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Sodium valproate / Valproic acid

Mechanism of action:

Decreases in neuronal hyperexcitability both by strengthening GABAergic transmission and
by inhibiting sodium and especially calcium ion channels. It increases brain cerebral
and cerebellar levels of the inhibitory synaptic neurotransmitter GABA (Gamma-Aminobutyric
acid) by inhibiting GABA degradative enzymes (such as GABA transaminase, succinate
-semialdehyde dehydrogenase) and the re-uptake of GABA by neuronal cells. It also
reduces glutamate-related excitation and blocks voltage-gated sodium and t-type
calcium channels 2

Bottle of Simival contains 50 extended-release tablets. The active substances
are: Sodium valproate 333 mg and Valproic acid 145 mg. Equivalent amount of
sodium valproate 500 mg.

* First line treatment of generalized, partial seizures and bipolar disorders ©!
» | east diurnal fluctuations in drug concentration and teratogenic effects 1l
« High tolerability and prophylactic effect on migraine headaches ¥

» Well-tolerated in improving painful diabetic neuropathy

» Has fewer neurologic side effects than the other major AEDs !
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Valproate increases the plas- | Valproate decreases Valproate’s level is | Valproate’s level is
ma level of the drugs listed | the plasma level of the increased by decreased by
below drugs listed below
Ethosuximide Topiramate Risperidone Carbamazepine
Free Phenytoin Total Phenytoin Erythromycin Phenobarbital
Lamotrigine Felbamate Phenytoin
Oxcarbazepine Aspirin Primidone
Phenobarbital Cimetidine Topiramate
Primidone Mefloquine
Benzodiazepines Chloroquine
Bupropion Carbapenems
Tricyclic Antidepressants
Zidovudine
Vitamin K dependent analogues
eg Warfarin
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Age Body weight (kg) Average dose(mg/day)
3- 6 months =55t07.5 150

6- 12 months =7.5t0 10 150 - 300

1- 3 years =~10-15 300 - 450

3- 6 years =15-20 450 - 600

7 - 11 years ~20-40 600 - 1200
12 - 17 years =40 - 60 1000 - 1500
Adults and elderly 260 1200 - 2100
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Results: By using

PROC GLM of SAS ®VERSION 9.1.

ool L Mean | SD | Mean | SD %CV %CV % CI 90 Intra
Sk n=12 n=12 subject
SSSleyls

Rahakin500 | Depakin500 | Rahakin500 [ Depakin500 [ LOWER | UPPER | %CV

C,..(ng/mL) 1055.00 1078.82 8.24 7.03 0.931 1.034 | 12.14

t . (h) 8.04 6.88 5.36 7.39 - -

AUC, (ng.h/mL) | 20741.19 20933.93 5.02 10.07 0.941 1.069 | 14.47
AUC, . (ng.h/mL) | 32344.29 32403 5.01 12.46 0.957 1.068 | 12.43

Valporate sodium concentration
(ug/mL)
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Results: By using

PROC GLM of SAS ®VERSION 9.1.

Ol / g po b bl &

RER Mean | SD Mean | SD CV% CV% Cl 90 % Intra
SRSDY n=12 n=12 subject
SinSsS Lo

Rahakin200 | Orlept200 | Rahakin200 | Orlept200 | LOWER | UPPER [ CV%

C, . (ng/mL) 1122.9492 1119.4242 7.78 9.42 0.953 1.074 13.63

t . (h) 7.7916 7.9166 6.66 8.87 - -

AUC, (ng.h/mL) | 16963.939 | 16887.176 15.09 12.11 0.927 1.116 21.05
’:‘1ULC)°-°° (ng./ 31881.75 34061.36 20.77 10.71 0.858 1.025 | 20.21

Valporate sodium concentration (ug/mL)
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Advanced Formulation
to Promote Better Sleep?

Fall Asleep Faster,
Stay Asleep Longert

100% Drug-Free
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Levebel

Levetiracetam

A PROMISING AED
IN NEWLY DIAGNOSED EPILEPSY

> 70 %
Seizure Free

Reference: Neurology 2007; 68: 402-408

levebel
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Levetiracetam

Levetiracetam |

Indications:

» Myoclonic seizures:

Adjunctive therapy in the treatment of myoclonic seizures in adults and adolescents 12 years of age
and older with juvenile myoclonic epilepsy.

» partial-onset seizures:

Adjunctive therapy in the treatment of partial-onset seizures in adults and children 1 month and older
with epilepsy.

* Primary generalized tonic-clonic seizures:

Adjunctive therapy in the treatment of primary generalized tonic-clonic seizures in adults and
children 6 years of age and older with idiopathic generalized epilepsy.

» Off-label uses:

1. Bipolar disorder in adults (depressive episodes, manic or mixed episodes, rapid cycling)

2. Subarachnoid hemorrhage- Prophylaxis of seizure following SAH
3. Tardive dyskinesia (neuroleptic induced)
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RAHA Pharma. Co. [£25)2) 86940 X (138
Email: marketing@rahapharm.com www.rahapharm.com




