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1. Introduction

Dicorate ER 250 is a generic medicine of Depakote. Dicorate ER 250 is a Antiepileptics

medicine belonging to NO5AX Psycholeptics, Antipsychotics, Other Antipsychotic
group. Dicorate ER 250 exerts is activity by potentiation of the inhibitory action of
gamma amino-butyric acid (GABA) through an action on the further synthesis or further
metabolism of GABA. Dicorate ER 250 is approved in Tanzania for use in adults,

elderly.

1.1 Product details

Registration number

TAN 21 HM 0160

Brand name

Dicorate ER 500

Generic name, strength and
form

Divalproex sodium Equivalent To Valproic Acid 250
mg

ATC classification

NO5AX
Psycholeptics, Antipsychotics, Other Antipsychotic

Distribution category

POM

Country of origin

India

Associated product

Dicorate ER 500

Marketing Authorization Holder

Sun Pharmaceutical Industries Itd,

Sun House, Plot No. 201 B/1,

Western Express Highway, Goregoan (E),
Mumbai, Maharashtra

India
Local Technical | Salama Pharmaceuticals Limited
Representative P.O. Box 65235,
Dar es Salaam
1.2 Assessment procedure

The application for registration of Dicorate ER 250 was submitted on 24™ March, 2020.
The product underwent full assessment. Assessment was completed in two rounds of
evaluation. Dicorate ER 250 was registered on 29" march, 2021.

1.3 Information for users
Visual description of the finished | Grey color, oval, biconvex, coated tablet plain
product on both sides
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Primary packing material Aluminium printed foil blisters

Secondary packing materials Carton box

Shelf-life and storage condition 24 months
Store below 30 °C in dry place

Route of administration Oral

Therapeutic indications Treatment of manic  episodes
associated

with  bipolar disorder (manic-depressive
illness), a condition with symptoms of
excitement or euphoria

2. Labelling and product information

Summary of product characteristics
The SmPC included all the relevant information to ensure correct and safe use of the
medicine by healthcare providers. The complete SmPC can be accessed here.

Package insert/leaflet

The package insert is confirmed to be derived from the SmPC and contains sufficient
data for the end user. Since the product is POM the package insert contains full
prescribing information as per SmPC

Container labels

The product label information is presented in English. Details in the secondary pack
label include:

Brand name: Dicorate ER 250

Composition: Divalproex sodium equivalent to Valproic acid 250 mg, hydrogenated
castor oil, anhydrous Lactose, Hypromellose, Isopropyl alcohol, purified water, Talc,
Magnesium stearate, Silicon dioxide, Opadry 03F57509 grey

Pack size: 10’s in a blister, 5 blisters in a carton box

Manufacturing details: <batch number, manufacturing date, expiry date>

Storage conditions: Store below 30 °C in dry place

Manufacturer address: Sun Pharmaceutical Industries Ltd, Survey No. 214, Plot No. 20,
G.l.A. Phase-ll, Piparia, Silvassa- 396 320, U.T. of Dadra & Nagar Haveli, India

Unique identifier: NA

Special warnings/precautions or instructions for use: <include warnings or IFU if
applicable

The details of the primary pack include:
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Brand name and strength: Dicorate ER 250 (Divalproex sodium equivalent to Valproic
acid 250 mg)

Manufacturing details: <batch number, manufacturing date, expiry date>

Name of manufacturer: Sun Pharmaceutical Industries Ltd

The content of the primary and secondary labels was aligned to the requirements of the
Part V of the Compendium: Guidelines on Format and Content of Product Labels for
Medicinal products. The label contains sufficient information for proper identification of
the medicine and post marketing follow up of the product.

Describe any approved deviation to the requirements and the justification for the
deviation.

Mock labels are appended as annex |

3. Scientific discussion

Quality of Active Pharmaceutical Ingredient(s)

Information on quality of the API was submitted in form of Full details
General properties

Divalproex sodium API is compendia in USP/BP.

Molecular formula: C16Hz1NaOy4)n

Chemical name: Sodium hydrogen bis(2-propylvalerate) oligomer or Pentanoic acid, 2-
propyl-, sodium salt

Structure:
= o 3
H4C
OH
Na*
CHy ©
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Sodium valproate is crystalline powder which is hygroscopic and very soluble in water
while Valproic acid is a colorless or very slightly yellow, clear liquid, which is slightly
viscous and Very slightly soluble in water.

Manufacture

The API manufacturing site, Sun Pharmaceutical Industries Limited A-7/A-8, M.I1.D.C.,
Industrial Area, Ahmednagar — 414 111, Maharashtra, India was noted to comply with
WHO GMP requirements as evidenced by the GMP certificate issued by <state the
issuing authority>. Divalproex sodium API is manufactured by chemical synthesis using
conventional techniques. Sufficient controls of quality of materials and in-process
checks were employed throughout the manufacturing process.

Specifications

The API specifications were set as per USP, in-house standards and ICHQ3A. The
parameters monitored during quality control are: appearance, solubility, identification,
assay, water content, chloride content, sulphated ash, residual solvents, related
substances. Compliance to these specifications were established via batch analysis
data and stability studies.

Stability and container closure system

The re-test period of Divalproex sodium API is 60 months when packed in low density
polyethylene bags (inner transparent and outer black bag) placed in fiber board drum
under nitrogen atmosphere and stored at 25°C/60% RH.

Quality of the Finished Pharmaceutical Product

Formulation

Dicorate ER 250 is a grey colour, oval, biconvex coated tablet plain on both side packed
in Aluminium printed foil blister. Describe the diluent, measuring devices or any delivery
device if applicable. Dicorate ER 250 contains Divalproex sodium and other ingredients
listed here after hydrogenated castor oil, anhydrous Lactose, Hypromellose, Isopropyl
alcohol, purified water, Talc, Magnesium stearate, Silicon dioxide, Opadry 03F57509
grey. The quantities of all ingredients are confirmed to be in line with the
recommendations of Handbook of Pharmaceutical Excipients, Edition 8" in terms of
function and quantities. Ingredient, anhydrous Lactose is of safety concern therefore
appropriate warnings were included in the product label.
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Manufacture

The finished product was manufactured at Sun Pharmaceuticals Industries Ltd., Survey
No.214, Plot No. 20, G.I.A., Phase II, Piparia, Silvassa — 396230, U.T. of Dadra & Nagar
Haveli, India. The compliance of the site to TMDA GMP standards was confirmed
through site inspection on 2017.

Specifications

The FPP is non-compendia. The manufacturer controls the quality of the finished
product as per in-house and ICHQ3B requirements. The parameters monitored during
quality control are: Description, Identification (by HPLC), Average Weight, Dissolution
(By HPLC), Uniformity of Dosage Units (By weight variation), Assay (By HPLC), Related
Substances (By GC) and Microbial Limit Test. Compliance to the standard was
established using batch analysis data and stability data.

Stability and container closure system

Stability studies were conducted on three batches of the finished product stored at 30°C
+ 2°C/ 60% * 5% RH for 24 months and 40°C + 2°C/75% + 5%RH for 6 months. Based
on the stability data presented, the approved shelf-life is 24 months when stored in
Aluminium printed foil blisters at store below 30°C in dry place.

Safety and efficacy information

In case of biowaiver
The biowaiver was approved based on additional strength.

Dicorate ER 250 fulfilled the criteria for waiving an in-vivo bioequivalence study as per
relevant TMDA guidance. Dissolution profiles of Dicorate ER 250, Divalproex sodium
Equivalent To Valproic Acid 250 mg, extended release tablets was compared to
Dicorate ER 500, Divalproex sodium Equivalent To Valproic Acid 500 mg. At least 85%
of the labelled amount of Divalproex sodium had dissolved in all three media. Therefore,
confirming similarity

4. Benefit-Risk Assessment and Conclusion
On basis ofthe data submitted, the current state of knowledge and compliance to Good
Manufacturing Practice, the benefit of the product outweighs the risks associated with

its use when used in accordance to the summary of product characteristics. Dicorate
ER 250 is recommended for registration.

5. Post-approval updates
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Variation applications

Reference
number

Date Change requested
submitted

Recommendation

Granting
date

Feedback from pharmacovigilance, post marketing surveillance and enforcement
activities

Type of feedback Impact

Response

Re-registration applications
Application for renewal of registration was submitted on <DDMMYYYY>. The
application was finalized in <number> rounds of evaluation. The product was confirmed
to still be compliant to the standards of quality, safety and efficacy, hence registration
was renewed on <DDMMYYYY>.

PART 5: CHANGE HISTORY

Version
number

Date

Description of update

Section(s)
Modified

Approval date
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Annex |: Mock up label

S?N DICORATE ER 250

Artwork Type: FOIL SUN
Artwork Code: PSPF2306 PHARMA
Dimension: 151X79 mm
Country: BURKINA FASO

oo N son

c
Language: ENFR \ \® ) (@ ) PHARMA \S ) 3
Mfg. Location: SILVASSA - .JSHQ“}A SUN 8 Oy g i i | Fﬁ% PSHPREE é
Layout No.: BQS 114 410 " p g £
Unwinding Direction: \ Q § A _ ¥ ‘ ‘:Q} (@) §
Specification: Dull Finish SON - ~ Nt Z E
Type of Foil: BLISTER M SN B NN e AU SUN
MOC: 0.025 mm ’ 4 (O) O
NC Coating: YES SUN ¢ L-_}. ‘ilﬁﬁ
Background Cylinder Code: RALFL% Si'IN
Special Req.: = PHARMA

Void A/W Code:

Void A/W Reason:

Remark (if any):

Prepared by:

Checked by:

Approved by:

APPROVAL HISTORY ATTACHED

No. of Colors: 2

- Pantone 234 C

- Background Sun Pharma Logo
Color: Light Blue (P-2985 C)
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Divalproex Sodium Extended

Release Tablets 250 mg
WY Dicorate ER 250

ablets each

Dicorate ER 250
(LT

;

Each film coated extended release tablet contains:

Divalproex Sodium USP eq. to Valproic acid 250 mg

Colour: Opadry White

Dosage: As directed by the Neurologist.

Tablets to be swallowed whole, not to be chewed

The product contains lactose.

Do not store above 30°C. Store in original package in order to protect light.
Keep out of the reach and sight of children.

WARNING: To be sold by retail on the prescription of a Neurologist only.

@ DICORATE ER 250

Artwork Type: CARTON
Artwork Code: PSSB3750A
Dimension: 156x82x50 mm
Country: TANZANIA
Language: ENFR

Mfg. Location: SILVASSA
Layout No.: =

Unvarnished Zone:

Open Position: Side Opening
Type of Board: White Back Var
GSM of Board: 330
Lamination:

Varnish: U.V.(-) or Aquous (Yes)
Special Req.:

Void A/W Code: PSSB3750
Void A/W Reason: CHANGES RECEIVED
FROM RA

Remark (if any):

Prepared by:

Checked by:

Approved by:

APPROVAL HISTORY ATTACHED
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Comprimes de Divalproate de Sodium
o a Libération Prolongée @ 250 mg
WY Dicorate ER 250

To be overprinted by Location

GTIN: XXXXXXXXXXXXXXX
Sr. No.: XXXXXXXXXXXX
Batch No.: XXXX

Mfg. Date: XXXXXX

Exp. Date: XXXXXX

Sun Pharmaceutical Ind. Ltd.
Survey No. 214, Plot No. 20,

Chaque comprimé pelliculé a libération prolongée contient:

Le Divalproate de Sodium USP exprimé en acide Valprouque 250 mg
Couleur: Blanc Opadry

Posologie: Respecter les doses prescrites par le Neurologue.
Comprimés a avaler entiers, a ne pas croguer.

Le produit contient du lactose. Reg. No./Reg. Non.:
Ne pas conserver a une température supérieure a 30 °C.

Conserver dans son emballage d'origine afin de protéger la lumiére.

Tenir hors de portée des enfants. I| | ||| |||| “ w
11103

MISE EN GARDE: Délivrer uniquement sur I'ordonnance d’un Neurologue. sllgo1127 ‘0

(U.T. of Dadra & Nagar Haveli),
INDIA. DNH/DRUGS/NH/26

Govt. Ind. Area, Phase II, Silvassa-396 230.

| 156 mm

No. of Colors: é
@D rantone Process Cyan C @D rontone 23ac @D Black
[ ) Process c D 151c @D Pantone 151 C (40%)

@ Fantone Process Yellow C
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