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A. INGREDIENT NAME:
PIRAQETAM;

Chemical Name:

1-Acetamido-2-Pyrrolidinone, Euvicor, Gabacet, Genogris, 2-Ketopyrrolidine-1-
Ylacetamide, Nootron, Nootropil, Nootropyl, Normabrain, 2-Oxo-Pyrrolidine-Acetamide,
2-Oxo-Pyrrolidin-1-Ylacetamide, Piracetam, Pirazetam, Pirroxil, Pyracetam, Pyramem, 2-
Pyrrolidininnoneacetamide, 2-Pyrrolidoneacetamide, UCB 6215

Common Name:

. Chemical grade or description of the strength, quality, and purity of

the ingredient:
Assay: 99.27%
Information about how the ingredient is supplied:

White or almost white crystal powder

. Information about recognition of the substance in foreign

pharmacopeias:

Bibliography of available safety and efficacy data including peer
reviewed medical literature:

Mondadon, C. Nootropics: Preclinical Results in the Light of Clinical Effects; Comparison
with Tacrine. Critical Reviews™ in Neurobiology,1996; 10: 357-370.

Tallal, U,, Chase, C., and Russell, G. Calculation of the Efficacy of Piracetam in Treating
Information Processing, Reading, and Writing Disorders in Dyslexic Children.
International Journal pf Psychophysiology, 1986; 4: 41-52.

Mindus, P., Cronholm, B., and Levander, S. E. Piracetam-induced improvement of mental
performance: a controlled study on normally aging individuals. dcta Psychiat. Scand.,
1976; 54(2):150-160. s
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Simeon, J., Waters, B., and Resnick, M. Effects of Piracefam in children with learning
disorders. Psychopharmacol. Bull., 1980; 16: 65-66.

Stegink, K. J., The clinical use of Piracetem, a new n;mtropic drug: the treatment of senile
involution. Arzneim-Forsch, 1972; 22: 975-977. - :

Wilsher, C., Atkins, G., and Mansfield, P. Piracetam as an aid to learning in dysiexia,
preliminary report. Psychopharmacology. 1979, 65: 107-109.

Wilsfler, C., Atkins, G., and Mansfield, P. Effects of Piracetam on dyslexic’ reading ability.
J. Learn. Disability. 1985, 18: 19-25.

Mondadori, C., Petschke, F., and Hiusler, A. The Effects of Nootropics on Memory: new
Aspects for Basic Research. Pharmacopsychiatry. 1989; 22: 102-106.

Yal, V., Derzhiruk, L. P, and Mogilevskii, A. Piracetam-induced changes in the
functional activity of neurons as a possible mechanism for the effects of nootropic agents.
Neurosci Behav. Physiol., 1996; 26(6): 507-515.

Pepeu, G. and Spignoli, G. Nootropic drugs and brain cholinergic mechanisms. Prog.
Neuropsychopharmacol Biol. Psychiatry. 1989; 13Suppl: S77-78.

Pilch, H. and Muller, W. E. Piracetam elevates muscarinic cholinergic receptor density in
the frontal cortex of aged but not of young mice. Psychopharmacology. 1988; 94(1): 74-
78.

De Deyn, P. P, Reuck, J. D., and Deberdt, W. Treatment of acute ischemic stroke with
Piracetam. Members of the Piracetam in Acute Stroke Study (PASS) Group. Stroke.
1997; 28(12): 2347-2352.

Di Ianni, M., Wilsher, C. R., and Blank, M. S. The effects of Piracetam in children with
dysiexia. J. Clin Psychopharmacol. 1985; 5(5). 272-278.

Wilsher, C. R., Bennett, D., and Chase, C. H. Piracetam and dyslexia: effects on reading
tests. J. Clin Psychopharmacol. 1987, 7(4): 230-237.

Reisberg, B, Ferris, S. H., and Gershon, S. An overview of pharmacologic treatment of
cognitive decline in the aged. Am J. Psychiarry. 1981; 138(5): 593-600.

Bartus, R. T,, Dean, R. L., and Sherman, K. A. Profound effzcts of combining choline and
Piracetam on memory enhancement and cholinergic function in aged rats. Neurobiol
Aging. 1981; 2(2): 105-111. '
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Buresova, O. and Bures, J. Piracetam-induced facilitation of interhemuspheric transfer of
visual information in rats. Psychopharmacologia. 1976; 46(1): 93-102.

Dimond, S. 1., Scammell, R. E., and Pryce, L G. Some effects of Piracetam (UCB 6215,
Nootropyl) on chronic schizophrenia. Psychopharmacology. 1979; 64(3): 341-348.

Dimond, S. J. and Brouwers, E. M. Increase in the power of human memory in normal
man through the use of drugs. Psychopharmacology. 1976; 49(3): 307-309.

Sara, S. ], David-Remacle, M., and Weyers, M. Piracetam facilities retrieval but does not
impair extinction of bar-pressing in rats. Psychopharmacology. 1979; 61(1): 71-75.

Brandao, F., Paula-Barbosa, M. M., and Cadete-Leite, A. Piracetam impedes neuronal
loss withdrawal after chronic alcohol intake. Alcohol 1995; 12(3): 279-288.

Mindus, P., Cronholm, B., and Levander, S. E. Does Piracetam counteract the ECT-
induced memory dysfunctions in depressed patients? Acta Psychiatr. Scand 1975, 52(5):
319-326.

Mondadoor, C., Classen. W., and Borkowski, J. Effects of oxiracetam on learning
memory in animals: comparison with piracetam. Clin Neuropharmacol. 1986; 9 Suppl 3
S27-38.

Song, C., Earley, B, and Leonard, B. E. Effect of chronic treatment with piracetam and
tacrine on some changes caused by thymector-y in the rat brain. Pharmacol Biochem.
Behav. 1997, 56(4): 697-704.

H. Information about dosage forms used:

Patients received either 3.3 g of Piracetam daily or matching placebo syrup. Each dose of
test medication was 5 ml. administered before breakfast and again before the evening
meal. A 5 ml dose of active medication contained 1.65 g of Piracetam. No dosage
adjustments were allowed. The patient’s parents were contacted to review dosage
tnstructions and to determine whether any adverse effects had been observed.

I. Information about strength:

1.65g-33¢g
J. Information about route of administration:

Orally
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K. Stability data:

L. Formulations:

M. Miscellaneous Information:

See File
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ABSTRACT: BACKGROUND AND PURPOSE: Piracetam, a nootropic ageat with
. : neuroprotective properties, has beenTeparted in pilot Studies 0 imcrease
) compromised regionai cercbral blood flow in patients with acute stroke
and, givem soon aiter onset. to improve clinical outcome. We performed a
multicenter, randomized. double-blind triai to test whether piracetam
conferred benefit when given within 1Z hours of the onset of acute ischemic
stroke to a large group of patients. METHODS: Patients received placebo
or 12 g piracetam as an initial intravenous bolus. 12 g daily for 4 weeks
and 4.8 g daily for 8 weeks. The primary end point was aeurologic outcome
after 4 weeks as assessed by the Orgogozo scale. Functionai status at 12
weeks as measured by the Barthe! Index was the major secondary
outcome. CT scan was performed within 24 hours of the onset of stroke but
not necessarily before treatment. Anaiyses based on the intention to treat
were performed in ail randomized patients (n = 927) and in an "early
treatment' popuiation specified in the protocol as treatment within 6
hours of the onset ~f stroke but subsequently redefined as less than 7 hours
after onset (n = 452). RESULTS: In the total population. outcome was
similar with both treatments (the mean Orgogozo scale after 4 weeks:
piracetam 57.7, placebo 57.6; the mean Barthei Index after 12 weeks:
piracetam 55.3, placebo 23.1). Mortality at 12 weeks was 23.9% (111/464)
in the piracetam group and 19.2% (89/463) in the piacebo group (reiative
risk 1.24, 9% confidence intervai, 0.97 to 1.59; P = .15). Deaths were
fewer in the piracetam group in those patients in the intention-to-treat
population admitted with primary hemorrhagic stroke. Post hoc analyses
in the early treatment subgroup showed differences favoring piracetam
relative to placebo in mean Orgogozo scale scores after 4 weeks (piracetam
60.4, placebo 54.9; P = .07) aa . Barthel Index scores at 12 weeks
(piracetam 58.6, placebo 49.4; P = .02). Additional analyses within this
subgroup, confined to 360 patients with moderate and severe stroke (initial
Orgogozo scale score < 55), showed significant improvement on piracetam
in both outcomes (P < .02). CONCLUSIONS: Pirscetam did not iafluence
outcome when given within 12 hours of the onset of acute ischemic stroke.
Post hoc anatyses suggest that piracetam may confer benefit when given
within 7 hours of onset, particularly in patients with stroke of moderate
and severe degree. A randomized, placebo-controlled, muiticenter study,
the Piracetam Acute Stroke Study U (PASS 1) will soon begin.

MAIN MESH Cerebral Ischemia/*DRUG THERAPY/MORTALITY

SUBJECTS: - Cerebrovascular Disorders/*DRUG THERAPYMORTALITY
Neuroprotective Agents/ADVERSE EFFECTS/*THERAPEUTIC USE
Nootropic Agents/yADVERSE EFFECTS/*THERAPEUTIC USE
Piracetam/ADVERSE EFFECTS/*THERAPEUTIC USE
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PIRACETAM

Non-toxic in rodents having an oral LD50 > 10g/kg.

While the toxic properties of piracetam have not been thoroughly
investigated it may produce insomnia, psychomotor agitation,
nausea, G.I. distress and headache and may enhance the effects of
amphetamines, psychotropics and hydergine.

It has been given to children with dyslexia and in people with
Alzheimer’s disease to increase learning and memory. It may
increase muscarinic cholinergic receptors in the brain?
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