies.

42 Posology and method of administration

The daily dosage should begin at 72 g increasing by 4.8 g every three to four days up to a maximum of 24 g, in two or three sub-doses. Treatment
with other anti-myoclonic medicinal products should be maintained at the same dosage. Depending on the clinical benefit obtained, the dosage of
other such medicinal products should be reduced, if possible.

Once started, treatment with piracetam should be continued for as long as the original cerebral disease persists. In palients with an acute episode,
spontancous evolution may occur over time and an attempt should be made every 6 months to decrease or discontinue the medicinal treatment. This
should be done by reducing the dose of piracetam by 12 g every two uqy~ (every three or four days in the case of a Lance and Adams syndrome, in
order to prevent the possibility of sudden relapse or withdrawal seizures).

Elderly

Adjusiment of the dose is recommended in elderly patients with compromised renal function (see ‘Dosage adjustment in patients with renal
impairment’ below). For long term treatment in the elderly, regular evaluation of the creatinine clearance is required to allow dosage adaptation if
neede

Patients with renal impairment

The daily dose must be individualized according to renal function. Refer to the following table and adjust the dose as indicated. To use this dosing
table, an estimate of the patient's creatinine clearance (CLcr) in ml‘min is needed. The CLcr in ml min may be estimated from serum creatinine (mg dij
determination using the following formula:

C1 er ={140 - age (years)) X weight (kg) (X 0.85 for women)
R i et g )

uj ine Clearance (mijmin] Posology and frequen
(ormal usual daily dose 7 o 4 sub-doses
Mild 275 usual daily dose, 2 or 3 sub-doses
Moderate 175 usual daily dose, 2 sub-dose:
Severe 1/6 usual daily dose T single infake
End-slage renal disease

Patients with hepatic impairment
No dose adjustment is needed in patients with solely hepatic impairment. In patients with hepatic impairment and renal impairment, adjustment of
dose is recommended (sce 'Dosage adjustment in patients with renal impairment’ above).
Method of administration
Firacetam should be administered orally, and may be taken with or without food. It is recommended to take the daily dose in two to four sub-doses.
43 Contraindications
Firacelam is conira-indicated in patients with severe renal impairment (renal creatinine clearance of less than 20 ml per minute). It is also
contraindicated in palients with cerebral haemorrhage, suffering from Hunlington's Chorea and in those with hypersensilivity Lo piracetam, other
prmolidonederatves oranyofthe excpients

ecial wary precautions or use
it on platelet aggregation
Due to the effect of piracetam on platelet aggregation ( see section 5.1), caution is recommended in patients with severe haemorrhage, patients at risk
of bleeding such as gastrointestinal ulcer, palients with underlying disorders of haemostasis, patients with history of haemorrhagic CVA, patients
undergoing major surgery including dental surgery, and patients using anticoagulants or platelet antiaggregant drugs including low dose aspirin
Renal insufficienc
Firacetam is eliminated via the kidneys and care should thus be taken in cases of renal insufficiency (see section 42).
Elderl
Forlong-term trealment in the elderly, regular evaluation of
Discontinuation
Abrupt discontinuation of treatment should be avoided as this may induce myoclonic or generalised seizures in some myoclonic patients
Warnings related to the exc
This product contains about 2 mmol (or about 46 mg) sodium per 24 g piracetam. To be taken into consideration by patients on a controlled sodium
diet

dlearance s required to daptation if needed (see section 4.2)

Special warnings regarding excipients
Stimulan® Capsule contains Lactose, palients with rare heredilary problems of galactose intolerance, the Lapp lactose deficiency or
glucose-galactose malabsorption should not take this medicine.
4.5 Interaction with other medicinal products and other forms of interaction
Pharmacokinetics interactions
Thedrug itracion polntal resuling nchanges of pracelam pharacokinelis s expcted o be low because approsimalely 0% o th dose of
piracetam is excreled in the urine as unchanged
i, pracelam docs nl ot te urman Ter ytochvome P450 soforms CYP 142, 286, 2C8, 269, 2C19, 206, 21 and 44971 at concentatons
of 142,426 and 1422
AL 1422 pg/ml, minor. mhn)mory effects on CYP 2A6 (21%) and 3A4/5 (11%) were observed. However, the Ki values for inhibition of these two CYP
oformsar el 0 be el excess of 1422 . Therefore, meabolicneracion of iractam i othe drug s unchy
Thyroi
Lonfusmn wumbmry and sleep disorder have been reported during concomitant treatment with thyroid extract (T3 + T4).
Acenocoumarol
I publishe single bind sudy o patets it severe et venous thromboss iracctn 9.6 14 did not iy he doses ofacenocoumar
necessary to reach INR 2.5 to 3.5, but compared with the effects of acenocoumarol alone, the addition of piracetam 9.6 gid significantly decreased
piatl grcation, B hromboglobuln eeass e o Rbrinogen and von Wilebrand facors VIl -C: VIl W Ag VIl W'~ RCo) and whole
blood and plasma viscosity.
Antiepileptic drugs

iy dose of piraceam ovr 4 weeks i ot modify the peak and trugh seum el of anteietic dugs (cabamazepine, pheryloin
phenobarbitone, valproate) in epileptic patients who were receiving stable dost
Alcohol
Concomitant administration of alcohol had no effect on piracetam serum levels and alcohol levels were not modified by a 1.6 g oral dose of piracetam.
4.6 Pregnancy and lactation
Pregnancy
There are no adequate data from the use of piracetam in pregnant women. Animal studies do not indicate direct or indirect harmful effects with
respecl o regnancy, embryonalfoetal deelopment, parturon orpost-naal desclopmen e secion .
Piracetam crosses the placental barrier. Drug levels in the newborn are approximately 70% to 90% of maternal levels. iracetam should not be used
during pregnancy unless clearly necessary, when benefit exceeds the risks and the dlinical condition of e pregnant mother requires treatment with

Piracelam s excreted in human breast milk. Therefore, piracelam should not be used during breasifeeding or breasifeeding should be discontinued,
while receiving treatment with piracetam. A decision must be made whether to discontinue breast-feeding or o discontinue piracetam therapy taking
into account the benelfit of breast-feeding for the c mm and the benelit of therapy for the woman.

e and use mac
In clinical studies,at dosages between 16 - 15 gmms per day, hyperkinesia, somnolence, nervousness and depression were reported more frequently
in patients on piracetam than on placebo. There is no experience on driving ability in dosages between 15 and 20 grams daily. Caution should
therefore be exercised by patients intending to drive or use machinery whilst taking piracetam.

48 Undesirable effects

a. Clinical studies

Double-blind_placebo-controlled clnical or pharmacodinical trials, of which quantified safety data are available (extracted from the UCB

Documentation Data Bank on June 1997), included more than 3000 subjects receiving piracetam, regardless of indication, dosage form, daily dosage
or population characteristics.

When adverse events are grouped together according to WHO System Organ Classes, the following classes were found to be related to a statistically
significantly higher occurrence under treatment with piracetam: psychiatric disorders, central and peripheral nervous system disorders, metabolic and
nutritional disorders, body as a whole - general disor

Following adverse experiences were reported for piracelam with a statistcally significantly higher incidence than placebo. Incidences are given for
piracetam (n = 3017) versus placebo (n = 2850) treated patients.

WHO System Organ Class Common Uncommon
1%, 10 %) (01 % <1%)
Central and peripheral nervous system disorders Tiyperkinesia

(1.72 versus 042 %)
Weighlincrease.
(1.29 versus 0.39 %)
Nervousness

(115 versus 025 %)

Melabolic and nulritional disorders

Somnolence
(096 versus 025 %)
Depression

(0 3 versus 021 %)

enia
(023 versus 000 %)

Psychiatric disorders

Body as a whole - general disorders

b. Tabulated list of adverse reactions
Undesirable effects reported in clinical studies and from post-markeling experience are listed in the following Lable per System Organ Class and per
frequency. The frequency is defined as follows: very common (21/10); common (21/100, <110); uncommon (x1/1,000, <1100); rare (110,000,
<111,000); very rare <1/10,000)

Dala from post-markeling experience are insufficient to support an estimate of their incidence in the population to be treated.

ion.
Not known: agitation, anxiety, confusion, hallucination.
Nervous system disorders:

Common: hypmkmcsm

Notknown: toia balance impared, eplpsy agaravated headache, nsomia
Ear and labyrinth disorders
Not known: verligo.
Gastrointestinal disorders:
Not koo bdomina pai,abdorinal pin uppe,diahocs, nauses, voniting
Skin and subcutaneous tissue disorders
Not knowr: anoncurotic oedern, Germatis prous,urtcara

rs and administration site condition:
Uncoramons er
Investigations
Common: weight increased
4.9 Special War
- Sorbitol: May cause softening of the stool
410 Overdose
Symptoms
No additional adverse events specifically related to overdose have been reported with piracetam
The highest reported overdose with piracetam was oral intake of 75 g. Bloody diarrhoea with abdominal pain, was most probably related to the
extreme high dose of sorbitol contained in the used formulation.
Management of overdose
In acute, significant overdosage, the stomach may be emptied by gastric lavage or by induction of emesis. There is no specific antidote for overdose
with piracetam. Treatment for an overdose will be symptomatic treatment and may include hemodialysis. The extraction efficiency of the dialyser is 50
10 60% for piracelam
3. Pharmacological properties
5.1 Pharmacodynamic properties
Firaceiam mode o acin m cortcal myodonus i s et unknown
Piracelam exers its haemorrheological effects on the platelets, red blood cells, and vessel walls by increasing erythrocyle deformability and by
decreasing platelet aggregation, eryhrocyte adhesion to vessel walls and capillary vasospasm.
- Effects on the red blood cells
In patients with sickle cell anemia, piracetam improves the deformability of the erythrocyte membrane, decreases blood viscosity, and prevents

In open studies in hmkm volunteersand i patents ith Ravnaud' phenomenon, increasing doses of pisclam up 0 12 g was assocaled wih a
dose-dependent reduction in platelet functions compared with pre-trealment values (tests of aggregation induced by ADP, collagen, epinephrine and
TG release) wilhou! sgficant change i plaelel count. I these s, piacelm proonged blecding time
- Effects on blood v
In animal studies, pmu‘lum inhibited vasospasm and counteracted the effects of various spasmogenic agents. It lacked any vasodilatory action and
did not induce *steal"phenomenon, nor low or no reflow, nor hypotensive effects.
In healthy volunteers, piracetam reduced the adhesion of RBCs to vascular endothelium and possessed also a direct stimulant effect on prostacycline
synthesis in healthy endothelium.

Effects on coagulation factors:
In healthy volunters, compared with pre-treatment values, piracetam up to 9.6 g reduced plasma levels of ibrinogen and von Willebrand's factors
(VI G VIR < AG; VIII R = W) by 30 to 40 %, and increased bleeding time.
In patients with both primary and secondary Raynaud phenomenon, compared with pre-treatment values, piracetam 8 gfd during 6 months reduced
plasma levels of fibrinogen and von Willebrand's factors (VI : C; VIl R : AG; VIIT R : W (RCF) by 30 to 40 %, reduced plasma viscosity, and increased

etic properties
Piracetam is rapidly and almost completely absorbed. Peak plasma levels are reached within 15 hours after administration. The extent of oral
bioavailabiliy, assessed from the Area Under Curve (AUC), is close to 1009% for capsules, tablets and solution. Peak levels and AUC are proportional
1o the dose given. The volume of distribution of piracetam is 0.7 Ljkg, and the plasma half-fife is 5.0 hours,in young adult men. Piracetam crosses the
blood-brain and the placental barrier and diffuses across membranes used in renal dialysis. Up to now, no metabolite of piracetam has been found.
Piracelam s excreled almost completely in urine and the fraction of the dose excreted in urine is independent of the dose given. Excretion half-life
values are consistent with those calculated from plasma; blood data. Clearance of the compound is dependent on the renal creatinine clearance and
would be expected to diminish with renal insuficiency.
5.3 Predinical safety data
Single doses of piracetam yielded LD 50 values at 26 g/kg in mice but LD 50 values were not reached in rats. In dogs, cinical signs after acute oral
dosing were mild and lethality was not observed at the maximum tested dose of 10 g;
Repested orl reatment for up o1 year n dos (10 & ke and 6 months n ats (2 & ki was very well toleratd: no arget organ toxicly or signs of
(irreversible) toxicily were clearly demonsirated Safe dose levels represent a multiple of the maximum intended human daily dose of 0.4
Interms of exposure (C max) sae levels obtained in the rat and the dog represent respectively 8 fold and 50 fold of the maximum human therapeutic
Tevel. AUC levels oblained in the same animals were a multiple of the human AUC level at the maximum intended daily dose.
The only change which might eventually be attributed to chronic treatment in male, but nol in female, rats was an increase of the incidence over
control animls of pogressive glomeruloncphross ol he dose of 24 g day given for 112 weeks
Although piracetam crosses the placenta into the foetal circulation, no teratogenic effects were observed at dose levels up to 4.8 g'kg day (mice, rats)
and 23 8 ki day (bt Furhirmere the compond affots nithr ety o th per. o postatal development of the pregnancy al doscs up
t027 gkg/day.
Piracelam was found to be devoid of any mulagenic or claslogenic activity and does nol represent any genoloxic or carcinogenic risk to man.
6. Pharmaceutical particulars
6.1 Incompatibilities
None known
6.2 Shelf life
3 years.
63 Stor:
~Stimulan 800 mg tablets & Stimulan syrup: Stored al temperalure nol exceeding 30°C & in a dry place.
- Stimulan 400 mg capsules: Stored at lemperature not exceeding 25°C & in a dry place.
6.4 How Supplied
Capsules: Strips of 10 capsules in packs of 3 sirps.
Tablets: Strips of 10 tablels in packs of 3 sirips.
Syrup: Bottles of 120 ml.

| Keep all medicaments out of reach of children |

( ’ Product of:

AMOUN PHARMACEUTICAL CoO.
SAE.
El-Obour City, Al Qalyubia, Egypt.
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