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l. Introduction
This guideline outlines the necessary documentation needed for registering and re-registering Human
Pharmaceutical Products. Applicants must submit comprehensive information for each section to the
Egyptian Drug Authority. This information should demonstrate the product's quality, safety and
efficacy for the specified conditions as indicated in the proposed labeling.

Il.  Scope

The guideline addresses the information required to be submitted in registration or re- registration
applications for Human Pharmaceutical Products.

I11. Definitions

Local Products - Pharmaceutical products manufactured, stored, released,
distributed in the local pharmaceutical market of the same
country.

Imported Products - Pharmaceutical products manufactured in their country of

origin but imported and marketed in another country.

Mock-up - A virtual full-sized model of the human pharmaceutical
products that have not yet been produced showing how
they will look. It also can be defined as layout or artwork.

Reference Countries - List of countries approved by technical committee of drug
control.
Non-reference product - Aproduct that differs from the reference product in dosage

form, concentration or route of administration

Bioequivalence - Itisacomparative study conducted on healthy volunteers

study in one of the licensed bioequivalence centers to compare
between the generic and reference products to study its
conformity in terms of the rate and extent of drug
absorption, which expresses the bioavailability of the
product.
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Comparative in- - Itisacomparative study conducted at one of the licensed

vitro dissolution bioequivalence centers or the companies’ plants -

study according to the regulations - to compare between the
generic and reference products to study dissolution of
these products in different media.

Stability study - The study that reflects the effect of temperature and
humidity on the stability of finished product in its final
packaging material during storage period to determine
shelf-life and storage conditions.

Shelf-life - The time period during which a product is expected to
remain within the approved shelf-life specifications,
provided that it is stored under the conditions defined on
the container label.

Shelf-life - The combination of physical, chemical, biological and

specifications microbiological tests and acceptance criteria that determine

the suitability of active substances throughout its re-test
period, or that a product should meet throughout its shelf-
life.
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1VV. Procedures

SECTION ONE

Requirements for Submission of Registration Request
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SECTION ONE: Registration for Submission Registration Request

This section will provide information about requirements for Submission of Registration

Request.
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Requirements for Submission for registration request for Human pharmaceutical product

(Wlas Zabiadll @l jaaiual) Alla 4)

Requirements i) &l ghad Soft | Hard copy | Original
copy to review
A Registration requests submitted for the products manufactured locally

on the box inquiry program "
https://www.edaegypt.gov.eq/

" i ~S.~ ”

https://www.edaegypt.gov.eq /

The registration request must
include the following data ):
= Generic Name
= Generic Strength and
strength unit
= Salt Equivalence (if found)
= Dosage Form
= Case Number
= Track Number in case of
registration requests
submitted according to Case
3
= Receipt Number
=  Product type (Generic, Line
extension, Imported Generic
or Innovator)
= Type of license (Local, Toll,
F-Toll, Imported or Under
license)

n

Sle sy O ey Jisll il
- (DAY Gl gladl)

Aladl) 3Ll o

Bas gl g Allaall 2alal) 38 5
(=250) gl

Suall J<al

U

Gl gle axiall laall 58
ZANE) Al Gl Fasiall Jymasl

MY\ 6‘5)
. - n t_’:\
lad )l s
Aladl) 3alall ¢ 5

1- The company must apply to aaill 5 ,1aY axil) A8 e oy | o
systems & Pharmaceutical a2 LISV 400 sall il slaall
information department for P (ge (ST (A Hall Gala
creating a company profile to | Sl @by (e didl) il
be able to submit registration
requests on the box inquiry
program.

2- Submit registration requests b o damall iy aniil) |

6|Page
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Requirements pail) & glad Soft | Hard copy Original
copy to review
= Generic Type (single,
combination, combo- pack,
etc)
3- Link of the approved o) sa g ainall galall aa el Lol 5 |
scientific Reference and copy (25 )4
of the leaflet (if found)

4- Submit Receipt of 1000 L.E Lo Al 4iad adall Juay) 3 ) | Submit
stamped from financial Se 5 Al 3,10Y) (e o sida original
department; General 31 5 A sall lulaud) g Jagladl) receipt with
Administration of Drug Adaall @l el 43S jall 1000 LE fees
Policy & Planning & Central Clily QS agle a0 to the unit's
Administration of lla) sland) (e G pall 5 sl administrator
Pharmaceutical Products . O(Jss after writing
written on it all generic on it
details & purpose (Generic
(Registration Request) . details &

Registration
request) &
Stamp the
receipt to be
uploaded to
the
automation
system after
changing the
status to
info.
required
5- Submit Receipt of 10,000 YT 5 e 4ad adall Jladl 36 | Submit

L.E stamped from Financial 301 (e psida e Y Jadh azia original

department, General Glabsadl 5 Jasdaddll 58 5a 5 4l receipt with

Administration of Drug 438 yall 3 laY) 543 all 10,000 LE

Policy & Planning & Ao O e ddanall Gl sl fees to the

Central Administration of e g Al 5 sl Gy AdS unit's

Pharmaceutical Products Aol Qo) il Alla 8) Sland) administrator

written on it: written on it all 221l A5 |ine Extension & after writing

generic details & purpose O (Loed pxil) 44 7 gansal) onit

(Registration Request). (Generic

) . . details &
(in case of reg!stratlon_ Registration
requests submitted as line request) &
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Requirements pail) & glad Soft | Hard copy | Original
copy to review
extension above the allowed Stamp the
number per month) ©) receipt to be
uploaded to
the
automation
system after
changing the
status to
info.
Required
B- Registration requests submitted for Imported & Under License products
(Aaninl 3855 (e Gy Lo daiiad) 5l 33 ) stusall Gl sl s 3
7- Valid & legalized CPP for the (e pianiin Jgla sales N N N
product @, ) paniviall (48 50 5 4 is) CPP 7
OR
S
Valid Electronic Certificate of
. e J gl A 5 S Balead
Pharmaceutical Product (eCPP FEme
(5) ( ) (A:UL“') eCPP g;'l:‘m
8- Valid GMP for the i) piadl 4y s GMP et | N N
manufacturing site (will be il alla Zad 3 2ay Lealla
requested later on after (22l alaall A LAl Cany
reviewing the request to be
fulfilled before the due date
specified)
9- Valid & legalized Agency O o o SUad o S ke N \ N|
agreement or Authorization AS,all ) dalI A il
letter between License holder Joadd e 48 sally 33 ) sivedll
and Applicant Company (in Gl pantiall Alls 8) juaaiiul)
case of imported products or B OB daiadl 583 ) ginall
bulk) (will be requested later on (Bise 55 w) (e slina
after reviewing the request to ks Al 53 2my Lol )
be fulfilled before the due date Alaall (8 Lgiliiinl g g Janustl)
specified) (224l
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Requirements pail) & glad Soft | Hard copy | Original
copy to review
10- | Valid & legalized ) Aaia ¥ AS 3w sial) dic N N \
manufacturing agreement (in il Gl pasivall s
case of under license) (ratial 48,55 (g gt i Ulas
. A Ll dias) (e 55 )
(W!II b_e requested later on after O T W
reviewing the request to be (33na) sl 3 Likicin
fulfilled before the due date "
specified)
11- | Legalized Innovator letter (in dalia 48, (e lad N N N
case of Innovator) (will be sl o) 2y el
requested later on after Jeal¥) juaninal 58 asiall
reviewing the request to be Al 52 2my Ll Ss) (3 50)
fulfilled before the due date & Ll a5 dasdl) lls
specified) (Template (22l alaall
attached)
12- | List of countries in which the i) A A8l (e e | Y
product is marketed (in case of L Jshaiall Jsally AcilE e
CPP is from non-reference Gl puaniisall lls 8) juasiil)
country) (will be requested i) (e e J52 O3l 50
later on after reviewing the Jantill ks Al 50 223 Ll
request to be fulfilled before (22l alaall A LAl Cany
the due date specified)
13- | Permission Letter for Scientific el Sl oy i lad | N N
Office (In Case of Finished Gl puanivsall s 8 Sl
Product) el 4 32 ) sisall
C- Registration requests submitted as Line Extension
GUIDELINE ON Dossier Requirements of Human
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Requirements pail) & glad Soft | Hard copy Original
copy to review
14- |Documents showing that the A,5al el pasiidll of aide
company's product is still valid: 8 FENG[RUR PPN | W g O
In case of Under Registration il @) pdaniual) Al b
products: Slp ) B A ad) Jaawadl)
* Naming Approval or e
Submission T \
. grlcm_g Approval or -ﬁﬂ\i)éata j{““‘. e
ubmission ¢ e :
= Pharmacovigilance sl 8
Approval or Submission | 2t Bl Al 5
(if found) Aeal) (8 o) e
In case of Registered ) o sasadll
products: o ol A Al e
. . . Ugall A 2a8ill 2iila
= Valid Initial or Final T
o (325 Olypaasall
Registration Approval. Unadl) ) yanional) Dla b
= Any other documents.... )
o) S dimad jad)  m
e
G A Qlatte ) m
o e el il 585 o o iy
O J2h Tlanall QY de sana
Ulrall salall (st (pe JN G a0
o Al Gl juaniosall
bl Q] s ) paniasall
sl el o) 3
D- Permission Letter Inquiry Submitted by Scientific Office (Through E-mail)
15- | Submit Receipt of 20,000 L.E O e diad adal) i) 36 |
stamped from Financial On psita e Y Jaid Lovia il
department, General Lphadll € e 5 4lldl 5,0y
Administration of Drug Policy | S all 313 &) sall cobuland
& Planning & Central Ao e ddaall G paaiull
Administration of Gl Al ) Aol e g2l
Pharmaceutical Products (ole S i e sl
written on it: purpose (In Case
of issuing permission letter for
registration of Imported
products to a scientific office).
GUIDELINE ON Dossier Requirements of Human
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Requirements pail) & glad Soft | Hard copy Original
copy to review
16- Covering letter signed and Mina alad) W e e | o
stamped to the head of Central | 43S el 5_1aY) (ad )l adia o 533
Administration of the 4 b ge ddanall il
Pharmaceutical Products sl 438 gal) 3 alall CoSall il
showing that the scientific (alal) Sl oy puat il laia)
office asking for issuing 3 ) ghasall Gl paniinall Joauilly
permission letter for ginall 44
registration of Imported
products
17- Latest License of the Scientific el CiSalldad ; daal [
Office.
18- Declaration letter signed and o sida g Mina calall (Sl (ga ga3 |
stamped clarifying that the Sl Aol dmd Nl ol a
submitted license is the latest dad ) Gl 4 )
license of the scientific office.
19- | Valid & legalized Authorization | csba (e Gl die i (o i e |
letter or Agreement letter from |zl Lisdl aly jasiudldias
the License holder in Country | bl ¢ s 43 laa sa oY1 48,80
of Origin or Marketing s () il cliby
Authorization Holder in Juaels sl Lgie s alall il
Country of Origin or Mother 5, pemaiuna) 3¢ Jaandl) Adaif
Company to the scientific sl Jmall ks a5 oLl
office in Egypt clarifying raa B A il dad Hll alia
generic details and giving the
authorization to the scientific
office in Egypt to represent
and act on behalf of the
License holder and apply for
the registration and all
subsequent regulatory
procedures.
E- Cancellation of Registration Request Approvals (Through Google link)
GUIDELINE ON Dossier Requirements of Human
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Requirements pail) & glad Soft | Hard copy Original
copy to review
1- Covering letter signed with o gt g Adine A8 8 e a1
the authenticity of a bank 4 o e (S @i Aaa)
signature showing that the A8 ga elal) A 2S00 il
company is asking for Lealing ol Al Jaandll alla
cancellation of registration Al olhaally lais ga g 48,40
request approval and will not | Jealiiy Jisndl) alla 28 40
be received by the company. . raail)
Please clarify in the letter:
Application no. & Product
details.
14k gala

s Generic & el il agle a3iall (Allall) Lola L e Ll el dianl Sl sany w3880 8 Gadly S )l) Badiat (%)
e Y Ladh Lgia all a5 Jiad il JSI ) il deadll Qi | Line extension & ) saliie) jual) Jaaill

(L ed a8l 44 - senaall 2aal DAL Line Extension & dedial Gl bl (a seads ()

pll 4y~ gansall 2221l SRS [ine extension & 4yl G pasiuall Jaos Gl ) v ey gl IS HEl cladl =
(e Y dah din VT3 50) g (ilia) Jamas il UKD ) il Aendll) Qe 0555 o Sle Ly

AN Al 5 YA L eadl (gl SV e e A akay

Loed eM\mCM\ Aaall YA gabie] yurll Jaauaill dadsall il bl (ya geady *)
Aaxl) Qe ()5 o ol e w38l 4 g snuall 3300 GRS il ) puimationall Jaasi il asilly S ll Lo
(o Y Jadh i (Y15 e ) s i) Joas calla JSI ) jadll

Note:

(*) The company reserves its right to submit the number of registration requests permitted to it per
month according to the Case in EDA Chairman Decree 450/ 2023 on which the registration request is
submitted as Generic or as a line extension or as Non-Routine, with service fees for each registration
request 1000LE.

(*) Regarding registration request submitted as Line Extension, other than the number allowed per
month:

= Companies are allowed to submit 10 registration requests for human pharmaceutical products as
a line extension other than the allowed number per month, with service fee for each additional
registration request 10,000LE.

» The decision applies to all Cases 1,2 & 3.
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(*) Regarding registration request submitted as Non-Routine other than the allowed number per month:

= Companies are allowed to submit registration requests for human pharmaceutical products as a
non-routine other than the allowed number per month, with service fee for each additional
registration request 10,000LE.

(**) General Notes:

1- In the case of applying to register a new generic that is not in the drop-down list, it can be entered by
selecting a new generic and writing the active substance and it will be reviewed and added to the drop-
down list. (If this is not possible, you can contact the Systems and Information Unit for assistance in
entering it).

2- In case any of the information required to be entered in the drop-down list when applying for
registration requests on the automation system; you can contact the Systems and Information Unit to
assist in its entry.

EX: When submitting a new registration request with new dosage form not found in the drop-down list.

3- In case there is a scratch on the receipt or the receipt is not stamped or the company has not attached a
scanned copy of the original receipt for the submitted registration request, or the company has attached a
wrong receipt, the registration request will be rejected and the company can submit the request again
after fulfilling the conditions.

4- In the case of imported products submitted according to EDA Chairman Decree 450/ 2023 Case3, a
Certificate of Pharmaceutical Product CPP for the product must be brought from a reference country.

5- In the case of products imported or manufactured locally with a license from a foreign
company:

A. Companies are allowed to apply for registration with a valid Certificate of Pharmaceutical
Product CPP in the country of origin, directed to other countries, without the condition that it is
directed to the Egypt.

B. In Case that a valid CPP for the product is not available (whether directed to Egypt or any other
country), the company is allowed to submit a registration request accompanied by the following:
= A recent legalized letter from the company that owns the product abroad (License Holder)

showing the same CPP data (According to WHO Format) stating that the product is registered
and marketed in the country of origin, with the letter sent from the official email of the
company abroad to the competent department

= A copy of the product's registration certificate in the country of origin and it is possible to check
the accuracy of the data on the official website of the health authority of the country of origin.

= In both cases, the company, after knowing the status of the registration request (Open Box), is
obligated to bring a valid, legalized CPP directed to Egypt within the due date specified by the

GUIDELINE ON Dossier Requirements of Human
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EDA Chairman Decree 450/ 2023 Case on which the registration request is submitted, which
is given to the company to complete the required documents before issuing the registration

request approval, otherwise it will be cancelled.

6- In the case of products imported or manufactured locally with a license from a foreign company

The company is allowed to submit an Electronic Certificate of Pharmaceutical Product (eCPP)
without the need of legalization only under the condition that the company submit a method to
make sure the data in the submitted eCPP is correct.

GUIDELINE ON Dossier Requirements of Human
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WHO L etter Template

Exporting Country: ..................
Requesting Country: Egypt
Dear Egyptian Drug Authority;

On behalf of..."License holder or MAH name"............ I am certifying that the information of the
following product is correct and identical to the information which will be submitted on the CPP.
14 ST 0T 041

Generic Name(s), strength(s) and dosage:

This product is registered & actually on the market in the Exporting country.
Product License No. and issue date:

The manufacturer of this type of dosage form has been inspected.
The facilities and operations conform to GMP as recommended be the WHO.
Signature, stamp and date.

Notes: The declaration should be on the Product License Holder / Marketing authorization Holder
head letter.
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Innovator Letter Template

EXporting CoUNtry: ...
Requesting Country: Egypt
Dear Egyptian Drug Authority;

OnBehalfof ... I am Certifying here the Following information
for the INNOVatOr ProdUCt: ..o oo e e

Generic Name(s), strength(s) and dosage form of the product:

This product is registered & actually on the market in the Exporting country.

The Number of product License and date of issue is the following:

Product License Number:

The manufacturer of this type of dosage form has been inspected.
The facilities and operations conform to GMP as recommended be the WHO.
Notes:

The declaration should be on the paper of Product License Holder / Marketing authorization Holder.
Clarify in the declaration if Product License Holder or Marketing authorization holder.
The declaration should be legalized from the exporting country.

GUIDELINE ON Dossier Requirements of Human
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Requirements for Submission for registration request approval modification for Under-registration
Human pharmaceutical product

Requirements 4 glhall (3) 5Y) Original | Copy | Original
to review
Covering letter signed and stamped iz 4,8 (e llad N
showing that the company asking for s 4 a9 o sk g
approving registration request approval e A8 gall 348 il
modification and showing the Janutil) lla 388 g Jpaas
1- | modification needed. i ptlaall pandl S5 aa
(With the company's undertaking that the | —alall oL 48 )3l agai ax)
file submitted includes all approvals il gall DS Jady aall
issued for the product to date) i paniualls jalall
(46
2. Registration request Approval Janntil) lla 238 5 N
Documents showing that the product is sl Of 2l
still valid: el a4 bl il
= Scientific Committees approval or sl
submission (for non-referenced Aoalall lalll 4S8 6 @ N
products) 2l 5 Aaadiall
gl b al
3a2aql)
= Naming Approval or Submission o) &) jaaiiall) v
(Aaxa e
=  Pricing Approval or Submission ol auY) A3l 5e @
3. J...\é...a\.n.}i aniuall \
gl 3 aail
= Pharmacovigilance Approval or a2l
Submission (if found) b yendll A8 o @
2ila ¢l yeaaiill
= Any other documents.... gl A axail)
333al)
idag)l) 438l o0 @
2l 5l paniiall
gall 3 a2l
(35 Of)saasall
oA Gl gl e
Approved scientific Reference for salall ga all N
4- modification needed. (if found) Jraaill adiadll
sthall (a5 )
5- Receipt of 1000 L.E stamped from | leis call 4ied Juayl N
Financial department, General | 53l 3 )13Y) (e a 5ida
Administration of Drug Policy & shaphadll S 5
Planning & Central Administration of 5400 sal) Sl
GUIDELINE ON Dossier Requirements of Human
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Beilcs
Requirements 4 gthall (3) 45Y) Original | Copy | Original
to review
Pharmaceutical Products written on it: 48 yall 3,)10Y)
(product name & purpose) idaall D) jeaniull
anl adle (g2 g
(e ) g pumaiudl)
Alad)

(In case of imported or under-license products)
(Rl 3855 e a5 Llae Aaiiadl 5l 33 ) siual) Gl jasiud) Ala 3)

6- Valid & legalized new CPP with 33 CPP salgs \ N
modification needed (A8 50 5 4y )l ]
OR & sSe panivall
. sthaall daawil)
Valid Electronic Certificate of - o
Pharmaceutical Product (eCPP) (*).
Jshaid 4 5 5l 3ale
(20w) eCPP
(*)' .- ”
7- Valid GMP for the new manufacturing il GMP salgl N
site (in case of changing manufacturer o Alla 8 sl
for imported products) ) paaiiall abiadll
EJJM\

Note:

(*) In case of the required registration request approval modification is in dosage form:

o It will be accepted in case the modification is within the same row and same box (Attached Box
Distribution table).
e Otherwise, the company must submit a new registration request as a line extension.
(*) In case of the required registration request approval modification is in package information:
o It will be accepted in case the modification is within the same dosage type (single use or multiple
use) & same volume.
e Otherwise, the company must submit a new registration request as a line extension.

(*) In case of the required registration request approval is imported:

e The company is allowed to submit with Electronic Certificate of Pharmaceutical Product
(eCPP) without the need of legalization only under the condition that the company submit a
method to make sure the data in the submitted eCPP is correct.
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(*) Human Pharmaceutical Products Submitted for registration prior to the enforcement of the provisions
outlined in EDA Chairman Decree 450/2023 will remain subject to the regulations governing the
registration of previous human pharmaceutical products until the expiration of their marketing
authorization license.
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gl iliscs
Jitiall (g gaia b Adauall JSEY) et Jgia
Tablet .
(;: er_ Hard Gelatin Dragees Pilules Spansules
Solid unit . g (Tablet in Caplets | Lactabs| (Pills/ (Sugar coated
d f Film capsules French) Capsule) Pills /Capsule)
0539‘? orm Coated) P P
(traditional
Box | .
(Conventional Lozenges
) immediate
release) Gums
Soft Gelatin capsules
Flash Tabl
ash Tablets Melt tablets | Oro-
Quick Tablets 5oL vE IN Oro-disintegrating Dispersible
MOUTH only) Tablets
Solid Unit Chewable Tablets
Dosage Form
Box Il | (Fast sublingual Tablets
Immediate - - -
Release) Buccal Mucoadhesive Tablets (Buccal Mucoadhesive Tablets (prolonged only in mouth
for local effect or systemic effect)
effervescent Tablets Disintegrating Tablets Dispersible Tablets
Powder in Bottle
. . Powder /
Effervescent Granules/Powders (each dose will be reconstituted at
. Sachets
time of use
Enteric
- _ SR, CR, MR, XR Capsules / Tablet Depotabs Retard Capsules / Coated
Solid unit tablets
Tablet
Dosage Form
Box 11 .
(Modified Modified Release
release) p les in Bottl h
Modified Release Powder/Granules in Sachets owdef/Granu e |n' ottle (eac
dose will be reconstituted at
time of use
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_i_"'—f ’d/r‘;‘fz{) l"a{ :/
Oral . S oml | Drinking Powders Powdgrs/ . _(Oral foral
; Solutions ru Elixirs Joral  |(Emulsion/ |Emulsion| Suspensio
Preparation drops ampoules Jellys
p P Soluti S Gels y
(Liquid ps (Solution) usp.)
semisolid-
Box IV
Powder/

Granules for | Modified Release Oral Preparations
Reconstitution

)

Oral Paste

Buccal Oromucosal Gels

Box V

Preparation Oromucosal Sprays

Gargles Mouth washes

_ Solutions Suspensions Emulsions
Sterile

Box V1| Preparation Irrigation Solutions (LVP)
(injections)

Modified release Injections oily injections

Box
VI Implants

Sterile Prefilled Syringes

Preparation
S?rl (sterile Pen Filled Preparations

Prefilled )

Injections) Cartridges
Box IX Topical Cream
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Traditional
topical
Preparation

Topical gels/Emulgel

Topical ointments

Topical solutions

Topical lotions (if solution)

Topical Emulsions

Topical lotions (if Emulsion)

Topical Pastes

Poultices (Cataplasm)

Topical Nail Preparation

Topical Paints

Topical Shampoos

Topical Plaster

Topical Liniments

Roll on (Pack)

Non- Topical Sprays (Pressurized)
Traditional -
10| Box X rao_lltlona Topical Foams
Topical
Preparations [ Bag on valve (BOV)
Transdermal Patches (Transdermal Plaster)
11| Box Xl Transdermal Medicated dressings
Systems
Transdermal Semisolids
Vaginal Creams
Box | Vaginal & Vaginal ointments
12 I IUD

Preparations

Vaginal Foams

Vaginal Ovules/Pessaries

Vaginal Capsules Vaginal Tablet
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Medicated IUD

Vaginal Rings (Diaphragm)

Vaginal Sponges

Vaginal Douches

13

Box
X1

Rectal
Preparations

Rectal suppositories

Rectal Tablets Rectal Capsules

Rectal Creams

Rectal ointments

Enemas

Rectal Foam

14

Box
X1V

Eye/ear
Preparations

Viscous

Solutions Liquids (Soln)

Viscous Liquids

Drops Suspensions (Susp)

Gels

Ointments

Ocular Injections

Ocuserts

Creams (Not Found)

Sprays (Not Found)

15

Box
XV

Nasal
Preparations

Nasal Drops

Nasal Solutions

Nasal Sprays

Nasal Viscous Liquids

Nasal Gels

Nasal Ointments

Nasal Creams (Not Found)

Nasal Powder
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gl iliscs
Rota Tabs
Capsules
Box -
16 VI Inhaler Solutions
Powders
aerosols
Box
17 N Nebules Respules
Box Oral Soluble N .
| | Wafer
18 VI | Films Thin Film Wafer Sublingual Wafe

Requirements for submission for replacement of lost registration request approval for
under-registration Human pharmaceutical product

. 5 g - Original
Requirements 4 9llaal) (3) 0¥ Original | Copy s e
1- | Covering letter signed and stamped Saina 4S8 (e N
showing that the company is asking for s 4 T ga a5k
issuing replacement of lost registration (sle A8 gall 84S il
request approval & clarifying application | ks 4s) gl 28l Jay jlaa)
number, product details. Gl b 5o g Jonuatl)
(With the company's undertaking that Jaldi § 438 gall o8
the file submitted includes all approvals _panioll
issued for the product to date). Calll ol AS N agai ga)
i) gall A8S Jady piall
in paniuadl 3 jalall
(46
2- Registration request approval copy (if Jinudll (il 38) 543 ) gaca N
found) (=2250)
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9]
=
Q.
@
=
@

LAz
Requirements 4 plhaall (31,49 Original | Copy el
to review
3- Documents showing that the product is J ke il G adie
still valid: sl le) ) 31
= Scientific Committees approval Aaalal) (lall) 48 ga
or submission (for non- Al dida o) daradiall
referenced products) saxsall dlgal) 3
= Naming Approval or Submission sl & paaiiall) N
= Pricing Approval or Submission (o> e
= Pharmacovigilance Approval or ol anY) ds8l e w
Submission (if found) 2ila ¢ yeaniill N
*  Or any other documents... 820l Algall 8 )
EM\ Mﬁ\}A n
2ila gl jeaaiill
3aaaall Algall 8 i)
ALiyl) 4@l 5o J
il gl paniuall
Baaaall Algall 8 i)
(=250
Clatiae gl 5w
S
4- Police Report with product details. (Uanw) aadll 3 Sha N \
) 5o il 4n ) 5S2e
ALS i) il
5- Receipt of 500 L.E stamped from lesad died Jla) N
financial department, General BV (e o st gia
Administration of Drug Policy & shadaddll S e 5 Al
Planning & Central Administration of 540 all Clubyd)
Pharmaceutical Products written on it: 48 el 3oy
(product name & purpose) Aalaall Gl paaiiall
sl dgle (50
(e s ) 5 sl
Alad)

Note:

(*) Human Pharmaceutical Products Submitted for registration prior to the enforcement of the provisions
outlined in EDA Chairman Decree 450/2023 will remain subject to the regulations governing the
registration of previous human pharmaceutical products until the expiration of their marketing

authorization license.
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Requirements for submission for Changing Applicant for Under-registration Imported
Human pharmaceutical product

Items 4 plhaal) (31 ,5Y) Original | Copy | Original
to
review

Covering letter (new applicant) signed pia) 4S5l e e N
and stamped showing that the company (e il il
1- | asking for approving changing the ‘\-'\mar f;ﬁi{; aiza
applicant with product name, generic R
details, Concentration, license holder, T‘u" pse e 9“‘\
manufacturer and company profile code ‘ g 4"3’5 e d‘“"“&\
(With the company's undertaking that | = ?S Z0 ‘m\
the file submitted includes all approvals ggﬁoaﬁy p?;fJ;I:a s
issued for the product to date) i< )Msu =2l code
) Ol AS il gl as)
i) sall 43S Jady p3iall
JPREN )aaf\.umﬂ EJJLA\
(430
Registration request Approval el s 288) 0 N
3- Documents showing that the product is | Jite sasiual o} 2éde
still valid: Glelyal (B Lk J
= Scientific Committees approval or il
submission (if found) Aalall (lalll 43 5
= Naming Approval or Submission ke 5l deaadid)
*  Pricing Approval or Submission Baaaall Algal) A ool \
= Pharmacovigilance Approval or ol Yl 438) 5
Submission (if found) Sl sl et
*  Or any other documents. .. saaaall Algall B paidl
B):\Mﬂ\ fus\}q
2igla ¢l jeastiill
saaal) dlgall 3 paiil
s 43) ge
2igla ol jeaatiill
sl Al i il v
Calatiig Lﬁ‘ B
5 A
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9]
=
Q.
@
=
@

Items 4 glhall (3) 5Y) Original | Copy | Original
to
review

4- CPP showing that the product is e pasiuesiled N N
registered and actually in the market of Ol s zia e (CPP)
the exporting country. (Valid and signed | Js'ies dawe juasivall
from ministry of health and legalized : L‘*““ )5l :\lel\ o
from the chamber of commerce and 505 Oetasitasdy )
Egyptian embassy) (A G s s Annl
Al 3 landl 5 4 il
g oAl Al (e - AL
(lee

5- Authorization letter for the new AL e i N N
applicant. (Valid and legalized from the el pantisall alin
chamber of commerce and Egyptian Asall diadll lla
embassy) Al e ey gl
A ) 5l 5 4 el
(A translated letter from an goAtall L) e el
accredited translation center must be (e
submitted) il Ay 5 s g0
(e Aoz 55 3830 s

6- Termination letter for the old applicant O o sl elgdl s N N
(legalized from the chamber of il daalia 48 L)
commerce and Egyptian embassy) ) Jonil) alla i
L)laall Al (e (Fige )
(A translated letter from an g Ik Ay a3 el
accredited translation center must be (teie g oaiuall aldl (e

submitted) el den 7 jbia) 8d)
(Maina a5 S 50 000
S
pdia (38 e Jolull
adia U Qo) il
) sl sl il
A lail) 4zl (e (3 5
gL A el B il
(Lo g Al ald) (e
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9]
=
Q.
@
=
@

sl
Items 4 glhall (3) 5Y) Original | Copy | Original
to
review

7- Submit Receipt of 1000 L.E stamped Leia alf 4 Jual N
from financial department, General s Aallall 3 )oYl (e sida
Administration of Drug Policy & Gl g Jaghddll <
Planning & Central Administration of 435S pall 3 laY) 5 Al all
Pharmaceutical Products written on it Llasall Gl janioll
all generic details & purpose il S e s2as
e ) g et
Alaud)

8- Submit Receipt of 1000 L.E and e adall Juay) 3l ) N
10000LE stamped from financial Y5 ke s Lgaia il
department, General Administration of BV e asita Lgaia
Drug Policy & Planning & Central shhaill S e 4l
Administration of Pharmaceutical 5IY) 5 Al sall )
Products written on it all generic details il panianall 4y Sl
& purpose (In case changing applicant RS e ) gra s Al
fror_n Scientific Office to Scientific il pemnidll il
Office) et Al d) adl
(A (el

0- Submit Receipt of 1000 L.E and diad adall Jlay) (34 ) N
5000LE stamped from financial Y ded s Lgaia all
department, General Administration of BV e psita Lguia
Drug Policy & Planning & Central ghdhadll S e g alal
Administration of Pharmaceutical 3V 5 Al sall )
Products written on it all generic details il peaniunall 4y Sl
& purpose (.Ir? case .changing applicant RS e ) gra s Al
from Scientific Office to Company) sl s il il
aad Alla ) dladdl (g
JJ_’:LA.M GJL ‘)M
(S5 ) e e (g
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9]
=
Q.
@
=
@

gl iliscs
Items 4 glhall (3) 5Y) Original | Copy | Original
to
review
10- Submit Receipt of 1000 L.E and Alad adall Jlay) (34 ) N
15000LE stamped from Financial e dwad 5 L all
department, General Administration of O pside Lgin Y
Drug Policy & Planning & Central 3Se s dllall 5 0yl
Administration of Pharmaceutical i) g Jadasil
Products written on it all generic qletails 23S pal) 5 aY) Al gl
& purpose (In case changing applicant ool ] soaniadll
from Company to Scientific Office) il S 4l g
O a5 sl
ade Huai Al 8) dlaul)
k;\ 2\5)...'1: (e 2 slasa u,—‘L
11- A copy of the importer's register of the Jas 38 (a3 5eaa N
new applicant. Gl il () siasall
Al Jadll

Note:

(*) Human Pharmaceutical Products Submitted for registration prior to the enforcement of the provisions
outlined in EDA Chairman Decree 450/2023 will remain subject to the regulations governing the
registration of previous human pharmaceutical products until the expiration of their marketing
authorization license.
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Requirements for Submission for Changing License Holder for Under-Registration
Imported Human pharmaceutical product

Items 4 sthall () 5Y) Original | Copy | Original
to
review
1- Covering letter signed and Mixe A8l e llad -] N
stamped showing that the A8l bl 4y Lain g a gk
company asking for approving A<,al juas e 438 all S
changing license holder with D4 S pasiuall ASIL)
product name, generic details, sl 5 0 S yig ¢ panivall aul
Concentration, old license el 5 ¢ Aaasl) AT A 30
holder, new license holder, ol ¢ 3aaal) A< AS L))
manufacturer and Company dis gl ¢lsa
Company profile code. 48 il =l profile code
(With the company’s calall o A8 L8l gl aa)
undertaking that the file lad) gall A1 Jady axial)
submitted includes all S paaiuall 5 jalall
Approvals issued for the product (430
to date).
2- Latest Permission letter in case | o Ala (8 zy i lad Eaaal 22 N N
the applicant is a scientific eale S llall i
office.
3- Registration request Approval Jaaonil) alla 4380 50 -3 N
4- Documents showing that the Lok Jke rantisdll o 3l -4
product is still valid: sl el jal 4
= Scientific Committees Goalall lalll 388 g m N
approval or submission (for Al a5l Auanadiall
non-referenced products) Baxaall dlgal) 8
oudl & paaiiiall)
(Aaxa e
= Naming Approval or ol any) dsil ge  m \
Submission adil) il 5l jmaill
saaaall dlgall 8
= Pricing Approval or aniiall 3 pandl) 48 0w ~
Submission gl 8 paiil) aida
3a2aql)
=  Pharmacovigilance Approval | sl sasivdl dkid) 46 50 \
or Submission (if found) gl 8 paiill nila
(25 ol)saradl
=  Any other documents.... A Clatie g m v
5- Valid new CPP with (CPP) Jia pasiuasiled -5 N N
modification needed showing o) gy a5 B2
that the product is registered and | Jasse yasieall of 5 aslladl)
actually in the market of the e )l gl Al & Jglaia g
exporting country. (Valid and 8 )5 (e A it g A )
signed from ministry of health A jall (e A8 ga g Al
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Items 4 shaall (31 ,5Y) Original | Copy | Original
to
review
and legalized from the chamber 4 ) 3l 5 4, el
of commerce and Egyptian (e zoatuall Al (e z JlAIL
embassy) S
Or ranine J gl 4 g i) 3ol
Valid Electronic Certificate of (}20b) €CPP (e
Pharmaceutical Product (eCPP) 0.yt
)
6- Authorization letter from the new A, e gy s s -6 N N
license holder stating that it’s the | zeia s saall janivall dala
new owner and clarifying the e all pumsiodl Cala il
product trade name and giiall (g ladll an¥) a5
concentration. Sl
(Valid and legalized from the 4 el (e Bises 5 l)
chamber of commerce and 4 paall 5 jlad) g 4 sl
Egyptian embassy) Leie 7 yaiaad) Al (e HAM
(
7- Declaration letter from the new Baaal) ASILG A8 550 e a8 -7 N N
License holder clarifying that A A puad an g Y il
there is no change in product 4y sk ¢ pumaiuall Cliial 5
composition, specification, 538l 45y Hha 5 caial)
manufacturing process and 35l
container/closure system. 48 all e (3 909 5 )
(Valid and legalized from the 4 paall 3 )il 5 4 jlal)
chamber of commerce and e z okl Al (e LAl
Egyptian embassy) (
8- Receipt of 5000 L.E stamped Leia Y1 dsed dlad Jlay) -8 N
from stamped from Financial S e s AW 31 e o 51t
department, General Al gall Sl g Jaydadsl)
Administration of Drug Policy & Gl il 43S jall 5 )10Y)
Planning & Central pul e () 53a 5 Adanuall
Administration of ) e (a3l 5 prmaiid)
Pharmaceutical Products written ASILl) A8 i) e Al
on it: (product name & purpose) an il
in case of changing License
Holder.
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gl iecs

Note:

(*) The company is allowed to submit with Electronic Certificate of Pharmaceutical Product (eCPP)
without the need of legalization only under the condition that the company submit a method to make sure
the data in the submitted eCPP is correct.

(*) Human Pharmaceutical Products Submitted for registration prior to the enforcement of the provisions
outlined in EDA Chairman Decree 450/2023 will remain subject to the regulations governing the
registration of previous human pharmaceutical products until the expiration of their marketing
authorization license.
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Requirements for submission for Registration Request for Human Pharmaceuticals
with Type of Marketing Tender & Export or Export Only

o Soft | Hard [Original to
Items Gl c .
i sl opy | copy | review

1. Registration request form 9 LS ) daaall Gl 3 503 ] N
stamped by company stamp (il alal) Ll & 38 s
(according to the form Gus e 0ol el
attached AS 5l Kias e sida 5 48 L4
in the submission link)

2. Submit Receipt of 1000 L.E Al aiad aadll Jua 3l 2 N daal ol
stamped from financial 3 “-J“-‘:“Ljﬁ‘j‘ e eﬁw‘* leia &l Jla
department written on it: . ;"L“M" )S > o=l

d R @)S)A” aJ‘JY‘ }4_\.\‘}.\3\ d.‘lidl_’
(product generic name, st s Idauall ) yanineall ol
concentration & dosage form ey 481 ale - i&,
with type of marketing tender Aol e el 5 pastull d‘“‘*‘j: -
& export or export only) Jshall g 53y ((dimns lla) (O e

Lﬁ‘)bm
alall
plasi 5 3aa 1L
Aadga s ) sea
Slod nd Ale
Juayl
3. Receipt of 15000 L.E stamped Qll jde Al diad Jual 3 N
from financial department written 3 QLYY (e agide 4
.. . }:\:\:\‘}JM &L&M\ }L—\L&-\X.’ A% \ ‘}S)A
on it: (product generic name, A . .
. . A_a\)..a;.u.mﬂ A_USJ,J\ an‘)ﬂ
concentration & dosage form with iy GBS ade o sray dlaal
type of marketing tender & export dawdl e il s eaniodll
or export only) doall g5y (Jead b
L yaal o cilallic gyl
4. Link of the approved scientific 5 il plel) gl bl 4 v
Reference and copy of the leaflet (if (325 0) Ak ) 5a
found)
Note:

(*) Human Pharmaceutical Products Submitted for registration prior to the enforcement of the provisions
outlined in EDA Chairman Decree 450/2023 will remain subject to the regulations governing the
registration of previous human pharmaceutical products until the expiration of their marketing
authorization license.
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SECTION TWO

Requirements for Submission of Trade Name Requests
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SECTION TWO: Requirements for submission of Trade Name Requests

This section will provide information about Requirements for Submissions of Trade Name
Request for Under-registration Human pharmaceutical product

No. Documents Notes
Trade name approval for local marketing products
A- Trade name approval for export or Export & Tender
1 | Registration request Scan of original
2 | Trade name application form ( )
3 | Reference leaflet In case of Reference Products.
4 | Trade name approval letter or In case of already approved trade name for the same
registration license. generic

5 | Monograph of the product according to | In case of Compendial Products
latest edition of pharmacopeia

6 | Scientific committee approval In case of Non-Reference Products

7 | Valid legalized CPP In case of imported products or under- license products.
B- Name Change

1 | Cover letter On company letter head signed, stamped and dated.

2 | Trade name approval letter For Under Reg Products

3 | Registration License In case of Registered Products

4 | Trade name application form ( )

5 | Fees payment receipt. According to the published submission link
C- Name Change for Export

1 | Registration License

2 | Cover letter On company letterhead signed, stamped and dated,
Specifies the requested trade name for export and names
of the countries where the product will be exported.

3 | Fees payment receipt According to the published submission link

GUIDELINE ON Dossier Requirements of Human
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D- Naming Letter Correction

1 | Registration request

2 | Trade name approval letter Specifies data to be corrected

3 | Cover letter On company letterhead signed, stamped and dated,
specifies data to be corrected

4 | Fees payment receipt According to the published submission link

E- Replacement Certificate

1 | Registration request Scan of original

2 | Trade name approval letter If available

3 | Police report

4 | Fees payment receipt. According to the published submission link
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Trade Name Application Form

Application No: .......c.e.ueet

To be filled by Company

English Name

Arabic Name

Similarity
Score (%)

To be Filled by EDA

Reason for Refusal

PO N|O| O B W N -

N.B. Names are reviewed according to the sequencing.
Declaration: The Company acknowledges that the chosen name from the names provided above

is the final name and not subject to amendment.
Stamp

/

37| Page
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Applicant Signature
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SECTION THREE

Requirements for Submission of Pharmacovigilance
File
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SECTION THREE: Requirements of Submissions of Pharmacovigilance File
ddavall A8 dalald) 5 00 S g 5KV JLELLY) 38) 3 do dadiall 4 glaal) culdlall

sAdasal) a0 Lalad) 5100 2 g ) i) 38 o8 o asled Al S e oY) pliind (1a ST pla s

% Cover letter

v' Date (maximum two days before date of submission)

v" Signed QPPV (actual original signature not print screen)
v Signed CEO (only in the contexts mentioned below)

v’ Stamped (A8, piis o 5ida)

v' In context of ......
NB: The context of submission mentioned in the cover letter should be matched with the submitted
documents attached on the link.

v' Company paper

v PDF

v Type of document/Name of the product

% Delegation letter (v sdill (1 3 5:)

+» In case of amendments:

MAMH is required to attach EPVC amendment letter along with the submitted documents.
el Colaiisall ae Aglasal) A3 3130 (e abial) Gladd) (38 ) AS Lal e ey ¢ YLK agali Al 8 4il Aaa e o
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M) U dualdd) 4 glhaal) < atical)
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SECTION FOUR

Requirements for Submission of Quality Module

GUIDELINE ON Dossier Requirements of Human
45|Page Pharmaceutical Products for Registration & Reregistration

Code: EDREX: GL.CAP.Care/CAPP.002

Version/Year: 4/2023



Central Administration of Pharmaceutical Products
Central Administration of Pharmaceutical Care

oS (B sy P oS
s LSV E =

SECTION FOUR: Requirements for Submission of Quality Module

Arrangement Guidance for Submission of Quality Module

This section will provide information about Requirements for Submission of Quality
Module for Human pharmaceutical product

The Quality Module soft file should be arranged to contain two folders according to the following:

I- Folder Name:
Administrative Documents (Product name, Strength & Dosage form)
To contain the application form and administrative documents, as separate PDFs for each
document according to the Quality Module Submission Guidance.

I1- Folder Name:
Quality Module (Product name, Strength & Dosage form)
To contain the following folders, subfolders & files, as follows:

MODULE 3 Item Type of Document
31 TABLE OF REQUIREMENTS OF MODULE 3 Separate PDF
3.2 BODY OF DATA Folder
""S-Part"'
325 Drug substance (or active pharmaceutical ingredient (API) | Sub Folder of BODY OF
- (S part) DATA
3251 General information (Name- Manufacturer) (S) Sub Folder of Drug substance
3.2S5.11 Nomenclature (name, manufacturer) (S) Separate PDF
32512 Structure (name, manufacturer) (S) Separate PDF
3.25.1.3 General Properties (name, manufacturer) (S) Separate PDF
3.2.58.2 Manufacture (name, manufacturer) (S) Sub Folder of Drug substance
32521 Manufacturer(s) (name, manufacturer) (S) Separate PDF
32599 Description of Manufacturing Process and Process Controls
T (name, manufacturer) (S) Separate PDF
3.28.23 Control of Materials (name, manufacturer) (S) Separate PDF
Controls of Critical Steps and Intermediates (name,
3.25.24
manufacturer) (S) Separate PDF
3.28.25 L )
Process Validation and/or Evaluation (name, manufacturer) (S) | Separate PDF
3.2.5.2.6 Manufacturing Process Development (name, manufacturer) (S) | separate PDF
3.2.5.3 Characterization (name, manufacturer) (S) Sub Folder of Drug substance
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32531 Elucidation of Structure and other Characteristics (name,

e manufacturer) (S) Separate PDF
3.2.5.3.2 Impurities (name, manufacturer) (S) Separate PDF
3.2.54 Control of Drug Substance (name, manufacturer) (S) Sub Folder of Drug substance
32541 Specification (name, manufacturer) (S) Separate PDF
3.254.2 Analytical Procedures (name, manufacturer) (S) Separate PDF

3.2.54.3 Validation of Analytical Procedures (name, manufacturer) (S) Separate PDF
3.2.5.44 Batch Analyses (name, manufacturer) (S) Separate PDF

3.2.545 Justification of Specification (name, manufacturer) (S) Separate PDF
3.2.5.5 Reference Standards or Materials (name, manufacturer) (S) | Sub Folder of Drug substance
3.2.5.6 Container Closure System (name, manufacturer) (S) Sub Folder of Drug substance
3.2.5.7 Stability (name, manufacturer) (S) Sub Folder of Drug substance
3.2.5.7.1 Stability Summary and Conclusions (name, manufacturer) (S) Separate PDF
395792 Post-approval Stability Protocol and Stability Commitment Separate PDF

T (name, manufacturer) (S)
3.2.5.7.3 Stability Data (name, manufacturer) (S) Separate PDF

3.2.P: Drug product "P-Part™

3.2.Ps Drug product (P part) Sub Folder of Body of Data
3.2P.1 Description and Composition of the Drug Product Sub Folder of Drug product
(name, dosage form) ,

& contains separate DPF
3.2.P.2 Pharmaceutical Development (name, dosage form) Sub Folder of Drug product
3.2P.21 Components of the Drug Product (name, dosage form)
3.2P.211 Drug Substance (name, dosage form)
3.2P.21.2 Excipients (name, dosage form)
3.2.p.2.2 Drug Product (name, dosage form)
3.2P.221 Formulation Development (name, dosage form). One PDF or multiple documents
3.2.P.222 Overages (name, dosage form) can be submitted in this section
3.2.pP.2.2.3 Physicochemical and Biological Properties (name, dosage

form)
3.2.P.2.3 Manufacturing Process Development (name, dosage form)
3.2.P.24 Container Closure System (name, dosage form).
3.2.P.25 Microbiological Attributes (name, dosage form)
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3.2.P.2.6 Compatibility (name, dosage form)
3.2.P.3 Manufacture (name, dosage form) Sub Folder of Drug product
3.2P.31 Manufacturer(s) (name, dosage form) Separate PDF
3.2P.3.2 Batch Formula (name, dosage form) Separate PDF
32pP33 Description of Manufacturing Process and Process Controls | Separate PDF
(name, dosage form)
39p34 Controls of Critical Steps and Intermediates (name, dosage | Separate PDF
form)
3.2.P.35 Process Validation and/or Evaluation (name, dosage form). | Separate PDF
3.2.P.4 | Control of Excipients (name, dosage form) Sub Folder of Drug product
3.2.P.4.1 | Specifications (name dosage form) Separate PDF
3.2.P.4.2 | Analytical Procedures (name, dosage form) Separate PDF

3.2.P.4.3 | Validation of Analytical Procedures (name, dosage form) Separate PDF

3.2.P.4.4 | Justification of Specifications (hame, dosage form) Separate PDF
Excipients of Human or Animal Origin (name, dosage Separate PDF
3.2.P.45
form)
3.2.P.4.6 | Novel Excipients (name, dosage form Separate PDF
3.2.P.5 | Control of Drug Product (name, dosage form). Sub Folder of Drug product
3.2.P.5.1 | Specification(s) (name, dosage form) Separate PDF
3.2.P.5.2 | Analytical Procedures (name, dosage form) Separate PDF

3.2.P.5.3 | Validation of Analytical Procedures (name, dosage form) Separate PDF

3.2.P.5.4 | Batch Analyses (name, dosage form Separate PDF
3.2.P.5.5 | Characterization of Impurities (name, dosage form) Separate PDF
3.2.P.5.6 | Justification of Specification(s) (name, dosage form) Separate PDF

3.2.P.6 | Reference Standards or Materials (hame, dosage form) | Sub Folder of Drug product

3.2.P.7 | Container Closure System (name, dosage form) Sub Folder of Drug product
3.2.P.8 | Stability (hame, dosage form) Sub Folder of Drug product
3.2.P.8.1 | Stability Summary and Conclusion (hame, dosage form) Separate PDF
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32P8.2 Post-approval Stability Protocol and Stability Commitment | Separate PDF
(name, dosage form)

3.2.P.8.3 | Stability Data (name, dosage form) Separate PDF

3.2.A APPENDECIES Sub Folder of Body of Data

32A1 Facilities and Equipment Separate PDF

3.2.A.2 Adventitious Agents Safety Evaluation Separate PDF

3.2.A3 Excipients Separate PDF

3.2.R Regional Information Sub Folder of Body of Data

3.2.R.1 Production documents Sub Folder of Regional Information
3.2R.1.1 Executed production documents Separate PDF
3.2R.1.2 Master production documents Separate PDF
3.2.R.2 Analytical Procedures and Validation information Sub Folder of Regional Information
3.3 Literature References Separate PDF

General notes:

1. Folders and documents name should include section number and section name.
(e.g.: 3.2.P.8.1 Stability Summary and Conclusion)

2.
3.
4.

Searchable PDFs are preferred.
Bookmarking is preferred.

For “S-Part”: separate PDFs are preferred, if available by the API manufacturer.
5. All documents of the Quality module should be submitted in English language.
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= Guidance on Content of the Quality Module

I- Quality Module

General notice regarding submission of Quality Module

3.1 : Table of contents of Module 3:

A table of content for the filed product dossier should be provided

3.2 : Body of data

3.2.S: Drug Substance "'S-Part™

The applicant should clearly indicate at the beginning of the API section how the information on the API for each
API manufacturer is being submitted:

= Option 1: Confirmation of API prequalification document
= Option 2: Certificate of suitability of the European Pharmacopoeia (CEP)
= Option 3: API master file (APIMF/DMF)

= Option 4: Full details in the Product Dossier

= Copy of the latest version of the CEP (including any annexes) should
be provided.

-CEP data should be consistent with that available online on EDQM

certification Database.
In case of Option 2:

. o = The declaration of access, should be duly filled out by the CEP holder
Certificate of Suitability of the in order to authorize the applicant company to use the CEP in support
European Pharmacopoeia (CEP) of its marketing authorization application (MAA).

-And should include the name of pharmaceutical company (FPP
MAH/Manufacturer), the name of the medicinal product(s).

= Written commitment that the applicant will inform EDA in the event
that the CEP is revised, renewed or withdrawn by EDQM should be
submitted.

= Copy of the most recent European Monograph for the API is required.

APIDMF Atypical DMF
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In case of Option 3:
API master file (APIMF) /(DMF) = A copy of the letter of access/authorization from the DMF holder

procedure should be provided in the Product Dossier.

= Restricted Part should be submitted from APl Manufacturer.

Clause Item General Notice

3.2.S.1 General Information

= |nformation on the nomenclature of the API should be provided. For
example:
= (recommended) International Non-proprietary Name (INN);
= compendial name, if relevant;
3.2S5.1.1 Nomenclature = chemical name(s);
= company or laboratory code;
= Other non-proprietary name(s) (e.g. national name, United
States
= Chemical Abstracts Service (CAS) registry number.

= The structural formula, including relative and absolute
3.25.1.2 Structure stereochemistry, the molecular formula and the relative molecular
mass should be provided.

= The physical and chemical properties of the API should be discussed,
including the physical description, solubilities in common solvents
(e.g. water, alcohols, dichloromethane, acetone), quantitative aqueous
3.25.1.3 General properties pH solubility profile (e.g. pH 1.2 to 6.8, dose/solubility volume),
polymorphism, pH and pKa values, UV absorption maxima and molar
absorptivity, melting point, refractive index (for a liquid),
hygroscopicity, partition coefficient.

3.2.S.2 Manufacture

=  The name, address and responsibility of each manufacturer, including
325821 Manufacturer(s) contractors, and each proposed production site or facility involved in
manufacturing and testing should be provided.

= [nformation should be = Brief description with
provided to adequately manufacturing process flowchart
Description of describe the manufacturing including materials used
325992 manufacturing process and process controls.
process and process including:

controls )
= aflow diagram of the

synthetic process(es) should
be provided that includes
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molecular formulae, weights,
yield ranges, chemical
structures of starting
materials, intermediates,
reagents and API reflecting
stereochemistry, and
identifies operating
conditions and solvents.

= A sequential procedural
narrative of the
manufacturing process
should be submitted.

= Alternate processes should
be explained and described
with the same level of detail
as the primary process.

= Reprocessing steps should be
identified and justified.

Note: Where the APIMF (DMF)
procedure is used, a cross-
reference to the Restricted part of
the APIMF may be indicated for
confidential information. In this
case, if detailed information is
presented in the Restricted part,
the information to be provided for
this section includes a flow chart
(including molecular structures
and all reagents and solvents) and
a brief outline of the
manufacturing process, with
special emphasis on the final steps
including purification procedures.

= Materials used in the = Optional
manufacture of the API (e.g.
raw materials, starting

* Control of materials, solvents, reagents,

materials catalysts) should be listed

identifying where each

material is used in the

process.

3.2.5.23
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3.2.5.24

* Controls of
critical steps and
intermediates

Critical steps: Tests and
acceptance criteria (with

justification including
experimental data) performed
at critical steps identified in
3.2.5.2.2 of the manufacturing
process to ensure that the
process is controlled should
be provided

Intermediates: Information
on the quality and control of
intermediates isolated during
the process should be
provided.

Optional

3.25.25

* Process
validation and/or
evaluation

Process validation and/or
evaluation studies for aseptic
processing and sterilization
should be included.

Optional

3.2.5.2.6

* Manufacturing
process
development

A description and discussion
should be provided of the
significant changes made to
the manufacturing process
and/or manufacturing site of
the API used in producing
comparative bioavailability or
biowaiver, scale-up, pilot and,
if available, production-scale
batches.

Optional

Note: * Where the APIMF procedure is used, a cross-reference to the Restricted part of the APIMF is considered
sufficient for this section.

3.2.S.3 Characterization

Elucidation of

Confirmation of structure
based on e.g. synthetic route

Optional

3.2.8.3.1 structure and other and spectral analyses should
characteristics be provided. Information such
as the potential for isomerism,
the identification of
GUIDELINE ON Dossier Requirements of Human
53|Page Pharmaceutical Products for Registration & Reregistration

Code: EDREX: GL.CAP.Care/CAPP.002
Version/Year: 4/2023




Central Administration of Pharmaceutical Products
Central Administration of Pharmaceutical Care

oS (B sy P oS
L E =

stereochemistry, or the
potential for forming
polymorphs should also be
included.

3.2.5.3.2

Impurities

Details on the principles for
the control of impurities (e.g.
reporting, identification and
qualification) are outlined in
the ICH Q3A, Q3B and Q3C
impurity guidelines.

A discussion should be
provided of the potential and
actual impurities arising from
the synthesis, manufacture, or
degradation of the API “This | = Brief description of possible
should cover starting impurities

materials, by-products,
intermediates, chiral
impurities and degradation
products and should include
the chemical names,
structures and origins.”.

Residual solvents, elemental
risk assessment and
Genotoxic risk assessment
should be provided.

3.2.5.4 Control of the API

32541

Specification

Copies of the API specifications, dated and signed by authorized
personnel should be provided, including specifications from each API
manufacturer as well as those of the FPP manufacturer.

Specifications should be presented in a tabular form contains a list of
tests, references to analytical procedures (updated version) and
appropriate acceptance criteria,

Copy of the recent Monograph for the API should be submitted “if
applicable”.

In case where there is more than one APl manufacturer, the FPP
manufacturer’s API specifications should be one single compiled set
of specifications that apply to the APl from all manufacturers.
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=  The analytical procedures = QOptional
used for testing the API
should be provided.

= Copies of the in-house
Analytical analytical procedures used to
procedures generate testing results
provided in the PD, as well as
those proposed for routine
testing of the API by the FPP
manufacturer, should be
provided.

3.258.4.2

= Analytical validation = Optional
information, including
experimental data for the
analytical procedures used for
testing the API, should be
provided.

= Copies of the validation

reports for the analytical
Validation of procedures used to generate
3.2.54.3 analytical test results provided in the
procedures PD, as well as those proposed
for routine testing of the API
by the FPP manufacturer,
should be provided.

= Asrecognized by regulatory
authorities and
pharmacopoeias themselves,
verification of compendial
methods can be necessary.
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= Description of batches and = Certificates of analysis (COA)
results of batch analyses
should be provided.

= Batches analysis should be
recent.

= The information provided
should include batch number,
batch size, date, production
site of relevant API batches &
the use of the batch
(comparative bioavailability
or biowaiver studies,

3.25.44 Batch Analyses preclinical and clinical data (if

relevant), stability, pilot-scale,

production-scale batches).

= Results should be provided
from at least two batches of at
least pilot-scale from each
proposed manufacturing site
of the API.

= Copies of the certificates of
analysis, both from the API
manufacturer(s) and the FPP
manufacturer should be
provided.

Justification of = The justification for certain tests, analytical procedures and acceptance

32545 specification criteria should be provided

3.2.S.5 Reference standards or materials

= |nformation on the reference | = Optional
standards or reference
materials used for testing of

the API should be provided.
Reference

3.25S5 standards or = The source(s) of the reference
materials standards or materials used in
the testing of the API should
be provided (e.g. those used
for the identification, purity,
and assay tests).
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3.2.5.6 Container-closure system

= A description of the = Brief description only
container-closure system(s)
should be provided, including
the identity of materials of
construction of each primary
packaging component and
their specifications. The
specifications should include
description and identification
(and critical dimensions with
drawings, where appropriate).
Non-compendial methods
(with validation) should be
included, where appropriate.

= For non-functional secondary

packaging components (e.g.
Container-closure those that do not provide
system additional protection), only a
brief description should be
provided. For functional
secondary packaging
components, additional
information should be
provided.

3.2.5.6

= The suitability should be
discussed with respect to, for
example, choice of materials,
protection from moisture and
light, compatibility of the
materials of construction with
the API, including sorption to
container and leaching,
and/or safety of materials of
construction.

3.2.5.7 Stability

= The types of studies = QOptional
Stability Summary conducted, protocols used and
and Conclusions the results of the studies
should be summarized. The
summary should include

325871
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results, for example, from
forced degradation studies
and stress conditions, as well
as conclusions with respect to
storage conditions and retest
date or shelf-life, as
appropriate.

= Primary stability study = Optional
commitment:

In case of the available long-
term data on the stability of
primary batches do not cover
the proposed retest period,

a written commitment (signed
and dated) to continue long-
term testing over the retest
period should be included in
the dossier when relevant.

Post-approval = Commitment stability studies:
Stability Protocol
and Stability
Commitment

3.25.7.2 In case of stability data were
not provided for three
production batches, written
commitment (signed and
dated) should be included in
the dossier and the stability
protocol for the commitment

batches should be provided.

= Ongoing stability studies:

A written commitment
(signed and dated) for
ongoing  stability studies
should be included in the
dossier.

The actual stability results = Optional
used to support the proposed
retest period should be

32513 Stability Data included in the dossier.

The Data should be submitted
in a tabular form including:
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(Manufacturing date,
manufacturer name & site,
stability loading date, batch
number, storage condition &
container closure system).

3.2.P: Drug product (or finished pharmaceutical product (FPP))

"P-Part"

Clause ltem General Notice

3.2.P.1 Description and Composition of the Drug Product

3.2.P.1 Composition of

= A description of the FPP and its composition should be provided. The
information provided should include, for example:

= Description of the dosage form

= Composition: list of all components of the dosage form and their
amount on a per unit basis (including overages, if any), the function of
the components and a reference to their quality standards (e.g.
compendial monographs or manufacturer’s specifications).

Description and
the Drug Product

= Description of accompanying reconstitution diluent(s)

= Type of container and closure used for the dosage form and
accompanying reconstitution diluent, if applicable.

3.2.P.2 Pharmaceutical Development

The Pharmaceutical Development section should contain information on the development studies conducted to
establish that the dosage form, the formulation, manufacturing process, container-closure system,
microbiological attributes and usage instructions are appropriate for the purpose specified in the product dossier.

Pharmaceutical development information should include, at a minimum:

- The definition of the quality target product profile (QTPP) as it relates to quality, safety and efficacy,
considering for example the route of administration, dosage form, bioavailability, strength and stability;

- Identification of the potential critical quality attributes (CQAS) of the FPP so as to adequately control the
product characteristics that could have an impact on quality;

- Discussion of the potential CQAs of the API(s), excipients and container-closure system(s) including the
selection of the type, grade and amount to deliver pharmaceutical product of the desired quality;

- Discussion of the selection criteria for the manufacturing process and the control strategy required to
manufacture commercial lots meeting the QTPP in a consistent manner.
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= 3.2.P.2.1.1 Active pharmaceutical ingredient:

= The compatibility of the API with excipients listed in 3.2.P.1 should
be discussed. Additionally, key physicochemical characteristics of
the API that can influence the performance of the FPP should be
discussed.

Components of the

3.2P21 = For fixed-dose combinations, the compatibility of APIs with each
FPP :
other should be discussed.
= 3.2.P.2.1.2 Excipients:
= The choice of excipients listed in 3.2.P.1, their concentration, their
characteristics that can influence the FPP performance should be
discussed relative to their respective functions
= 3.2.P.2.2.1 Formulation Development:
= A brief summary describing the development of the FPP should be
provided, taking into consideration the proposed route of administration
and usage.
= |n case of generic products, results from comparative in vitro studies
(e.g. dissolution) or comparative in vivo studies (e.g. bioequivalence)
should be discussed.
Finished
. = 3.2.P.2.2.2 Overages:
3.2P.2.2 pharmaceutical YETages
product = Any overages in the formulation(s) described in 3.2.P.1 should be

justified.

= 3.2.P.2.2.3 Physicochemical and biological properties:

= Parameters relevant to the performance of the FPP, such as pH, ionic
strength, dissolution, redispersion, reconstitution, particle size
distribution, aggregation, polymorphism, rheological properties,
biological activity or potency, and/or immunological activity, should
be addressed.

= The selection and optimization of the manufacturing process described
in 3.2.P.3.3, in particular its critical aspects, should be explained.
Where relevant, the method of sterilization should be explained and
justified.

Manufacturing
3.2.P.2.3 process
development

= The suitability of the container closure system (described in 3.2.P.7)
. used for the storage, transportation (shipping) and use of the FPP
Container-closure

3.2P.24 should be discussed.
system

= This discussion should consider, e.g. choice of materials, protection
from moisture and light, compatibility of the materials of construction
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with the dosage form (including sorption to container and leaching)
safety of materials of construction and performance (such as
reproducibility of the dose delivery from the device when presented as
part of the FPP).

Microbiological

Where appropriate, the microbiological attributes of the dosage form
should be discussed, including, for example, the rationale for not
performing microbial limits testing for non-sterile products and the
selection and effectiveness of preservative systems in products

3.2.P.25 . o TRLHVE )
attributes containing antimicrobial preservatives.
For sterile products, the integrity of the container-closure system to
prevent microbial contamination should be addressed.
The compatibility of the FPP with reconstitution diluent(s) or dosage
32P26 Compatibility devices (e.g. precipitation of API in solution, sorption on injection

vessels, stability) should be addressed to provide appropriate and
supportive information for the labelling.

3.2.P.3 Manufacture

3.2P31

Manufacturer(s)

The name, address and responsibility of each manufacturer, including
contractors, and each proposed production site or facility involved in
manufacturing and testing should be provided.

3.2.P3.2

Batch formula

A batch formula should be provided that includes a list of all
components of the dosage form to be used in the manufacturing
process, their amounts on a per batch basis, including overages, and a
reference to their quality standards.

3.2.P.33

Description of
Manufacturing
Process and
Process Controls

A flow diagram should be presented giving the steps of the process
and showing where materials enter the process. The critical steps and
points at which process controls, intermediate tests or final product
controls are conducted should be identified.

A narrative description of the manufacturing process, including
packaging that represents the sequence of steps undertaken and the
scale of production should also be provided. Novel processes or
technologies and packaging operations that directly affect product
quality should be described with a greater level of detail. Equipment
should, at least, be identified by type (e.g. tumble blender, in-line
homogenizer) and working capacity, where relevant.

Steps in the process should have the appropriate process parameters
identified, such as time, temperature or pH. Associated numeric values
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can be presented as an expected range. Numeric ranges for critical
steps should be justified in Section 3.2.P.3.4. In certain cases,
environmental conditions (e.g. low humidity for an effervescent
product) should be stated.

The maximum holding time for bulk FPP (product prior to final
packaging, e.g. tablets in HDPE drums) should be stated. The holding
time should be supported by the submission of stability data, if longer
than 30 days.

For the manufacture of sterile products, the class (e.g. A, B, C, etc.) of
the areas should be stated for each activity (e.g. compounding, filling,
sealing, etc.), as well as the sterilization parameters for equipment,
container/closure, terminal sterilization, etc.

3.2.P34

Controls of critical
steps and
intermediate

Critical steps: Tests and acceptance criteria should be provided (with
justification, including experimental data) performed at the critical
steps identified in 3.2.P.3.3 of the manufacturing process, to ensure
that the process is controlled.

Intermediates: Information on the quality and control of intermediates
isolated during the process should be provided.

3.2.P.3.5

Process Validation
and/or Evaluation

Description, documentation, and results of the validation and/or
evaluation studies should be provided for critical steps or critical
assays used in the manufacturing process (e.g. validation of the
sterilization process or aseptic processing or filling). Viral safety
evaluation should be provided in 3.2A.2, if necessary.

The following information should be provided for all products:
= acopy of the process validation protocol, specific to the FPP

= acommitment that three consecutive, production-scale batches
of this FPP will be subjected to prospective validation in
accordance with the above protocol; the applicant should
submit a written commitment that information from these
studies will be available for verification after approval.

if the process validation studies have already been conducted (e.g. for
sterile products), a copy of the process validation report should be
provided

3.2.P.4 Control of excipients

= COA of excipients (If Applicable).

3.2P41 Specifications The specifications for excipients should be provided.
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If the standard claimed for an excipient is an officially-recognized
compendial standard, it is sufficient to state that the excipient is tested
according to the requirements of that standard, rather than reproducing
the specifications found in the officially-recognized compendial
monograph.

If the standard claimed for an excipient is a non-compendial standard
(e.g. in-house standard) or includes tests that are supplementary to
those appearing in the officially-recognized compendial monograph, a
copy of the specification for the excipient should be provided.

The analytical procedures used for testing the excipients should be
provided, where appropriate.

Analytical
3.2.P4.2 d
procedures = Copies of analytical procedures from officially-recognized compendial
monographs do not need to be submitted.
Validation of = Analytical validation information, including experimental data, for the
3.2P.43 analytical analytical procedures used for testing the excipients should be
procedures provided, where appropriate.
= Justification for the proposed excipient specifications should be
29p 44 Justification of provided, where appropriate.
specifications = Adiscussion of the tests that are supplementary to those appearing in
the officially-recognized compendial monograph should be provided.
Excipients of . . . . . .
39P45 Human or Animal For EXC!pIentS of animal origin, certificate of TSE compliance should
- be provided.
Origin
= For excipient(s) used for the first time in an FPP or by a new route of
administration, full details of manufacture, characterization, and
3.2.P.4.6 Novel excipients controls, with cross-references to supporting safety data (nonclinical

and/or clinical) should be provided according to the APl and/or FPP
format (details in 3.2.A.3).

3.2.P.5 Control of FPP

A copy of the FPP specification(s) from the applicant (as well as the
company responsible for the batch release of the FPP, if different from
the applicant), dated and signed by authorized personnel should be

3.2P51 Specification(s) provided in the PD.
= Two separate sets of specifications may be set out: after packaging of
the FPP (release) and at the end of shelf-life.
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= Specifications should be presented in a tabular form contains a list of
tests, references to analytical procedures (updated version) and
appropriate acceptance criteria,

= The analytical procedures used for testing the FPP should be provided.

= Copies of the in-house analytical procedures used during
pharmaceutical development (if used to generate testing results

3.2.P.5.2 Analytical provided in the PD) as well as those proposed for routine testing
procedures .
should be provided.
= For pharmacopeial products: Copy of the recent Monograph should be
submitted.
o = Analytical validation information, including experimental data, for the
Validation of analytical procedures used for testing the FPP, should be provided.
3.2P.53 analytical
procedures = Copies of the validation reports for the in-house analytical procedures

used as well as those proposed for routine testing should be provided.

= A description of batches and results of batch analyses should be
provided.

= |nformation should include strength and batch number, batch size, date
and site of production and use (e.g. used in comparative bioavailability

3.2P.54 Batch Analyses or biowaiver studies, preclinical and clinical studies (if relevant),

stability, pilot, scale-up and, if available, production-scale batches).

= Analytical results tested by the company responsible for the batch
release of the FPP should be provided for not less than two batches of
at least pilot scale.

= |nformation on the characterization of impurities should be provided.

= Adiscussion should be provided of all impurities that are potential

Characterization degradation products (including any of the impurities identified in
32P55 of impurities 3.2.5.3.2 as well as potential degradation products resulting from
interaction of the APl with other APIs (FDCs), excipients or the
container-closure system) and FPP process-related impurities (e.g.
residual solvents in the manufacturing process for the FPP).
= Justification for the proposed FPP specification(s) should be provided.
32P56 Justification of = Adiscussion should be provided on the omission or inclusion of
e specification(s) particular tests, evolution of tests, analytical procedures and

acceptance criteria, differences from the officially-recognized
compendial standard(s).
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If the officially-recognized compendial methods have been modified
or replaced, a discussion should be included.

3.2.P.6 Reference standards or mate

rials

3.2.P.6

Reference
standards or
materials

Information on the reference standards or reference materials used for
testing of the FPP should be provided.

The source(s) of the reference standards or materials used in the
testing of the FPP should be provided (e.g. those used for the
identification, purity, and assay tests).

3.2.P.7 Container-closure system

3.2.P.7

Container-closure
system

A description of the container-closure systems should be provided,
including the identity of materials of construction of each primary
packaging component and its specification. The specifications should
include description and identification (and critical dimensions, with
drawings where appropriate). Non-compendial methods (with
validation) should be included, where appropriate.

For non-functional secondary packaging components (e.g. those that
neither provide additional protection nor serve to deliver the product),
only a brief description should be provided.

For functional secondary packaging components, additional
information should be provided.

Suitability information should be located in 3.2.P.2.

3.2.P.8 Stability

The types of studies conducted, protocols used, and the results of the

Stabilit . - .
32pP8.1 Summa>; and studies should be summarized. The summary should include, for
D Conclusi?)/n example, conclusions with respect to storage conditions and shelf-life,
and, if applicable, in-use storage conditions and shelf-life.
= Primary stability study commitment:
In case of the available long-term data on the stability of primary
batches do not cover the proposed shelf life, a written commitment
32p.82 Post-_a.pproval (signed and dated) to continue long-term testing over the shelf life
e Stability Protocol period should be included in the dossier.
and Stability
Commitment = Commitment stability studies:
Where stability data were not provided for three production batches of
each strength, a written commitment (signed and dated) should be
included in the dossier.
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= Ongoing stability studies:

= A written commitment (signed and dated) to monitor the product over
its shelf-life and to determine that the product remains within
specifications should be included in the dossier.

= The actual stability results/reports used to support the proposed shelf-
life should be provided

3.2.P.83 N » The Data should be submitted in a tabular form including: (Product
Stability Data Name, strength, dosage form, manufacturing date, manufacturer name
& site, stability loading date, batch number, storage condition &
container closure system) & also API batch number, manufacturer
name & site.

3.2.A Appendices

3.2.A.1 Facilities and equipment

Not applicable

3.2.A.2 Adventitious agents safety evaluation

3.2.A.3 Novel excipients

If novel excipients are accepted, full information should be provided in the format of the sections in 3.2.P.

3.2.R Regional information

Clause ltem General Notice

3.2.R.1 Production documentation

= Copies of the executed production documents should be provided.

32.R.1.1 Executed
production = English translations of executed records should be provided, where
documents relevant.

32.R.12 Master production | = Copies of the FPP master production documents should be provided for
documents each proposed strength, commercial batch size and manufacturing site.

3.2.R.2 Analytical procedures and validation information

= The tables presented in section 2.3.R.2 in the QOS-PD template may be used to summarize the analytical
procedures and validation information from sections 3.2.5.4.2, 3.2.5.4.3, 2.3.5.4.4 (¢), 2.3.5.7.3 (b), 3.2.P.5.2 and
3.2.P.5.3, where relevant.

3.3 Literature references
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= References to the scientific literature relating to both the API and FPP should be included in this section of the
PD when appropriate.

General Notes:

Note 1: For a drug product containing more than one drug substance, the information requested for “S-
part” should be provided in its entirety for each drug substance.

Note 2: For a drug product supplied with reconstitution solvent(s), the information on the solvent(s)
should be provided in a separate “P-part” as appropriate. (Not applicable for solvents with registration
license)

Note 3: For a drug product containing intermediate product, the information requested for “S- part”,
“Intermediate product” should be provided separately for each one.

Abbreviations:
= “drug substance” is replaced with “active pharmaceutical ingredient” or “API”;

= “drug product” is replaced with “finished pharmaceutical product” or “FPP”;
= “application” is replaced with “product dossier” or “PD”;
= “combination product” is replaced with “fixed-dose combination” or “FDC”;

For More Detailed information about Quality module documentation and submission, kindly refer
to: A\ “WHO: TRS986 Annex 6 Guidelines on submission of documentation for a multisource
(generic) finished pharmaceutical product: quality part”

Link: https://www.who.int/medicines/areas/quality safety/quality assurance/TRS986annex6.pdf?ua=1

GUIDELINE ON Dossier Requirements of Human
Pharmaceutical Products for Registration & Reregistration
Code: EDREX: GL.CAP.Care/CAPP.002

Version/Year: 4/2023

67 |Page


https://www.who.int/medicines/areas/quality_safety/quality_assurance/TRS986annex6.pdf?ua=1

Central Administration of Pharmaceutical Products
Central Administration of Pharmaceutical Care

oS (B sy P oS
A =

II-  Administrative Documents

Required documents for under-registration products

= Application form (Template Attached) (On company letterhead signed, stamped and dated)
= Action Letter & Name Approval
= Any other approvals (e.g. Fast track, Technical committee approval,....... )
= Declaration (On company letterhead signed, stamped and dated )
To state the product's status concerning Pricing, Pharmacovigilance, EDA labs analysis,
Stability and Bioequivalence approvals release.

= EDA Labs API certificate ((for local products, When Available)
= EDA Labs FPP certificate & composition (When Available)
= Stability approval (When Available)
= Bioequivalence approval "If applicable” (When Available)
= Pharmacovigilance approval and Pricing license (for products submitted for registration
according to ministerial decrees 425/2015, 645/2018, EDA chairman Decree 450/ 2023
=  For locally manufactured products:
- Pilot batch samples withdrawal record /

primary batches’ reports (Attendance and samples withdrawal)
(by EDA Inspection), with the product composition attached
(signed or stamped by EDA inspector).

+ Importation approval for each API

+ Manufacturing site factory license

=  For Imported/Imported Bulk and Under license Products:
Certificate of Pharmaceutical Product (CPP) issued by the Competent Authority in the
Country of Origin (Valid, Legalized & Including product's composition and Smpc.)

=  For non-reference products: Specialized committee approval

= Copy of certificate(s) of suitability of the European Pharmacopoeia (CEP) (including any
annexes) and a Written commitment that the applicant will inform EDA in the event that the
CEP is revised, renewed or withdrawn by EDQM should be submitted "If applicable™

= |etters of access for active pharmaceutical ingredient master files (APIMFs)
(Template Attached) "If applicable™
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Required documents for registered and re-registration products

= Application form (Template Attached)
(On company letterhead signed, stamped and dated)

=  Registration license

=  Preliminary approval for the re-registration (for re-registration products)

=  Any Pre-approved letters from EDA concerning the product during previous registration
period (e.g. Variation approval, Technical committee decisions, ....... )

= Declaration (On company letterhead signed, stamped and dated)
To state all the variations done to the product through its last registration period.

= EDA Labs API certificate (for local products)

=  EDA Labs FPP certificate & composition

=  Stability approval

=  Bioequivalence approval "If applicable"

=  For Imported/Imported Bulk and Under license Products:
Certificate of Pharmaceutical Product (CPP) issued by the Competent Authority in the
Country of Origin (Valid, Legalized & Including product's composition and Smpc.)

=  For non-reference products: Specialized committee approval (Previously, Non-Reference
committee and pharmacology committee approvals)

= Copy of certificate(s) of suitability of the European Pharmacopoeia (CEP) (including any
annexes) and a Written commitment that the applicant will inform EDA in the event that
the CEP is revised, renewed or withdrawn by EDQM should be submitted "If applicable"

= Letters of access for active pharmaceutical ingredient master files (APIMFs)
(Template Attached) "If applicable™
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Application form for Quality module file submission

Trade Name:

Active Ingredient(s) & Strength
(s):

(Including salts, hydrate forms and
equivalence to free base)

Pharmaceutical dosage form:

Route of administration:

Product's Status:

"1 Submitted for registration according to ministerial decree

----------------

'] Have a valid license and submitted for variation

"1 Registered and still not marketed

Therapeutic Group:

Applicant:

License Holder/ Marketing
Authorization Holder:

Manufacturer:

-Manufacturer of Solvent/
Accessories (If Applicable):

-Registration status of solvent:

Packaging site:

Batch release site:

Proposed Pack:
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Type of registration: “ILocal I Toll/F-Toll
[1Under-license [1 Toll /F-Toll Under-License
) Imported O lImported Bulk

Intermediate Manufacturer(s)
name, Address and Country of
origin: "'If applicable™

API(s) Manufacturer name,
Address and Country of origin:

API information submitted as: CPrequalification L) DMF
O CEP (1 Full details in the PD

CEP number and issue date:

"If applicable™

Reference Drug Product (Note: According to bioequivalence approval)

Reference name:

Name of reference Product

(RLD, RS, ...)

Name of MAH, Manufacturer and
Country of origin

Applicant Company Representative

Name:

Telephone number:

E-mail:

Registration Manager Company Stamp

Name:
Signature:

Date:
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Link for editable application template:
https://docs.google.com/document/d/1EzXgASKEvVs8RIPT15ZEu5 ETLY AhxXJ8/edit?usp=sharing&o
uid=111862349084529780102&rtpof=true&sd=true

L etter of Authorization (Access) to EDA TO REFER TO A DRUG MASTER
FILE

Before EDA can review DMF information in support of an application, the DMF holder must submit in
duplicate to the DMF a letter of authorization permitting EDA to reference the DMF.

The letter of authorization should include the following:

The date.

Name of DMF holder.

DMF version number.

Name of person(s) authorized to incorporate information in the DMF by reference.

Specific product(s) covered by the DMF.

Statement of commitment that the DMF is current and that the DMF holder will comply with the
statements made in it.

Signature of authorizing official.

8. Typed name and title of official authorizing reference to the DMF.

ook~ whE

~

Link for editable Letter of authorization (access) Template:
https://docs.google.com/document/d/16 0OKC9Qcd1LByiJm1dQy97KZx3k1DwZmg/edit?usp=sharing&o
uid=111862349084529780102&rtpof=true&sd=true

To be submitted on the API supplier letterhead.
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L etter of Authorization (Access) to EDA TO REFER TO A DRUG MASTER
FILE

Date: [Enter the date of this submission]

DMF No.: [Enter the DMF version number (Applicant and Restricted part version number)]

Holder: [Enter the DMF holder’s name]

Subject (Title): [Enter the subject (title) of the DMF]

Submission Type: Letter of Authorization

To, Egyptian Drug Authority [EDA]
21-Abdulaziz Al Saud Al Manial, Cairo — Egypt
hdr.qualitymodule@edaegypt.gov.eq

Dear EDA,

[DMF HOLDER] authorizes [Authorized party] to incorporate by reference information in [DMF
VERSION NUMBER] into any application filed by [Authorized party].

[DMF HOLDER] also authorizes EDA to review this information in [DMF VERSION NUMBER] when
considering any application filed by [Authorized party].

Provide the name of [Authorized party] (one per LOA).
Provide information of the product (trade name, strength and dosage form)

Sincerely,

[Signature of responsible official]

[Name of responsible official]

[Responsible official’s title]

[Responsible official’s company (i.e., DMF holder or agent)]
[Responsible official’s telephone number]

[Responsible official’s fax number]

[Responsible official’s email address]
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Date: [Enter the date of this submission]
DMF No.: [Enter the DMF version number (Applicant and Restricted part version number)]

Holder: [Enter the DMF holder’s name]

Subject (Title): [Enter the subject (title) of the DMF]

Submission Type: Letter of Authorization

To, Egyptian Drug Authority EDA
21-Abdulaziz Al Saud Al Manial, Cairo — Egypt
hdr.qualitymodule@edaegypt.gov.eq

Statement of Commitment: [The following statement of commitment, signed by the DMF holder, should
be included in this letter.]

[DMF HOLDER] states that [DMF VERSION NUMBER] is current and [DMF HOLDER] will
comply with the statements made within it.

[DMF HOLDER] will notify Egyptian Drug Authority through an amendment to [DMF
VERSION NUMBER] of any addition, change, or deletion of information in the DMF.

[DMF HOLDER] will also notify Egyptian Drug Authority in writing that an addition, change,
or deletion of information has been made to the DMF.

Signature of DMF holder

*Information to be filled in, including notes about that information, is in brackets.
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Guidance on Submission of Quality Module Variations

= Scope:

This guidance applies for any registered human pharmaceutical product submitted for Quality Module
variations on the previously approved Quality Module.

= Objective:
This guidance aims to provide applicants with the documents and information required for

preparation and submission of the quality module variations for human pharmaceutical products
submitted according to different Ministerial decrees and technical committee decisions.

Applicants should submit the relevant/ updated CTD quality module sections in accordance to the
type of variations.

It should be noted that Egyptian Drug Authority has the right to request any further information or
documents, with a commitment that such requests are justifiable, and will be for the purpose of
ensuring quality, safety and efficacy of the submitted product.

= Guidance on format:

I- Quality Module

General notice regarding submission of CTD Quality Module Variations
3.1: Table of contents of Module 3:

A table of content for the filed product dossier should be provided

3.2: Body of data

3.2.S: Drug Substance "'S-Part™

The applicant should clearly indicate at the beginning of the API section how the information on the API for
each API manufacturer is being submitted:

= Option 1: Confirmation of API prequalification document

= Option 2: Certificate of suitability of the European Pharmacopoeia (CEP)

= Option 3: API master file (APIMF/DMF)

= Option 4: Full details in the Product Dossier

In case of Option 2: = Copy of the latest version of the CEP (including any annexes)
Certificate of Suitability of the should be provided.
European Pharmacopoeia (CEP) -CEP data should be consistent with that available online on

EDQM certification Database.

= The declaration of access, should be duly filled out by the
CEP holder in order to authorize the applicant company to
use the CEP in support of its marketing authorization
application (MAA).
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-And should include the name of pharmaceutical company
(FPP MAH/Manufacturer), the name of the medicinal
product(s).

= Written commitment that the applicant will inform EDA in
the event that the CEP is revised, renewed or withdrawn by
EDQM should be submitted.

= Copy of the most recent European Monograph for the API is

required.

APIDMF Atypical DMF
In case of Option 3: = A copy of the letter of access/authorization from the DMF holder
API master file (APIMF) /(DMF) should be provided in the Product Dossier.
procedure ® Restricted Part should be submitted from APl Manufacturer.
Clause Item General Notice

3.2.5.1 General Information
3.2S8.11 Nomenclature = Information on the nomenclature of the API should be provided.
For example:

(recommended) International Non-proprietary Name (INN);
= compendial name, if relevant;

= chemical name(s);

= company or laboratory code;

Other non-proprietary name(s) (e.g. national name, United
States

= Chemical Abstracts Service (CAS) registry number.

3.25.1.2 Structure =  The structural formula, including relative and absolute
stereochemistry, the molecular formula and the relative molecular
mass should be provided.

3.25.1.3 General properties = The physical and chemical properties of the API should be
discussed, including the physical description, solubilities in
common solvents (e.g. water, alcohols, dichloromethane,
acetone), quantitative aqueous pH solubility profile (e.g. pH 1.2 to
6.8, dose/solubility volume), polymorphism, pH and pKa values,
UV absorption maxima and molar absorptivity, melting point,
refractive index (for a liquid), hygroscopicity, partition
coefficient.

3.2.5.2 Manufacture

3.28.2.1 Manufacturer(s) | = The name, address and responsibility of each manufacturer,
including contractors, and each proposed production site or facility
involved in manufacturing and testing should be provided.

3.25.2.2 Description of = Information should be provided = Brief description with
manufacturing to adequately describe the manufacturing process
process and manufacturing process and flowchart including
process controls process controls. including: materials used

a flow diagram of the synthetic
process(es) should be provided
that includes molecular

formulae, weights, yield ranges,
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chemical structures of starting
materials, intermediates,
reagents and API reflecting
stereochemistry, and identifies
operating conditions and
solvents.
= A sequential procedural
narrative of the manufacturing
process should be submitted.
= Alternate processes should be
explained and described with the
same level of detail as the
primary process.
= Reprocessing steps should be
identified and justified.
Note: Where the APIMF (DMF)
procedure is used, a cross-reference
to the Restricted part of the APIMF
may be indicated for confidential
information. In this case, if detailed
information is presented in the
Restricted part, the information to be
provided for this section includes a
flow chart (including molecular
structures and all reagents and
solvents) and a brief outline of the
manufacturing process, with special
emphasis on the final steps including
purification procedures.
3.25.2.3 * Control of = Materials used in the = Optional
materials manufacture of the API (e.g. raw
materials, starting materials,
solvents, reagents, catalysts)
should be listed identifying
where each material is used in
the process.
= |nformation on the quality and
control of these materials should

be provided.
32524 * Controls of = Critical steps: Tests and = Optional
critical steps and acceptance criteria (with
intermediates justification including

experimental data) performed at
critical steps identified in
3.2.5.2.2 of the manufacturing
process to ensure that the
process is controlled should be
provided

= Intermediates: Information on
the quality and control of
intermediates isolated during the
process should be provided.
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3.258.25 * Process = Process validation and/or = Optional
validation evaluation studies for aseptic
and/or processing and sterilization
evaluation should be included.

3.2.5.2.6 * Manufacturing | = A description and discussion = Optional
process should be provided of the
development significant changes made to the

manufacturing process and/or
manufacturing site of the API
used in producing comparative
bioavailability or biowaiver,
scale-up, pilot and, if available,
production-scale batches.
Note: * Where the APIMF procedure is used, a cross-reference to the Restricted part of the APIMF is considered
sufficient for this section.

3.2.5.3 Characterization

3.25.3.1 Elucidation of = Confirmation of structure based | ®= Optional
structure and on e.g. synthetic route and
other spectral analyses should be
characteristics provided. Information such as

the potential for isomerism, the
identification of stereochemistry,
or the potential for forming
polymorphs should also be

included.
3.25.3.2 Impurities = Details on the principles for the | = Brief description of
control of impurities (e.g. possible impurities

reporting, identification and
qualification) are outlined in the
ICH Q3A, Q3B and Q3C
impurity guidelines.

= Adiscussion should be provided
of the potential and actual
impurities arising from the
synthesis, manufacture, or
degradation of the API “This
should cover starting materials,
by-products, intermediates,
chiral impurities and degradation
products and should include the
chemical names, structures and
origins.”.

=  Residual solvents, elemental risk
assessment and Genotoxic risk
assessment should be provided.

3.2.5.4 Control of the API
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3.25.4.1 Specification = Copies of the API specifications, dated and signed by authorized
personnel should be provided, including specifications from each
API manufacturer as well as those of the FPP manufacturer.

® Specifications should be presented in a tabular form contains a list
of tests, references to analytical procedures (updated version) and
appropriate acceptance criteria,

® Copy of the recent Monograph for the API should be submitted “if
applicable”.

® |n case where there is more than one APl manufacturer, the FPP
manufacturer’s API specifications should be one single compiled
set of specifications that apply to the API from all manufacturers.

3.25.4.2 Analytical = The analytical procedures used = optional
procedures for testing the API should be
provided.

= Copies of the in-house analytical
procedures used to generate
testing results provided in the
PD, as well as those proposed
for routine testing of the API by
the FPP manufacturer, should be

provided.
3.25.4.3 Validation of = Analytical validation = optional
analytical information, including
procedures experimental data for the

analytical procedures used for
testing the API, should be
provided.
= Copies of the validation reports
for the analytical procedures
used to generate test results
provided in the PD, as well as
those proposed for routine
testing of the API by the FPP
manufacturer, should be
provided.
= Asrecognized by regulatory
authorities and pharmacopoeias
themselves, verification of
compendial methods can be
necessary.
3.2.5.4.4 Batch Analyses = Description of batches and = Certificates of analysis
results of batch analyses should (COA)
be provided.
® Batches analysis should be
recent.
® The information provided should
include batch number, batch size,
date, production site of relevant
API batches & the use of the
batch (comparative
bioavailability or biowaiver
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studies, preclinical and clinical
data (if relevant), stability, pilot-
scale, production-scale batches).
Results should be provided from
at least two batches of at least
pilot-scale from each proposed
manufacturing site of the API.
Copies of the certificates of
analysis, both from the API
manufacturer(s) and the FPP
manufacturer should be
provided.

3.25.45 Justification of
specification

The justification for certain tests, analytical procedures and
acceptance criteria should be provided

3.2.5.5 Reference standards or materials

3.2.55 Reference
standards or
materials

Information on the reference = optional
standards or reference materials
used for testing of the API
should be provided.

The source(s) of the reference
standards or materials used in
the testing of the API should be
provided (e.g. those used for the
identification, purity, and assay

tests).
3.2.5.6 Container-closure system
3.2.5.6 Container- A description of the container- = Brief description
closure system closure system(s) should be only

provided, including the identity of
materials of construction of each
primary packaging component and
their specifications. The
specifications should include
description and identification (and
critical dimensions with drawings,
where appropriate). Non-compendial
methods (with validation) should be
included, where appropriate.

For non-functional secondary
packaging components (e.g. those
that do not provide additional
protection), only a brief description
should be provided. For functional
secondary packaging components,
additional information should be
provided.

The suitability should be discussed
with respect to, for example, choice
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of materials, protection from
moisture and light, compatibility of
the materials of construction with the
API, including sorption to container
and leaching, and/or safety of
materials of construction.

3.28.7

Stability

3.28.7.1

Stability
Summary and
Conclusions

The types of studies conducted, | ®= Optional
protocols used and the results of
the studies should be
summarized. The summary
should include results, for
example, from forced
degradation studies and stress
conditions, as well as
conclusions with respect to
storage conditions and retest
date or shelf-life, as appropriate.

3.258.7.2

Post-approval
Stability
Protocol and
Stability
Commitment

Primary stability study = Qptional
commitment:

In case of the available long-
term data on the stability of
primary batches do not cover the
proposed retest period,

a written commitment (signed
and dated) to continue long-term
testing over the retest period
should be included in the dossier
when relevant.

Commitment stability studies:

In case of stability data were not
provided for three production
batches, written commitment
(signed and dated) should be
included in the dossier and the
stability protocol for the
commitment batches should be
provided.

Ongoing stability studies:

A written commitment (signed
and dated) for ongoing

stability studies should be
included in the dossier.
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3.25.7.3 Stability Data = The actual stability results used = Optional
to support the proposed retest
period should be included in the
dossier.
® The Data should be submitted in
a tabular form including:
(Manufacturing date,
manufacturer name & site,
stability loading date, batch
number, storage condition &
container closure system).
3.2.P: Drug product (or finished pharmaceutical product (FPP)) ""P-Part"
Clause | Item | General Notice
3.2.P.1 Description and Composition of the Drug Product
3.2P1 Descriptionand | = A description of the FPP and its composition should be
Composition of provided. The information provided should include, for
the Drug example:
Product = Description of the dosage form

= Composition: list of all components of the dosage form and
their amount on a per unit basis (including overages, if
any), the function of the components and a reference to
their quality standards (e.g. compendial monographs or
manufacturer’s specifications).

= Description of accompanying reconstitution diluent(s)

= Type of container and closure used for the dosage form and
accompanying reconstitution diluent, if applicable.

3.2.P.2 Pharmaceutical Development

= The Pharmaceutical Development section should contain information on the development studies
conducted to establish that the dosage form, the formulation, manufacturing process, container-closure
system, microbiological attributes and usage instructions are appropriate for the purpose specified in the
product dossier.
= Pharmaceutical development information should include, at a minimum:
- The definition of the quality target product profile (QTPP) as it relates to quality, safety and efficacy,
considering for example the route of administration, dosage form, bioavailability, strength and stability;
- Identification of the potential critical quality attributes (CQAS) of the FPP so as to adequately control
the product characteristics that could have an impact on quality;
- Discussion of the potential CQAs of the API(s), excipients and container-closure system(s) including
the selection of the type, grade and amount to deliver pharmaceutical product of the desired quality;
- Discussion of the selection criteria for the manufacturing process and the control strategy required to
manufacture commercial lots meeting the QTPP in a consistent manner.
3.2P.21 Componentsof | = 3.2.P.2.1.1 Active pharmaceutical ingredient:
the FPP = The compatibility of the API with excipients listed
in 3.2.P.1 should be discussed. Additionally, key
physicochemical characteristics of the API that can
influence the performance of the FPP should be
discussed.
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= For fixed-dose combinations, the compatibility of
APIs with each other should be discussed.
3.2.P.2.1.2 Excipients:

= The choice of excipients listed in 3.2.P.1, their
concentration, their characteristics that can influence
the FPP performance should be discussed relative to
their respective functions

3.2.P.22 Finished
pharmaceutical
product

3.2.P.2.2.1 Formulation Development:

= A brief summary describing the development of the
FPP should be provided, taking into consideration
the proposed route of administration and usage.

= In case of generic products, results from
comparative in vitro studies (e.g. dissolution) or
comparative in vivo studies (e.g. bioequivalence)
should be discussed.

3.2.P.2.2.2 Overages:

= Any overages in the formulation(s) described in
3.2.P.1 should be justified.

3.2.P.2.2.3 Physicochemical and biological properties:

Parameters relevant to the performance of the FPP, such as
pH, ionic strength, dissolution, redispersion, reconstitution,
particle size distribution, aggregation, polymorphism,
rheological properties, biological activity or potency, and/or
immunological activity, should be addressed.

3.2.P.2.3 Manufacturing
process
development

The selection and optimization of the manufacturing process
described in 3.2.P.3.3, in particular its critical aspects,
should be explained. Where relevant, the method of
sterilization should be explained and justified.

3.2P.24 Container-
closure system

The suitability of the container closure system (described in
3.2.P.7) used for the storage, transportation (shipping) and
use of the FPP should be discussed.

This discussion should consider, e.g. choice of materials,
protection from moisture and light, compatibility of the
materials of construction with the dosage form (including
sorption to container and leaching) safety of materials of
construction and performance (such as reproducibility of the
dose delivery from the device when presented as part of the
FPP).

3.2P.25 Microbiological
attributes

Where appropriate, the microbiological attributes of the
dosage form should be discussed, including, for example,
the rationale for not performing microbial limits testing for
non-sterile products and the selection and effectiveness of
preservative systems in products containing antimicrobial
preservatives.

For sterile products, the integrity of the container-closure
system to prevent microbial contamination should be
addressed.
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3.2.P.26 Compatibility =  The compatibility of the FPP with reconstitution diluent(s)
or dosage devices (e.g. precipitation of API in solution,
sorption on injection vessels, stability) should be addressed
to provide appropriate and supportive information for the
labelling.

3.2.P.3 Manufacture

3.2.P.3.1 | Manufacturer(s) = The name, address and responsibility of each manufacturer,
including contractors, and each proposed production site or facility
involved in manufacturing and testing should be provided.
3.2.P.3.2 | Batch formula = A batch formula should be provided that includes a list of all
components of the dosage form to be used in the manufacturing
process, their amounts on a per batch basis, including overages, and
a reference to their quality standards.

3.2.P.3.3 | Description of = A flow diagram should be presented giving the steps of the process
Manufacturing and showing where materials enter the process. The critical steps
Process and and points at which process controls, intermediate tests or final
Process Controls product controls are conducted should be identified.

= A narrative description of the manufacturing process, including
packaging that represents the sequence of steps undertaken and the
scale of production should also be provided. Novel processes or
technologies and packaging operations that directly affect product
quality should be described with a greater level of detail.
Equipment should, at least, be identified by type (e.g. tumble
blender, in-line homogenizer) and working capacity, where
relevant.

= Steps in the process should have the appropriate process parameters
identified, such as time, temperature or pH. Associated numeric
values can be presented as an expected range. Numeric ranges for
critical steps should be justified in Section 3.2.P.3.4. In certain
cases, environmental conditions (e.g. low humidity for an
effervescent product) should be stated.

= The maximum holding time for bulk FPP (product prior to final
packaging, e.g. tablets in HDPE drums) should be stated. The
holding time should be supported by the submission of stability
data, if longer than 30 days.

= For the manufacture of sterile products, the class (e.g. A, B, C, etc.)
of the areas should be stated for each activity (e.g. compounding,
filling, sealing, etc.), as well as the sterilization parameters for
equipment, container/closure, terminal sterilization, etc.

3.2.P.3.4 | Controls of critical | = Critical steps: Tests and acceptance criteria should be provided

steps and (with justification, including experimental data) performed at the

intermediate critical steps identified in 3.2.P.3.3 of the manufacturing process, to

ensure that the process is controlled.
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Intermediates: Information on the quality and control of
intermediates isolated during the process should be provided.

3.2.P.35

Process Validation
and/or Evaluation

Description, documentation, and results of the validation and/or
evaluation studies should be provided for critical steps or critical
assays used in the manufacturing process (e.g. validation of the
sterilization process or aseptic processing or filling). Viral safety
evaluation should be provided in 3.2A.2, if necessary.
The following information should be provided for all products:
a copy of the process validation protocol, specific to the FPP
a commitment that three consecutive, production-scale batches of
this FPP will be subjected to prospective validation in accordance
with the above protocol; the applicant should submit a written
commitment that information from these studies will be available
for verification after approval.
if the process validation studies have already been conducted (e.g.
for sterile products), a copy of the process validation report should
be provided

3.2.P.4 Control of excipients

= COA of excipients (If Applicable).

3.2.P.4.1 | Specifications = The specifications for excipients should be provided.
= |If the standard claimed for an excipient is an officially-recognized
compendial standard, it is sufficient to state that the excipient is
tested according to the requirements of that standard, rather than
reproducing the specifications found in the officially-recognized
compendial monograph.
= |f the standard claimed for an excipient is a non-compendial
standard (e.g. in-house standard) or includes tests that are
supplementary to those appearing in the officially-recognized
compendial monograph, a copy of the specification for the
excipient should be provided.
3.2.P.4.2 | Analytical = The analytical procedures used for testing the excipients should be
procedures provided, where appropriate.
= Copies of analytical procedures from officially-recognized
compendial monographs do not need to be submitted.
3.2.P.4.3 | Validation of =  Analytical validation information, including experimental data, for
analytical the analytical procedures used for testing the excipients should be
procedures provided, where appropriate.
3.2.P.4.4 | Justification of = Justification for the proposed excipient specifications should be
specifications provided, where appropriate.
= Addiscussion of the tests that are supplementary to those appearing
in the officially-recognized compendial monograph should be
provided.
3.2.P.45 | Excipients of = For excipients of animal origin, certificate of TSE compliance
Human or Animal should be provided.
Origin
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3.2.P.4.6 | Novel excipients =  For excipient(s) used for the first time in an FPP or by a new route
of administration, full details of manufacture, characterization, and
controls, with cross-references to supporting safety data
(nonclinical and/or clinical) should be provided according to the
API and/or FPP format (details in 3.2.A.3).

3.2.P.5 Control of FPP

3.2.P.5.1 | Specification(s) = A copy of the FPP specification(s) from the applicant (as well as
the company responsible for the batch release of the FPP, if
different from the applicant), dated and signed by authorized
personnel should be provided in the PD.

= Two separate sets of specifications may be set out: after packaging
of the FPP (release) and at the end of shelf-life.

= Specifications should be presented in a tabular form contains a list
of tests, references to analytical procedures (updated version) and
appropriate acceptance criteria,

3.2.P.5.2 | Analytical = The analytical procedures used for testing the FPP should be

procedures provided.

= Copies of the in-house analytical procedures used during
pharmaceutical development (if used to generate testing results
provided in the PD) as well as those proposed for routine testing
should be provided.

= For pharmacopeial products: Copy of the recent Monograph should
be submitted.

3.2.P.5.3 | Validation of =  Analytical validation information, including experimental data, for
analytical the analytical procedures used for testing the FPP, should be
procedures provided.

= Copies of the validation reports for the in-house analytical
procedures used as well as those proposed for routine testing
should be provided.
3.2.P.5.4 | Batch Analyses = A description of batches and results of batch analyses should be
provided.
= |nformation should include strength and batch number, batch size,
date and site of production and use (e.g. used in comparative
bioavailability or biowaiver studies, preclinical and clinical studies
(if relevant), stability, pilot, scale-up and, if available, production-
scale batches).
= Analytical results tested by the company responsible for the batch
release of the FPP should be provided for not less than two batches
of at least pilot scale.
3.2.P.5.5 | Characterization of | = Information on the characterization of impurities should be
impurities provided.
=  Addiscussion should be provided of all impurities that are potential
degradation products (including any of the impurities identified in
3.2.5.3.2 as well as potential degradation products resulting from
interaction of the APl with other APIs (FDCs), excipients or the
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container-closure system) and FPP process-related impurities (e.g.
residual solvents in the manufacturing process for the FPP).

3.2.P.5.6 | Justification of = Justification for the proposed FPP specification(s) should be

specification(s) provided.

= Adiscussion should be provided on the omission or inclusion of
particular tests, evolution of tests, analytical procedures and
acceptance criteria, differences from the officially-recognized
compendial standard(s).

= |If the officially-recognized compendial methods have been
modified or replaced, a discussion should be included.

3.2.P.6 Reference standards or materials

3.2.P.6 Reference = |Information on the reference standards or reference materials used
standards or for testing of the FPP should be provided.
materials = The source(s) of the reference standards or materials used in the

testing of the FPP should be provided (e.g. those used for the
identification, purity, and assay tests).

3.2.P.7 Container-closure system

3.2.P.7 Container-closure | = A description of the container-closure systems should be provided,

system including the identity of materials of construction of each primary
packaging component and its specification. The specifications
should include description and identification (and critical
dimensions, with drawings where appropriate). Non-compendial
methods (with validation) should be included, where appropriate.

= For non-functional secondary packaging components (e.g. those
that neither provide additional protection nor serve to deliver the
product), only a brief description should be provided.

=  For functional secondary packaging components, additional
information should be provided.

= Suitability information should be located in 3.2.P.2.

3.2.P.8 Stability

3.2.P8.1 Stability Summary | = The types of studies conducted, protocols used, and the results of
and Conclusion the studies should be summarized. The summary should include,
for example, conclusions with respect to storage conditions and
shelf-life, and, if applicable, in-use storage conditions and shelf-

life.
3.2.P.8.2 Post-approval = Primary stability study commitment:
Stability Protocol In case of the available long-term data on the stability of primary
and Stability batches do not cover the proposed shelf life, a written commitment
Commitment (signed and dated) to continue long-term testing over the shelf life

period should be included in the dossier.

= Commitment stability studies:
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Where stability data were not provided for three production batches
of each strength, a written commitment (signed and dated) should
be included in the dossier.

= Ongoing stability studies:
A written commitment (signed and dated) to monitor the product
over its shelf-life and to determine that the product remains within
specifications should be included in the dossier.
3.2.P.8.3 | Stability Data = The actual stability results/reports used to support the proposed
shelf-life should be provided
= The Data should be submitted in a tabular form including: (Product
Name, strength, dosage form, manufacturing date, manufacturer
name & site, stability loading date, batch number, storage condition
& container closure system) & also APl batch number, manufacturer
name & site.

3.2.A Appendices
3.2.A.1 Facilities and equipment
= Not applicable
3.2.A.2 Adventitious agents safety evaluation
3.2.A.3 Novel excipients
= If novel excipients are accepted, full information should be provided in the format of the sections in
3.2.P.

3.2.R Regional information
Clause | Item | General Notice
3.2.R.1 Production documentation

32.R11 Executed production = Copies of the executed production documents should be

documents provided.

= English translations of executed records should be
provided, where relevant.

3.2.R12 Master production = Copies of the FPP master production documents should be

documents provided for each proposed strength, commercial batch size

and manufacturing site.

3.2.R.2 Analytical procedures and validation information

= The tables presented in section 2.3.R.2 in the QOS-PD template may be used to summarize the analytical
procedures and validation information from sections 3.2.5.4.2, 3.2.5.4.3, 2.3.5.4.4 (c), 2.3.5.7.3 (b),
3.2.P.5.2 and 3.2.P.5.3, where relevant.
3.3 Literature references

= References to the scientific literature relating to both the AP1 and FPP should be included in this section
of the PD when appropriate.
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General Notes:

Note 1: For a drug product containing more than one drug substance, the information requested for “S-
part” should be provided in its entirety for each drug substance.

Note 2: For a drug product supplied with reconstitution solvent(s), the information on the solvent(s)
should be provided in a separate “P-part” as appropriate. (Not applicable for solvents with registration
license).

Note 3:

The above CTD Structure illustrates the whole Quality Module (Module 3 of the CTD File), In case of
Variations the applicant has to submit the relevant sections in accordance to the variation type.

Note 4: For a drug product containing intermediate product, the information requested for “S- part”,
“Intermediate product” should be provided separately for each one.

Abbreviations:
= “drug substance” is replaced with “active pharmaceutical ingredient” or “API”;
= “drug product” is replaced with “finished pharmaceutical product” or “FPP”;
= “application” is replaced with “product dossier” or “PD”;
*=  “combination product” is replaced with “fixed-dose combination” or “FDC”;

For More Detailed information about CTD sections of Quality module documentation and
submission, Kindly refer to:

“WHO: TRS986 Annex 6 Guidelines on submission of documentation for a multisource (generic)
finished pharmaceutical product: quality part”

Link: https://www.who.int/medicines/areas/quality safety/quality assurance/TRS986annex6.pdf?ua=1
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= Application form (Template Attached)

= Cover letter on brief description of variation type (along with comparison table with the current and
proposed statues).
= Previous Approval of the quality file.

= Primary variation approval from Administration of Human Pharmaceuticals Variation.
= Registration license
= Preliminary approval for the re-registration (for re-registration products)
= Any Pre-approved letters from EDA concerning the product during previous registration period (e.g.
Technical committee decisions, ....... )
= Declaration
To state all the variations done to the product through its registration period.
=  EDA Labs API certificate (if required/available; in case of variations related to the
API supplier)
= EDA Labs FPP certificate & composition (if required/available; supporting new variation application)
= Stability approval (if required/available; supporting new variation application)
=  Bioequivalence approval (if required/available; supporting new variation application)
=  For Imported/Imported Bulk and Under license Products:
Certificate of Pharmaceutical Product (CPP) issued by the Competent Authority in the Country of
Origin (Valid, Legalized & Including product's composition and Smpc.)
(if required/available; supporting new variation application)
= Copy of certificate(s) of suitability of the European Pharmacopoeia (CEP) (including any annexes) "

(if required/available; in case of variation related to the API supplier)

= Letters of access for active pharmaceutical ingredient master files (APIMFs)
(Template Attached) (if required/available; in case of variation related to the API supplier)
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#Application form Template#
Application Form for variations on Quality Module File

Trade Name:

Active Ingredient(s) & Strength (s):

(Including salts, hydrate forms and
equivalence to free base)

Pharmaceutical dosage form:

Route of administration:

Registration information Registration date:
Registration number:

Previous approval date of Quality file:

Primary approval of Administration of Approval date:
Human Pharmaceuticals Variation

Type of variation Change or addition or deletion of ...........................

Applicant:

License Holder/MAH:

Manufacturer: (Current and proposed status to be fulfilled)

Note: if the variation is concerning to the change in the one of the
manufacturing sites; current and proposed status should be

illustrated.
Packaging site: (Current and proposed status to be fulfilled)
Batch release site: (Current and proposed status to be fulfilled)
Proposed Pack: (Current and proposed status to be fulfilled)
Type of registration: ILocal IToll/F-Toll

GUIDELINE ON Dossier Requirements of Human
91|Page Pharmaceutical Products for Registration & Reregistration

Code: EDREX: GL.CAP.Care/CAPP.002

Version/Year: 4/2023



Central Administration of Pharmaceutical Products
Central Administration of Pharmaceutical Care

JUnder-license

"I Imported

OO0Toll /F-Toll Under-
License

“Ilmported Bulk

Intermediate Manufacturer(s) name,
Address and Country of origin: "'If
applicable™

API(s) Manufacturer name, Address and
Country of origin:

(Current and proposed status to be fulfilled)

Note: if the variation is concerning to change in the API
manufacturing site; current and proposed status to be illustrated.

API information submitted as:

CPrequalification L) DMF

0 CEP

(if required/available; in case of variations related to the API

supplier).

[1 Full details in the PD

CEP number and issue date:

"If applicable™

Reference Drug Product (Note: According to bioequivalence approval)

Reference name:

Name of reference Product

(RLD, RS, ...)

Name of MAH, Manufacturer and
Country of origin

Applicant Company Representative

Name:

Telephone number:

E-mail:

Registration Manager

Name:
Signature:
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Date:

Link for editable application template:
https://docs.google.com/document/d/1eFving)DChdrJiPAWdWMOFnRxmGM4fec/edit?usp=sharing&o

uid=111862349084529780102&rtpof=true&sd=true

Letter of Authorization (Access) to EDA TO REFER TO A DRUG MASTER
FILE

Before EDA can review DMF information in support of an application, the DMF holder must
submit in duplicate to the DMF a letter of authorization permitting EDA to reference the DMF.

The letter of authorization should include the following:

The date.

Name of DMF holder.

DMF version number.

Name of person(s) authorized to incorporate information in the DMF by reference.
Specific product(s) covered by the DMF.

Statement of commitment that the DMF is current and that the DMF holder will comply
with the statements made in it.

Signature of authorizing official.

8. Typed name and title of official authorizing reference to the DMF.

ok wdE

~

Link for editable Letter of authorization (access) Template:
https://docs.google.com/document/d/160KC9Qcd1LByiJm1dQy97KZx3k1DwZmg/edit?usp=sharing&ou
id=111862349084529780102&rtpof=true&sd=true

To be submitted on the API supplier letterhead.
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Guidance for submission of products for Evaluation of (Composition & finished product
specifications) / API specifications/ S-Part

Scope:

This guidance applies for any human pharmaceutical product submitted for registration according to
the Ministerial decree 645/2018, 425/2015,820/2016 or EDA Chairman Decree 450/ 2023 case 1, 2&

3 or according to Emergency Use Authorization procedures.

Objective:

This guidance aims to provide applicants with the documents and information required for preparing
and submitting the files for evaluation of (Composition & finished product specifications) /API

specifications/S-Part (Submitted for evaluation prior to file submission).

It should be noted that Egyptian Drug Authority has the right to request any further information or
documents, with a commitment that such requests are justifiable, and will be for the purpose of

ensuring quality, safety and efficacy of the submitted product.

Item No. EUA Products submitted
Products |according to Ministerial
Required Documents Decree425/2015 645/2018
g and EDA Chairman
Decree (450/2023) Case
1,2&3 for evaluation of
FPP | API s-part
Comp. | specs
&
specs
1 Application Form (Attached: Template #1) R R R R
On company letterhead signed, stamped and dated
2 Action Letter R R
3 Name approval R R
4 Fees Payment Receipt N.A R
5 Declaration states reference drug product used in the N.R R N.R | N.R
developmental studies.
On Applicant Co. letterhead signed, dated and stamped
(Attached: Template #2)
6 Bioequivalence Unit approval for reference drug product N.R R N.R | N.R
which will be used in bioequivalence or in-vitro study (If
applicable).
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Proposed API/ Semi-Finished or Intermediate product R N.R R
specifications

On Applicant Co. letterhead signed, dated and stamped
(Attached: Template #3)

CoA of API/ Semi-Finished or Intermediate product R F.1 R |
On API manufacturer letterhead signed, dated and stamped

Detailed description of container closure system of API/ Semi- | R N.R R |
Finished or Intermediate product
On API manufacturer letterhead signed, dated and stamped

10

Proposed composition certificate R R N.R | N.R
On Applicant Co. letterhead signed, dated and stamped
(Attached: Template #4)

11

Declaration for calculation of equivalent base of API/ Semi- R R N.R | N.R
Finished or Intermediate product (If applicable).

On Applicant Co. letterhead signed, dated and stamped
(Attached: Template #5)

12

CoA of all excipient(s) R R N.R | N.R
On excipient’s manufacturer letterhead signed, dated and
stamped.

13

Proposed FPP specification R R N.R | N.R
On Applicant Co. letterhead signed, dated and stamped
(Attached: Template #6)

14

Detailed description of container closure system of FPP R F.1 N.R | N.R
On Applicant Co. letterhead signed, dated and stamped
(Attached: Template #7)

15

Data certificate license for pharmaceutical plant R R N.R | N.R
(manufacturer of FPP)
Including the suitable production area and line for the FPP

16

Description of manufacturing process (flow diagram) F. F. N.R | N.R
On FPP manufacturer letterhead signed, dated and stamped
(Attached: Template #8)

17

Drug Master File (Including the Restricted Part) N.R N.R NR |R

From the APl Manufacturer (For Each API).

Attached with:

1-letter of access from the supplier.

2- Summary Sheet of stability file

(On the Applicant letterhead and according to the template on
following link:
https://docs.google.com/document/d/1jolSQWNMskUdTU9Tr

6D1h06z0F1CdEG/edit?usp=sharing&ouid=1118623490845
29780102& rtpof=true&sd=true

= For details, please refer to this section in the quality module
submission guidance, on the following link:
https://drive.google.com/file/d/1IM ew9dDDgdyod61r7Md3w
rppEftC7S4Y/view?usp=sharing
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B lislics
18 Scientific committee approval (in case of non-reference R R R R
products)
Notes:

= Semi-Finished or Intermediate product: Partially processed products that undergo further
manufacturing process before it becomes a bulk product.

= Fees Payment Receipt: 7,000 L.E. for each type of evaluation for products submitted according
to Ministerial Decree 645/2018 and EDA Chairman Decree (450/2023) case 3.

N.B.:
-Different Strengths of the FPP and different API Suppliers are considered separate applications.
-The following data should be specified on the receipt: Trade Name, Dosage Form, Strength
&Type of evaluation required.

= For EUA Products Evaluation:
In case of registered products submitted for evaluation of new APl manufacturer:
Document #2 should be replaced with: Registration License.
Document #3 should be REed with: Variation Approval.

= Abbreviations
R :  The Document is required.

N.R:  The Document is Not Required.
F.I :  The Document is required for information & will not be a subject for evaluation.
N.A:  Not Applicable.

| : Included within the S-Part.
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Documents naming, file preparation and arrangement

1- All Templates: to be filled by the Applicant company on the Applicant’s letter head signed and stamped
by the applicant company, then attached as an Adobe Acrobat Document (.pdf)
-Link for editable copies of the templates:
https://docs.google.com/document/d/1kwzhfT2uCILGVYATAIDeYVK9CkssUXJ4/edit?usp=sharing&ou
1d=111862349084529780102&rtpof=true&sd=true

2- All items from (1 to 17): documents should be submitted in form of separate Adobe Acrobat Document
(.pdf) under File names ;

Item Adobe Acrobat Document (.pdf)

No. File Name:
1 Application Form (Trade Name-Concentration-Dosage form)
2 Action letter (Trade Name-Concentration-Dosage form) (In case of Under-Registration products)

Or Registration License (Trade Name-Concentration-Dosage form) (In case of Registered products)
3 Name approval - (Trade Name-Concentration-Dosage form) (In case of Under-Registration products)
Or Variation approval (Trade Name-Concentration-Dosage form) (In case of Registered products)

4 Fees Payment Receipt (Trade Name-Concentration-Dosage form)
5 BE- (Trade Name-Concentration-Dosage form)
6 Ref- (Trade Name-Concentration-Dosage form)
7 API Specs- (Trade Name-Concentration-Dosage form) (APl name-API manuf.name)
8 CoA API- (Trade Name-Concentration-Dosage form) (APl name-API manuf.name)
9 CCS API- (Trade Name-Concentration-Dosage form) (APl name-API manuf.name)
10 Composition- (Trade Name-Concentration-Dosage form)
11 Equivalence- (Trade Name-Concentration-Dosage form)
12 CoA Inactive- (Trade Name-Concentration-Dosage form)
13 FPP Specs- (Trade Name-Concentration-Dosage form)
14 CCS FPP- (Trade Name-Concentration-Dosage form)
15 Data Certificate- (FPP Manufacturer Plant Name)
16 Mfr process- (Trade Name-Concentration-Dosage form)
17 DMF- (Trade Name-Concentration-Dosage form) (APl name-API manuf.name)
18 Scientific committee approval - (Trade Name-Concentration-Dosage form)

3- All (.pdf) files should be uploaded in one Compressed folder named and dated:
(Trade name-generic —Concentration-Dosage form) (dd-mm-yy)
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Lraliica
Template #1
Application Form
Trade Name: This section to be filled by the Applicant company

Generic Name(s) + Strength(s):

This section to be filled by the Applicant company

Dosage Form:

This section to be filled by the Applicant company

Box Approval /Registration No:

This section to be filled by the Applicant company

Applicant Company:

This section to be filled by the Applicant company

Manufacturer of FPP:

This section to be filled by the Applicant company

Packaging & Batch release site:

This section to be filled by the Applicant company

Manufacturer(s) of API:

This section to be filled by the Applicant company

Reference of Quality Standards of API: (USP, Ph. Eur., B.P..)

This section to be filled by the Applicant company

Solvent’s Registration status & supplier (If applicable):

This section to be filled by the Applicant company

Type of Evaluation required:

This section to be filled by the Applicant company

Notes:

This section to be filled by the Applicant company

Contact Information:

Applicant Company regulatory

Representative.

FPP Manufacturer (R&D department)
Representative.

Title: This section to be filled by the Applicant company | This section to be filled by the Applicant company
Name: | This section to be filled by the Applicant company | This section to be filled by the Applicant company
Mobile: | This section to be filled by the Applicant company | This section to be filled by the Applicant company
E-mail: | This section to be filled by the Applicant company | This section to be filled by the Applicant company

Registration Manager Company Stamp

Name:
Signature:
Date:

Notes on submission of Template #1: (To be deleted)

1- This template should be copied and submitted on Applicant Company letterhead.
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Title: Declaration states reference drug product used in developmental

studies

Applicant Company:

This section to be filled by the Applicant company

Trade Name:

This section to be filled by the Applicant company

Generic Name(s) + Strength(s):

This section to be filled by the Applicant company

Dosage Form:

This section to be filled by the Applicant company

Reference Product Details:

Reference Drug Product

Name, strength and dosage
form of reference Product

This section to be filled by the Applicant company

Name of MAH, Manufacturer
and Country of origin

This section to be filled by the Applicant company

Applicant Company Signature, Date & Stamp:

Notes on submission of Template # 2:  (To be deleted)

1-This template should be copied and submitted on Applicant Company letterhead.
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Title: Proposed API/ Semi-Finished or Intermediate product specifications

Applicant Company:

This section to be filled by the Applicant company

Trade Name:

This section to be filled by the Applicant company

Generic Name(s) +
Strength(s):

This section to be filled by the Applicant company

Dosage Form:

This section to be filled by the Applicant company

Test / Analytical Method Acceptance Criteria Reference

Applicant Company Signature, Date & Stamp:

Notes on submission of Template # 3:  (To be deleted)

1- This template should be copied and submitted on Applicant Company letterhead.

2- Universal tests are mandatory (Description, Identification, Assay, Impurities).

3- The Analytical method should be specified under the name of the test in case of:
-Instrumental Methods used: (for example: Identification by (IR, UV, HPLC, TLC), Assay by
(HPLC), Residual Solvents by (GC), Polymorphism by (XRPD, DSC)).

-Specific Analytical Method used: (for example: Water Content by (Karl Fischer or Loss on
Drying), Particulate Matter by (Light Obscuration or Microscopic), and Uniformity of Dosage
Unit by (Content Uniformity or Weight Variation).

4- Reference: (for example: BP, USP, JP, Ph. Eur., ICH, In-house), with detailed data (current

edition of pharmacopeia, General chapter number, ICH guidelines number ... etc)
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Title: Proposed composition certificate
Applicant Company: This section to be filled by the Applicant company
Trade Name: This section to be filled by the Applicant company
Generic Name(s) + Strength(s): | This section to be filled by the Applicant company
Dosage Form: This section to be filled by the Applicant company
Ingredient(s) Amount/ Unit Percentage Function Reference
% wi/w or (Compendial
% wiv or In-house)
API
Excipient
Total weight / Volume

Applicant Company Signature, Date & Stamp:

Notes on submission of Template # 4: (To be deleted)

1- This template should be copied and submitted on Applicant Company letterhead.

2- API (s), it’s (their) hydrate(s) and salt form(s) with its (their) quantity (ies) per unit dose is (are)
specified.

3- Grades of excipient should be mentioned beside excipient name.

4- Coat or Capsule Shell should be mentioned separate from the core or capsule content.

5-  Weight of core tablet or content of capsule should be mentioned separately from total weight.

6- Solvents and Nitrogen Gas used during manufacturing process: to be mentioned as manufacturing
auxiliary agent.

7- Composition of all components used as mixtures should be mentioned in details and submitted on
supplier’s Letterhead (e.g. Pellets, premixes, colorants, coatings, capsule shells and imprinting inks).

8- The Overage should be mentioned, and justification should be submitted on a separate document.

9- Reconstitution Solvents should be mentioned if present. (Not applicable for solvents with registration
license).

10- In case of Pellets & Premix: composition on supplier letterhead should be attached.
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Template #5

Title: Declaration for calculation of
-Equivalent base of AP/ Semi-Finished or Intermediate product

-Quantity of pellets / Premix

Applicant Company: This section to be filled by the Applicant company

Trade Name: This section to be filled by the Applicant company

Generic Name(s) + This section to be filled by the Applicant company

Strength(s):

Dosage Form: This section to be filled by the Applicant company
Calculations:

Applicant Company Signature, Date & Stamp:

Notes on submission of Template #5: (To be deleted)

1- This template should be copied and submitted on Applicant Company letterhead.
2- Detailed calculation steps should be provided.
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Template # 6
Title: Proposed FPP specifications.

Applicant Company: This section to be filled by the Applicant company
Trade Name: This section to be filled by the Applicant company
Generic Name(s) + This section to be filled by the Applicant company
Strength(s):

Dosage Form: This section to be filled by the Applicant company

Test / Analytical Method Acceptance Criteria Reference

Applicant Company Signature, Date & Stamp:

Notes on submission of Template # 6:  (To be deleted)

1- This template should be copied and submitted on Applicant Company letterhead.

2- Universal tests are mandatory (Description, Identification, Assay, Impurities).

3- The Analytical method should be specified under the name of the test in case of:
-Instrumental Methods used: (for example: Identification by (IR, UV, HPLC, TLC), Assay by
(HPLC), Residual Solvents by (GC), Polymorphism by (XRPD, DSC)).

-Specific Analytical Method used: (for example: Water Content by (Karl Fischer or Loss on
Drying), Particulate Matter by (Light Obscuration or Microscopic), and Uniformity of Dosage
Unit by (Content Uniformity or Weight Variation).

4- Reference: (for example: BP, USP, JP, Ph. Eur., ICH, In-house), with detailed data (current

edition of pharmacopeia, General chapter number, ICH guidelines number ... etc)
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Title: Description of container closure system for FPP

Applicant Company:

This section to be filled by the Applicant company

Trade Name:

This section to be filled by the Applicant company

Generic Name(s) +
Strength(s):

This section to be filled by the Applicant company

Dosage Form:

This section to be filled by the Applicant company

FPP Container Closure System:

Applicant Company Signature, Date & Stamp:

Notes on submission of Template # 7:  (To be deleted)

1- This template should be copied and submitted on Applicant Company letterhead.
2- Detailed description of container closure system: (1ry, 2ry packaging components, unit count,
fill size, container volume, dispensing or administration device ... etc.)
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Template # 8
Title: Description of manufacturing process of FPP (flow diagram)
Applicant Company: This section to be filled by the Applicant company
Trade Name: This section to be filled by the Applicant company
Generic Name(s) + This section to be filled by the Applicant company
Strength(s):
Dosage Form: This section to be filled by the Applicant company

Flow Diagram:

FPP manufacturer Signature(s), Date & Stamp:

Applicant Company Stamp:

Notes on submission of Template #8:  (To be deleted)

1- This template should be copied and submitted on FPP manufacturer letterhead.
2- Flow diagram illustrating manufacturing process including (input materials, order of addition,
manufacturing steps, equipment used with parameters, in-process control... etc.).
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Application Form for Preliminary Evaluation of Intermediate Product

Trade Name:

Active Ingredient(s) & Strength
(s):

(Including salts, hydrate forms and
equivalence to free base)

Pharmaceutical dosage form:

Route of administration:

Applicant Company:

Manufacturer of FPP:

Packaging & Batch release site of
FPP

Intermediate Name:

API(s) Manufacturer name,
Address and Country of origin:

Reference of Quality Standards of
API: (USP, Ph. Eur., B.P....)

Date of submission of DMF of the
API for Evaluation.
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SECTION FIVE

Requirements for Submission of Bioequivalence and
In-vitro dissolution studies
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SECTION FIVE: Requirements for Submission of Bioequivalence and In-vitro
dissolution studies

This section will provide information about Requirements for Submission of Bioequivalence and In-
vitro dissolution studies for Human pharmaceutical product

The files to be submitted should be arranged as the following:

For Studies Submission

Submit a link with one compressed folder named after the ‘Product Name — Concentration
— Company abbreviation’ through the Google form contains:

1- Study report: One Searchable pdf file named after ‘Product Name — Concentration —
Study Report’ to be done and arranged according to the Format and Content of Studies.

2- Administrative Documents: One Folder contains separate pdf files named after the
type of document required (ex. Registration License, Composition... etc.) done and
arranged according to the Studies Checklist.

For Appeals and Inquires Submission

Submit a link with one folder named with Product Name — Concentration — Company abbreviation through
the Google form contains:

The administrative documents contain separate pdf files named after the type of document required (ex.
Registration License, Composition ...etc.) done and arranged according to the Appeals and requests
Checklist.
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Study Reports
Format and Content of Bioequivalence Study Report
1. Title page
11 Study title
1.2 Name of the test drug & dosage form
13 Name of active ingredient(s) & conc.
14 Name of manufacturer & sponsor
15 Name of the reference drug & dosage form
1.6 Name of active ingredient(s) & conc.
1.7 Name of manufacturer, sponsor & country of origin
18 Name of the reference drug & dosage form
1.9 Name, affiliation and signature of: (dated)
19.1 Chairman of the board
1.9.2 Center manager
1.9.3 Technical manager
194 Chief analyst
195 Quiality assurance manager
1.9.6 Sponsor representative
2. Study Synopsis
2.1 Study Title
2.2 Project No.:
2.3 study center:
2.4 Dates of:
24.1 Contract with sponsor
2.4.2 Protocol approval
2.4.3 In-vitro phase
2.4.4 IRB or ethics committee approval
245 Screening of volunteers
2.4.6 Phase |
24.7 Phase 11
24.8 Start of analysis
2.4.9 End of analysis
2.4.10 Report issue
25 Objective
2.6 study design:
2.7 Subijects:
2.7.1 Disposition of volunteers

No. of screened volunteers

No. of withdrawn volunteers

No. of enrolled volunteers

No. of excluded volunteers
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| Final no. of volunteers participated in the study

2.8

Diagnosis and Main Criteria for Inclusion:

2.9

Treatment

Treatment Identification:

Test Product

Reference Product

1. Product name

2. API(S)

3. Molecular and structural formula

4. Dosage form

5. Type of the product (Immediate or
modified release)

6. Dosage

regimen

7. Strength

8. Batch number

9. Manufacture date

10. Expiry date

11. Storage conditions

12. Manufacturer & Sponsor

2.10 Duration of Treatment:

211 Blood Sampling Points:

2.12 Summary of analytical procedure (method of analysis)

2.13 Pharmacokinetic parameters & Statistical methods

2.14 Figures & Summary of Results

2.14.1 Figure of mean plasma concentration - time profile (linear - semilog)
with standard deviation bars
Figure of mean cumulative urinary excretion (if applicable)

Figure of mean urinary excretion rates (if applicable)

2.14.2 Results and conclusion (tables of mean parameters Cmax, AUC0—o,
AUCO0—t, Ke & T1/2) "untransformed - transformed" including the
mean of Tmax ""‘untransformed""

90% confidence interval ""C.1"'& Point estimate for Pharmacokinetic
parameters (AUC0—t, AUC)—c0, Cmax)

2.15 Conclusion

2.15.1 Efficacy Results

2.15.2 Safety Results

3 Table of Contents

| 4 | Glossary of Abbreviations and Definition of Terms |

5 Ethics

51 Independent Ethics Committee (IEC) or Institutional Review Board (IRB).

5.2 Ethical Conduct of the Study

5.3 Subject Information and Consent

| 6 | Investigators and Study Administrative Structure |
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7 Introduction
7.1 Drug Review
7.1.1 Pharmacokinetic characteristics
7.1.2 Pharmacodynamics, indications
7.1.3 Side effects & contraindications
7.1.4 Other information
| 8 | Study Objectives
9 Investigational Plan
9.1 Overall Study Design & Plan Description
9.2 Discussion of Study Design
9.3 Selection of Study Subject
9.3.1 Inclusion Criteria
9.3.2 Exclusion Criteria
9.3.3 Removal of Subjects
9.4 | Treatments
94.1 Treatments Administered
94.2 Identity of Investigational Product(s)
9.4.3 Method of assigning subjects to treatment groups
9.4.4 Selection of doses in the study
9.4.5 Selection and timing of dose for each subject
9.4.6 Blinding
94.7 Prior and concomitant therapy (if needed)
9.4.8 Treatment compliance
9.5 | Efficacy and Safety Variables
9.5.1 Efficacy and Safety Measurements
9.5.2 Appropriateness of Measurements
9.5.3 Primary efficacy variable(s)
9.5.4 Drug Concentration Measurements
9.6 Data Quality Assurance
9.7 Statistical Methods
9.7.1 Statistical Analysis
9.7.2 Determination of Sample Size
9.8 | Changes in the Conduct of the Study or Planned Analyses
10 Study Subjects
10.1 Disposition of Subjects
10.1.1 | Summary of Subject Discontinuation
10.2 | Protocol Deviations
11 Efficacy Evaluation (Pharmacokinetics and Statistics)
111 Data Set Analyzed
11.2 Demographics & other Baseline Characteristics
11.3 Measurements of Treatment Compliance
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114 | Efficacy Results and Tabulations of Individual Patient Data
11.4.1 Analysis of efficacy
11.4.2 Statistical/analytical issues
114.2.1 Adjustments for Covariates NA
11.4.2.2 Handling of Dropouts or Missing Data NA
11423 Interim Analyses and Data Monitoring NA
11.4.2.4 Multicenter Studies NA
11.4.2.5 Multiple Comparisons/Multiplicity NA
11.4.2.6 Use of an ""Efficacy Subset™ of Subjects NA
11.4.2.7 Active-Control Studies Intended to Show Equivalence NA
11.4.2.8 Examination of Subgroups NA
11.4.3 Tabulation of individual response data NA
11.4.4 Drug dose, drug concentration, and relationships to response NA
1145 Drug-drug and drug-disease interactions NA
1146 By-patient displays NA
11.4.7 Efficacy conclusions

12 Safety
12.1 Extent of Exposure
12.2 Adverse Events (AESs)
12.2.1 Summary of Adverse Events
12.2.2 Display of Adverse Events
12.2.3 Analysis of Adverse Events
12.2.4 Listing of adverse events by subject
12.3 Serious Adverse Events, and Other Significant Adverse Events
12.4 Clinical Laboratory Evaluations
124.1 Listing of individual laboratory measurements by subject (16.2.8)

and each abnormal laboratory value (14.3.4)
12.4.2 Evaluation of each laboratory parameter
124.2.1 Laboratory Values Over Time
12.4.2.2 Individual subject Changes
12.4.2.3 Individual Clinically Significant Abnormalities
12.5 Vital Signs, Physical Findings, and Other Observations Related to Safety
12.6 Safety Conclusions
|13 | Discussion and Overall Conclusions |

14 Tables, Figures, and Graphs Referred to, but Not Included in the Text

14.1 Demographic Data

14.2 Efficacy Data (Pharmacokinetic and Statistical Results)

1421 Tabulated plasma concentration for each volunteer at each actual

sampling time & regression equation used and mark terminal plasma
conc. used for calculating Ke, T1/2 including statistical analysis (mean
-SD - CV %"RSD")
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* If urine data is obtained, tabulated cumulative urinary excretion &
urinary excretion rates for each volunteer & regression equation used
should be submitted.

14.2.2 Tabulated pharmacokinetic parameters for each volunteer (AUC0—t,
AUC0—x, AUCO—t/ AUCO— Ratio, AUCExtra "AUCt—x",
AUCEXxtra / AUC0—x Ratio, Cmax, Tmax, Ke, T1/2,) including
statistical analysis (mean - SD - CV %"'RSD"")

14.2.3 Figure of mean plasma concentration - time profile with standard
deviation bars
14.2.4 Figures of individual subjects’ plasma concentration-time profile

(linear & semi log)

14.2.5 Figure of mean cumulative urinary excretion (if applicable)
14.2.6 Figures of individual subject cumulative urinary excretion

(if applicable)
14.2.7 Figure of mean urinary excretion rates (if applicable)
14.2.8 Figures of individual subject urinary excretion rates

(if applicable)

14.2.9 Statistical analysis
14.2.9.1 Type of statistical program that was used

ANOVA tables "for pharmacokinetic parameters (AUC0—t,
AUC0—o0, Cmax)" should include (df, SS, MS, F, P) for each of
the following parameters:

Treatments (drugs or formulations)

Periods (phases)

Sequence (group or order)

Subjects within sequence
Error
Total

14.2.9.2 Logarithmic transformation of the pharmacokinetic parameters:
Cmax, AUCO—t and AUC0—0, should be performed before
data analysis

14.2.9.3 The pharmacokinetic parameter, Tmax, should be expressed as
median values and analyzed on untransformed data; also
Wilcoxon test for Tmax should be performed.

14.2.9.4 The two one-sided hypotheses at the alpha error = 0.05 level of
significance should be performed for AUC(s) and Cmax by
constructing the 90% confidence interval for the ratio between
the test and the reference averages based on transformed data
(90% C.1. should be based on the error value from the ANOVA
tables).

14.2.12.5 Point estimate and 90% C.1. should be stated under each
transformed ANOVA Table for pharmacokinetic parameters
(Cmax, AUC(0—t, AUCO0—x)

GUIDELINE ON Dossier Requirements of Human

113 |Page Pharmaceutical Products for Registration & Reregistration
Code: EDREX: GL.CAP.Care/CAPP.002
Version/Year: 4/2023



Central Administration of Pharmaceutical Products
Central Administration of Pharmaceutical Care

Lralliiaca

14.3 | Safety Data

14.3.1 Displays of adverse events

14.3.2 Listings of deaths, other serious and significant adverse events

14.3.3 Narratives of deaths, other serious and certain other significant adverse

events

14.3.4 Abnormal laboratory value listing (each subject)

| 15 | References List

16 Appendices

16.1 Study Information

16.1.1 Protocol and protocol amendments (as illustrated at protocol section)

16.1.2 Sample case report form (unigue pages only)

16.1.3 List of IECs or IRBs (plus the name of the committee Chair
if required by the regulatory authority) - representative written
information for patient and sample consent forms

16.1.4 List and description of investigators and other important participants
in the study, including brief (1 page) CVs or equivalent summaries of
training and experience relevant to the performance of the clinical
study.

16.15 Signatures of principal or coordinating investigator(s) or sponsor’s
responsible medical officer, depending on the regulatory authority’s
requirement.

16.1.6 Listing of subjects receiving test drug(s)/investigational product(s)
from specific batches, where more than one batch was used

16.1.7 Randomization scheme and codes (subjects identification and
treatment assigned)

16.1.8 Audit certificates (if available)

16.1.9 Documentation of statistical methods

16.1.10 Documentation of inter-laboratory standardization methods
and quality assurance procedures if used

16.1.11 Publications based on the study

16.1.12 Important publications referenced in the report

16.2 | Subject Data Listings

16.2.1 Discontinued subjects

16.2.2 Protocol deviations

16.2.3 Patients excluded from the efficacy analysis

16.2.4 Demographic data

16.2.5 Compliance and/or Drug Concentration Data (if available)

16.2.6 Individual Efficacy Response data

16.2.7 Adverse event listings (each subject)

16.2.8 Listing of individual laboratory measurements by subject,

when required by regulatory authorities
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16.3 | Case Report Forms

16.3.1 Other serious adverse events and withdrawals for AE

16.3.2 Other CRFs submitted

16.4 | Analytical & Clinical facilities' description

16.5 ""Bioequivalence Summary Tables" present in the Egyptian Guidelines for
Bioequivalence Studies for Marketing Authorization of Generic Products

Attached Sections

Section | |

1 | Bio-analytical method and validation

1.1 Bio-analytical method description (with reference(s) if applicable)

1.1.1 Equipment, materials, solvents and their sources

1.1.2 Internal standard (name, concentration, and molecular formula)

1.1.3 Preparation of stock and standard solutions (in details)

1.1.4 Sample extraction scheme

1.2 | Validation report in terms of:

1.2.1 Calibration curve: (done on spiked plasma and not less than three

curves)

1.2.1.1 Data & figures of individual calibration curves

1.2.1.2 Regression equation

1.2.1.3 Sample back calculation

1.2.2 Linearity, range & lower limit of quantitation (LLOQ)

1.2.3 Accuracy

1.2.4 Precision

1.2.5 Recovery

1.2.6 QC samples (3 Levels LQC-MQC-HQQC)

1.2.7 Selectivity / Specificity / Matrix effect

1.2.8 Robustness

1.2.9 System suitability

1.2.10 Stability

1.2.10.1 | Stability of the matrix

1.2.10.1.1 Short term stability

1.2.10.1.2 Freeze and thaw stability

1.2.10.1.3 Long term stability

1.2.10.1.4 Post preparative stability & Processed sample integrity (Auto

sampler stability)

1.2.10.2 Stability of the standard solution

1.2.10.3 Dilution integrity

1.3 Chromatograms of at least 20% of subjects (all chromatograms should reveal
the peak areas of the drug and internal standard used including peak area
ratio & calculation equation for each) "'dated"

Section I

1. | In Vitro testing
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1.1 Summary of in-vitro dissolution testing including mean of % dissolved for

both test and reference products at all media including similarity factor "'f2"
values

1.2 Potency determination (done for both test and reference products, on at least

ten dosage forms and taking three determinations then statistically analyzed)

1.2.1 Assay methodology

1.2.2 Tabulated results & acceptance values

1.2.3 HPLC chromatograms or UV absorbance values (and UV charts "'if
applicable™) (dated)

1.3 Uniformity of dosage unit (weight variation and / or content uniformity)

""according to the official compendia" (Reference is to be attached)

1.3.1 Description of method used

1.3.2 Tabulated results & acceptance values

1.33 HPLC chromatograms or UV absorbance values (and UV charts
"if applicable'") (dated)

1.4 | Dissolution testing "on 12 dosage units""

1.4.1 Dissolution testing method (with reference attached)

1.4.2 Dissolution media used

1.4.2.1 pH 1.2

1.4.2.2 pH 4.5

1.4.2.3 pH 6.8

1.4.2.4 The most suitable medium (done only if there is a reference

method in FDA or USPor .......... etc)

1.4.3 Equations & tabulated % dissolved results including (mean - SD - CV%
"RSD"....) for the 12 dosage units for all pH

1.4.4 Tabulated similarity factor ""f2'* calculation for each pH

1.4.5 Tabulated dissimilarity factor "'f1" calculation for each pH

1.4.6 Comparative dissolution profile for each pH

1.4.7 Clarification of method of calculation adopted (illustrative example of
calculation)

1.4.8 Representative HPLC chromatograms (including peak areas) or UV
absorbance values (and UV charts "if applicable™) of at least 25% of the
test and reference products for each pH (dated)

15 | Dissolution method validation

151 Full validation report for the most suitable medium (if there is no

reference for the most suitable medium, full validation will be done for
only one of the three media "'1.2, 4.5, 6.8™ at which the drug is most
soluble) as follows:

* If the most suitable medium is pharmacopoeial, verification report in
terms of (Accuracy, Precision & Specificity) is needed

1511 Calibration curve (with regression equation)

1.5.1.2 Linearity

1513 Selectivity / Specificity

1514 Accuracy

15.15 Precision

1.5.1.6 Recovery

15.2 | Verification report for the other media as follows:
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1.5.2.1 Accuracy
1.5.2.2 Precision
Section 111
Study protocol
1.1 Protocol approval (sighed & dated)
1.2 Study design & Protocol illustration and justification
1.3 Deviation from protocol with justification (if present)
1.4 Letter of IRB or ethics committee approval (dated, signed & including study
title)
1.5 Subjects assignment in the study
151 Disposition of volunteers
No. of screened volunteers
No. of withdrawn volunteers
No. of enrolled volunteers
No. of excluded volunteers
Final no. of volunteers participated in the study
15.2 Exclusion and inclusion criteria
1.6 Number of periods
1.7 Sequence (randomization plan) for final no. of volunteers participated in the
study
1.8 Treatments (test and reference)
1.9 Half-life for each active ingredient
1.10 Washout period
1.11 Dosage form administration (fasting, with food, fluid intake with product,
time, type of food and fluids,...etc)
1.12 Procedures to minimize risk
1.13 Type of obtained biological samples
1.14 Time and frequency of sampling
1.14.1 Sufficient number of biological samples should be collected during the
absorption phase (not less than 3 points)
1.14.2 Intensive sampling should be carried out around the time of the
expected peak concentration
1.14.3 Sufficient number of samples should be collected in the Log-linear
elimination phase of the drug (A sampling period extending to at least
three to four half-lives of the drug is usually sufficient)
1.15 Storage conditions of biological samples
1.16 Data analysis (pharmacokinetic& statistical analysis)
1.17 Template of informed consent form
1.18 Template of case report
Section IV
Original certificate of sameness or equivalence including: (dated & signed)
1.1 | Test product (as stated in registration documents)
1.1.1 Trade name
112 Dosage form
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1.13 Strength

114 Manufacturer & sponsor

1.15 Batch number

116 Manufacture date & expiry date

1.2 | Reference Product (as on the pack)

1.2.1 Trade name

1.2.2 Dosage form

1.2.3 Strength

1.24 Manufacturer, sponsor & country of origin

1.25 Batch number

1.2.6 Manufacture date & expiry date

13 Conclusion (90% confidence interval "'C.I"" & point estimate) for pharmacokinetic
parameters (AUC0—t, AUC0—o0, Cmax)

The study report should be submitted as follows:

1. According to the above-mentioned sequence.

2. On the official papers of the bioequivalence center.
3. All the pages should be numbered.

4. Containing an index (a table of contents).

5. Separators should be used between each of the previously mentioned items.

6. All required chromatograms are submitted in a separate file, mentioning the title for each part
(Volunteers, In-vitro, etc).
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B-Format and Content of Comparative In-Vitro Dissolution Study Report

1. Title page

1.1 Study title

1.2 Name of the test drug & dosage form

1.3 Name of active ingredient(s) & conc.

14 Name of manufacturer & sponsor

15 Name of the reference drug & dosage form

1.6 Name of active ingredient(s) & conc.

1.7 Name of manufacturer, sponsor & country of origin

1.8 Name and address of bioequivalence center / company

1.9 Name, affiliation and signature of: (dated)

19.1 Chairman of the board (center)

19.2 Center manager (center)

1.9.3 Technical manager (center)

1.94 Chief analyst (center)

195 Quiality assurance manager (center)

1.9.6 Registration manager (company)

1.9.7 Other responsible members in the company

2. Reason for dissolution submission (EDA approval is to be submitted)

2.1 Bio-waiver of one strength based on approved bioequivalence study of the other strength

2.2 Bio-waived active ingredient

2.3 Variation in

2.3.1 Change in inactive ingredients
2.3.2 Change in raw materials’ suppliers
2.4 | Re-registration

3 Original certificate of sameness or equivalence including: (dated & signed)

3.1 Test product (as stated in registration documents)

3.1.1 Trade name

3.1.2 Dosage form

3.1.3 Strength

3.14 Manufacturer, sponsor

3.15 Batch number

3.1.6 Manufacture date & expiry date

3.2 | Reference product (as on the pack)

3.2.1 Trade name

3.2.2 Dosage form

3.2.3 Strength

3.24 Manufacturer & sponsor & country of origin

3.25 Batch number

3.2.6 Manufacture date & expiry date

3.3 | Conclusion (similarity factor "'f2") for all pH
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4. Dates of:
4.1 Contract with sponsor
4.2 Start of analysis
4.3 End of analysis
4.4 Report issue
5. | Product Information (presented as follows)

Item Test Product Reference Product

1.Product name

2. APl

3.Molecular & structural formula

4.Dosage form

5.Type of the product
(Immediate or modified release)

6.Dosage regimen

7.Strength

8.Batch number

9.Manufacture date

10.Expiry date

11.Storage conditions

6. Potency determination (done for both test and reference products, on at least ten dosage forms and
taking three determinations then statistically analyzed)
6.1 | Assay methodology
6.2 | Tabulated results & acceptance values
6.3 HPLC chromatograms or UV absorbance values (and UV charts "'if applicable') (dated)
7. Uniformity of dosage unit (weight variation and / or content uniformity) "according to the official
compendia' (Reference is to be attached)
7.1 Description of method used
7.2 Tabulated results & acceptance values
7.3 HPLC chromatograms or UV absorbance values (and UV charts "'if applicable'") (dated)
8. Dissolution testing ""on 12 dosage units™
8.1 Dissolution testing method (with reference attached) ‘
8.2 Dissolution media used
8.2.1 pH 1.2
8.2.2 pH 4.5
8.2.3 pH 6.8
8.24 The most suitable medium (done only if there is a reference method in FDA or USP
(1) N etc)
GUIDELINE ON Dossier Requirements of Human
120 |Page Pharmaceutical Products for Registration & Reregistration

Code: EDREX: GL.CAP.Care/CAPP.002
Version/Year: 4/2023




Central Administration of Pharmaceutical Products
Central Administration of Pharmaceutical Care

ol iezs
S STVE =

8.3 Equations & tabulated % dissolved results including (mean - SD - CV% "RSD"....) for
the 12 dosage units for all pH

8.4 | Tabulated similarity factor "'f2'" calculation for each pH

8.5 |Tabulated dissimilarity factor "'f1'" calculation for each pH

8.6 |Comparative dissolution profile for each pH

8.7 Clarification of method of calculation adopted (illustrative example of calculation)

8.8 HPLC chromatograms (including peak areas) or UV absorbance values (and UV charts
"if applicable') of the test and reference products for each pH (dated)

9. Dissolution method validation

9.1 Full validation report for the most suitable medium (if there is no reference for the most suitable
medium, full validation will be done for only one of the three media "1.2, 4.5, 6.8 at which the drug is
most soluble) as follows:

* If the most suitable medium is pharmacopoeial, verification report in terms of (Accuracy, Precision &
Specificity) is needed

9.1.1 Calibration curve (with regression equation)
9.1.2 Linearity
9.1.3 Selectivity / Specificity
9.1.4 Accuracy
9.1.5 Precision
9.1.6 Recovery
9.2 | Verification report for the other media as follows:
9.2.1 Accuracy
9.2.2 Precision
9.3 Data of the previously mentioned parameters
94 Representative HPLC chromatograms or UV absorbance values (and UV charts "'if
applicable') (dated)

| 10. | Extra items can be submitted (if any) |

| 11. | References |

The study report should be submitted as follows:

1. According to the above-mentioned sequence.

2. On the official papers of the bioequivalence center / company.
3. All the pages should be numbered.

4. Containing an index (a table of contents).
5. Separators should be used between each of the previously mentioned items.
6. All required chromatograms are submitted in a separate file.
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C-Format and Content of Dissolution Profile Study Report

1. Title page

1.1 Study title

1.2 Name of the test drug & dosage form

1.3 Name of active ingredient(s) & conc.

1.4 Name of manufacturer & sponsor

15 Name and address of bioequivalence center / company
1.6 Name, affiliation and signature of: (dated)
1.6.1 | Chairman of the board (center)

1.6.2 | Center manager (center)

1.6.3 | Technical manager (center)

1.6.4 | Chief analyst (center)

1.6.5 | Quality assurance manager (center)

1.6.6 | Registration manager (company)

1.6.7 | Other responsible members in the company
2. Reason for dissolution profile submission
(EDA Approval is to be attached)

3. Dates of:

3.1 Contract with sponsor

3.2 Start of analysis

3.3 End of analysis

3.4 Report issue

4. \ Product Information (presented as follows)

Item

Test Product

1.Product name

2. APl

3.Molecular & Structural formula

4.Dosage form

5.Type of the product (Immediate or modified release)

6.Dosage regimen

7.Strength

8.Batch number

9.Manufacture date

10.Expiry date

11.Storage conditions

5. Potency determination (done on at least ten dosage forms and taking three determinations then statistically
analyzed)
5.1 | Assay methodology
5.2 | Tabulated results & acceptance values
5.3 | HPLC chromatograms or UV absorbance values (and UV charts "if applicable'") (dated)
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6. Uniformity of dosage unit (weight variation and / or content uniformity) "according to the official
compendia'* (Reference is to be attached)
6.1 Assay methodology
6.2 Tabulated results & acceptance values
6.3 HPLC chromatograms or UV absorbance values (and UV charts "'if applicable')
(dated)
7. Dissolution testing "on 12 dosage units"*
7.1 Dissolution testing method (with reference attached) \
7.2 Dissolution media used
721 |pH1.2
722 |pHA45
723 |pH®6.8
7.2.4 | The most suitable medium (done only if there is a reference method in FDA or USP
OF covvnnnnns etc)
7.3 Equations & tabulated % dissolved results including (mean - SD - CV% "RSD"....)
for the 12 dosage units for all pH
7.6 Dissolution profile for each pH
7.7 Clarification of method of calculation adopted (illustrative example of calculation)
7.8 HPLC chromatograms (including peak areas) or UV absorbance values (and UV
charts "if applicable™) of the test and reference products for each pH (dated)
8. Dissolution method validation
8.1 Full validation report for the most suitable medium (if there is no reference for the most suitable medium,
full validation will be done for only one of the three media "'1.2, 4.5, 6.8 at which the drug is most soluble)
as follows:
* If the most suitable medium is pharmacopoeial, verification report in terms of (Accuracy, Precision &
Specificity) is needed
8.1.1 Calibration curve (with regression equation)
8.1.2 Linearity
8.1.3 Selectivity / Specificity
8.1.4 Accuracy
8.1.5 Precision
8.1.6 Recovery
8.2 | Verification report for the other media as follows:
8.2.1 Accuracy
8.2.2 Precision
8.3 |Data of the previously mentioned parameters
8.4 Representative HPLC chromatograms or UV absorbance values (and UV charts "if
applicable') (dated)
0. Certificate of Compliance (dated & signed)
9.1 Test product (as stated in registration documents)
9.1.1 | Trade name |
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9.1.2 Dosage form
9.13 Strength
9.14 Manufacturer, sponsor
9.15 Batch number
9.1.6 Manufacture date & expiry date
9.2 Conclusion (mean % dissolved of the drug for each pH meet or dosen't meet the
requirements)
| 10. | Extra items can be submitted (if any)
| 11. | References

The study report should be submitted as follows:

1. According to the above-mentioned sequence.
2. On the official papers of the bioequivalence center / company.
3. All the pages should be numbered.

4. Containing an index (a table of contents).

5. Separators should be used between each of the previously mentioned items.

6. All required chromatograms are submitted in a separate file.
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Administrative Documents

Checklist for Bioequivalence and Comparative In-Vitro Dissolution study

Required Documents
Application form (Attached) clarifying the reason of performing the study
On company letter head signed, stamped and dated

Documents required for Under-Regqistration Products

Registration request approval (Action letter)

Trade Name approval

Pricing & Pharmacovigilance approval (if any)

Composition certificate approved by EDA (for the batch on which the study will be performed on)

The importation approval for the active raw materials of the drug product or the production plan for the
sources of the active raw materials for the to prove the name of the supplier of the raw material.

Evaluation unit of Scientific data and drug development for drug control approval regarding the reference of
the product (if the product does not have a scientific reference).

Fulfilling the previous required documents from 1 to 7 in addition to the documents related to local/imported
products according to the type of pharmaceutical products

Documents required for Reqgistered Products

Registration license (the latest) (in case of Preliminary Registration License has been expired, an approval for
its renewal must be submitted)

Preliminary approval for the re-registration (in case of expired RL)

Composition Certificate (approved from EDA)

Variation approval for Registered Pharmaceutical Products on any change occurred (valid) — if any
Certificate of analysis from EDA labs

Fulfilling the previous required documents from 1 to 5 in addition to the documents related to local/

imported / under-license/ bulk pharmaceutical products
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Additional documents required for the ‘imported / bulk pharmaceutical products

1 Composition attached to CPP

2 Valid Certificate of Pharmaceutical Product (CPP) issued by Competent Authorities in Country of Origin
(In Case of Imported or Imported Bulk or Under-license Products)

3 Bioequivalence unit decision for the type of study required — if any

4 Bioequivalence center license (where the study performed) — in case of the study is performed at Center

5 The approval of the Ministry of Health or the regulatory authority for this study (if possible).

6 Declaration letter regarding batch type, batch number and manufacturer of API

7 Inner and Outer packages and inner leaflet of the reference drug product

8 A copy of one of the scientific references such as the website of the American Food and Drug Organization
(FDA) or the US Pharmacopoeia (USP) ... etc. (if any), explaining the method of conducting a dissolution
study (The most suitable medium)

Documents required for local / under-license pharmaceutical products

1 Bioequivalence unit decision for the type of study required — if any

2 Sample withdrawing report issued by the EDA inspectors mentioning the following:
-Trade name, concentration and dosage form
-The factory name.
- The name of the bioavailability and Bioequivalence Center in which the study will be conducted.
- Type of batch (first production batch - Pilot Batch - production batch ........... ).
- Batch number.
- Production date and expiration date.
- Names of raw materials suppliers on which the batch was produced.
- The composition on which the batch was produced.

3 The agreement between the marketing authorization holder and the bioequivalence center or the manufacturer
that conducted the study.

4 Valid Certificate of Pharmaceutical Product (CPP) issued by Competent Authorities in Country of Origin
(In Case of Under-License Products).

5 Inner and Outer packages and inner leaflet of the reference drug product

6 A copy of one of the scientific references such as the website of the American Food and Drug Organization
(FDA) or the US Pharmacopoeia (USP) ... etc. (if any), explaining the method of conducting a dissolution
study (The most suitable medium)

7 Scientific references (such as FDA Orange Book, ANSM, etc. websites). (In case of inquiring about the

reference product)

- All documents must be ‘Scanned Original’
- In case of any other document is required after receiving the request; An email will be sent to the applicant
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Application form

Egyptian Drug Authority

Central Administration for Pharmaceutical Products

General Administration Human Pharmaceuticals Registration

Evaluation unit of bioavailability and bioequivalence studies for human Pharmaceuticals

Regarding the following product:
Product Information

Trade Name

Generic Name & Strength
Dosage Form
Other concentration(s)
Applicant Company
Manufacturer
Ministerial Decree
U Local ) Under-License 0 Imported
Registration Type INew ') Re-Registration ] Variation

Reference Product Information
Trade Name
Generic Name & Strength
Dosage Form
Manufacturer
Country of origin
Selection of product
according to

Study Information
Reason of Study [ according to Bioequivalence unit decision
(1 according to decision stated in the registration license
(1 according to the variation decision committee
[ Other (clarify)
pH(s ) used

Thanks and Regards,

Signature Stamp

Name:
Signature:
Date:
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B- Checklist for Appeals & Inquiries submission

Required Documents

Application form (Attached)
On company letter head signed, stamped and dated
*Clarify if there are any other concentrations; registered or under-registration

o O AW DN

o o1k W

Documents required for Under-Reqistration Products

Registration request approval (Action letter)

Trade Name approval

Pricing & Pharmacovigilance approval (if any)

Composition certificate approved by EDA (for the batch on which the study will be performed on)
Fulfilling the previous required documents from 1 to 5 in addition to the documents related to

pharmaceutical products
Documents required for Reqgistered Products

Registration license (the latest) (in case of Preliminary Registration License has been expired, an
approval for its renewal must be submitted)

Preliminary approval for the re-registration (in case of expired RL)
Composition Certificate (approved from EDA)
Variation approval (valid) — if any

Fulfilling the previous required documents from 1 to 5 in addition to the documents related to
pharmaceutical products

Additional documents required for all pharmaceutical products

w

4

Valid Certificate of Pharmaceutical Product (CPP) issued by Competent Authorities in Country of
Origin

(In Case of Imported or Imported Bulk or Under-license Products)

Evaluation unit of Scientific data and drug development for drug control approval regarding the
reference of the product (if the product does not have a scientific reference).

Composition Certificate for all concentrations (approved from EDA) — if any.

Scientific references (such as FDA Orange Book, ANSM, etc. websites). (In case of inquiring about the
reference product)

Inner and Outer packages of the reference drug product — if present (In case of inquiring about the
reference product)

Documents required regarding reference product inquires

Type of study required for the product submitted (the decision of the bioequivalence unit / registration
license / variation approval).

Inner and Outer packages of the reference drug product — if present (In case of inquiring about the
reference product)

Scientific references (such as FDA Orange Book, ANSM, etc. websites). (In case of inquiring about the
reference product)

- All documents must be ‘Scanned Original’
- In case of any other document is required after receiving the request; An email will be sent to the applicant
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Application form

Egyptian Drug Authority

Central Administration for Pharmaceutical Products

General Administration Human Pharmaceuticals Registration

Evaluation unit of bioavailability and bioequivalence studies for human Pharmaceuticals

Regarding the following product:
Product Information

Trade Name

Generic Name & Strength
Dosage Form

Other concentration(s)
Applicant Company
Manufacturer

Ministerial Decree
U Local [J Under-License 0 Imported

Registration Type [INew (1 Re-Registration [J Variation

Reference Product Information
Trade Name
Generic Name & Strength
Dosage Form
Manufacturer
Country of origin
Selection of product according to

Thanks, and Regards,

Signature Stamp

Name:
Signature:
Date:
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SECTION SIX

Requirements for Submissions of Stability Studies
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SECTION SIX: Requirements for Submission of Stability Studies
This section will provide information about requirements for any human pharmaceutical

product submitted for Stability Studies

Dossier requirements for stability study submitted for locally manufactured human pharmaceutical

products (Under- registration)

EDA
Documents
Folder

Preliminary Approval

Naming Approval

Composition of Central
Administration of Drug Control

When available

Certificate of analysis of
Central Administration of
Drug Control

When available

Stability summary sheet

(Template 1)

Shall be presented by Applicant company in two formats:
Word format

PDF format (signed and stamped)

Composition

Shall be presented by Applicant company
(signed and stamped) in tabular form listing all
components of finished product and their
amounts in unified units, the function of each
component and its reference (e.g.:
pharmacopoeia or manufacturer’s specifications)
Shall state equivalence weight of salt in case of
using active moiety

Shall include all finished product components
(e.g.: components of capsule shell, components
OF INK ..o )

Shall include all components used in the
manufacturing process, including those that
may not be added to every batch (e.g.: acid and
alkali...), those that may be removed during
processing (e.g.: solvents....) and any others
(e.g.: nitrogen....) and any note to be reflected
in footnote

Shall separate active ingredients from inactive
ingredients

Shall separate core and coat in case of film coated
tablet

Shall separate cap and body in case of capsule

131 |Page

GUIDELINE ON Dossier Requirements of Human
Pharmaceutical Products for Registration & Reregistration
Code: EDREX: GL.CAP.Care/CAPP.002

Version/Year: 4/2023



Central Administration of Pharmaceutical Products
Central Administration of Pharmaceutical Care

oS (B sy P oS
L E =

shell

e Shall include solvent for reconstitution if it
is co-packaged with finished product

e Shall indicate the use of an over-fill or
overage when applicable and its rationale

e Shall state total weight or total volume

e Shall state grade of any component (when
applicable) and color index of any coloring
agent
Shall state composition statement for purchased mixture as
flavor or capsule shell
or pellets (when applicable)

Justification Commitment for (Template 3)
storage (in case of proposed storage | Shall be presented by Applicant company signed and
conditions at temperature not stamped
exceeding 25°C
Commitment for responsibility (Template 4)
Shall be presented by Stability testing site (signed and
stamped)
Declaration letter for manufacturer (Template 5)
of active pharmaceutical Shall be presented by Applicant company (signed and
ingredient(s) entering in the stamped)

manufacture of finished product

Finished product specification e Shall be presented by stability testing site signed
and stamped
e Shall include list of tests, specifications and
reference to analytical procedures and acceptance
criteria
e Shall include the following:
(0 Physical analysis
[0 Chemical analysis
[0 Shall include assay of active ingredient(s),
quantitation of impurities and related substances,
and content of preservative(s) and/or
antioxidant(s) (when applicable)
(1 Microbiological analysis
[1 Biological analysis (when applicable)
Report from Central Administration Shall state batch type (e.g.: pilot, production...), batch

of Operations order (e.g.: 1st,2nd...) & manufacturer of supplier
Certificate of analysis e Shall be presented by stability testing site
Stability signed and stamped
study results e For the batch of finished product on which

folder
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stability study was done

e Shall state product name, batch number,
manufacturing and expiry date

e Shall include the following:
= Physical analysis
. Chemical analysis

Shall include identification &assay of active
ingredient(s), impurities

and related substances, and content of

preservative(s) and/or antioxidant(s) (when

applicable)

= Microbiological analysis
= Biological analysis (when applicable)
e Shall include results within release specifications

Method of analysis e Shall be presented by stability testing site

signed and stamped

e Shall include stability-indicating analytical

procedure used for physical, chemical and
microbiological analysis

e Shall submit reference if analytical procedure

used found in a pharmacopoeia

Stability study table(s) e Shall be presented by stability testing site signed

and stamped

e Shall clearly state product name, batch number

on which stability study was done,
manufacturing and expiry date, date of starting
stability study in case of being different than
manufacturing date, storage conditions, testing
intervals and product pack in details

e Shall include the following:

= Physical analysis

= Chemical analysis

= Shall include identification &assay of active
ingredient(s), impurities and related substances,
and content of preservative(s) and/or
antioxidant(s) (when applicable)

= Microbiological analysis

= Biological analysis (when applicable)

e  Any skipped test shall by scientifically
justified by the site responsible for stability
testing

e  May include (when applicable):

e In-use stability study

e  Shall include results within shelf-life
specifications
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Stability study contract e Required when stability testing site is different
(When (<l 4wl s e ) from applicant company or manufacturer of

applicable) finished product

e Shall include annex in which product name,
strength and dosage form are stated
Both contract and annex shall be legalized by
bank and EDA legal affairs

Assay Assay chromatograms annex e Shall state product name, batch number and
&validation injection date

protocol & e Shall include chromatograms of assay of active
charts Folder ingredient(s), quantitation of impurities and

related substances, and content of
preservative(s) and/or antioxidant(s) (when
applicable)

e Shall include 3 injections for standard and test
at each time interval

e Shall be stamped by stability testing site

Validation of analytical procedure 1 Shall include validation of analytical procedures
for assay of active ingredient(s), quantitation of
impurities and related substances, and content of
preservative(s) and/or antioxidant(s) (when
applicable)
Complete validation of analytical procedures
shall be conducted in which the following
validation characteristics should be considered
including: specificity, precision, linearity,
accuracy, ruggedness and robustness

1 In case of analytical procedure used found in a
pharmacopoeia, verification of analytical
procedures shall be conducted in which the
following validation characteristics should be
considered including: specificity, precision and
accuracy

Validation chromatograms annex e Shall include chromatograms of validation of
analytical procedures for assay of active
ingredient(s), quantitation of impurities and

related substances, and content of preservative(s)
and/or antioxidant(s) (when applicable)
e Shall include the following:

o For specificity: injections for samples stored
under relevant stress conditions: light, heat,
humidity, acid/base hydrolysis and oxidation
are required in addition to placebo and blank
injections

e  For precision: 6 injections are required
e For linearity: 5 concentrations are
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recommended with 1 injection required

for each concentration

e  Foraccuracy: 3 concentrations are
recommended with 3 injections required
for each concentration

e  For ruggedness: 3 injections are required
for each random variation

e  For robustness: 3injections are

required for each small variation in method

parameters

o Shall be stamped by stability testing site
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Dossier Requirements for stability study submitted for locally manufactured human

pharmaceutical products (Re- registration)

Registration  License and attached
EDA composition
Documents
Folder Preliminary Re-registration Approval and/ or
transfer letter
Central Administration of Drug Control Required if ministerial decree 150/2022
Composition (in case composition is not In case the composition is not inferred by EDA
attached to registration license or variation Labs, Stability General Administration accredits
approval for changing composition) the composition
Any other EDA approvals and/or decisions In case of any approvals or decisions issued for
(e.g.: variation approval/stability the product and not reflected in the last released
approvals...) registration license
Stability summary sheet (Template 1)
Shall be presented by Applicant company in two
formats:
Word format
PDF format (signed and stamped)
Composition e Shall be presented by Applicant company
(signed and stamped) in tabular form listing
all components of finished product and their
amounts in unified units, the function of each
component and its reference (e.g.:
pharmacopoeia or

e manufacturer’s specifications)

e Shall state equivalence weight of salt in case
of using active moiety

o Shall include all finished product
components (e.g.: components of capsule
shell, components of ink... )

e Shall include all components used in the
manufacturing process, including those that
may not be added to every batch (e.g.: acid
and alkali...), those that may be
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removed during processing (e.g.:
solvents....) and any others (e.g.:
nitrogen....) and any note to be reflected
in footnote

e Shall separate active ingredients from
inactive ingredients

e Shall separate core and coat in case of film
coated tablet

e Shall separate cap and body in case of
capsule shell

e Shall include solvent for reconstitution if it
is co-packaged with finished product

e Shall indicate the use of an over-fill or
overage when applicable and its rationale

e Shall state total weight or total volume

e Shall state grade of any component
(when applicable) and color index of
any coloring agent

e Shall state composition statement for
purchased mixture as flavor or capsule
shell or pellets (when applicable)

Justification Commitment for storage (in case
of proposed storage conditions at temperature
not exceeding 25°C

(Template 3)
Shall be presented by Applicant company signed and
stamped

Commitment for responsibility

(Template 4)
Shall be presented by Stability testing site (signed
and stamped)

Declaration letter for manufacturer of active
pharmaceutical ingredient(s) entering in the
manufacture of finished product

(Template 5)
Shall be presented by Applicant company (signed
and stamped)

Finished product specification

o Shall be presented by stability testing site
signed and stamped
e Shall include list of tests, specifications
and reference to analytical procedures and
acceptance criteria
e Shall include the following:
= Physical analysis
= Chemical analysis
Shall include assay of active
ingredient(s), quantitation of
impurities and related
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substances, and content of
preservative(s) and/or
antioxidant(s) (When applicable)
e Microbiological analysis biological
analysis (when applicable)

Report from Central Administration of
Operations (in case of any
variations)

Shall state batch type (e.g.: pilot, production...),
batch order (e.g.: 1st,2nd...) and type of variation
(when applicable) & manufacturer of supplier

Stability
study
results
Folder

Certificate of analysis

e Shall be presented by stability testing site
signed and stamped
e For the batch of finished product on which
stability study was done
e Shall state product name, batch number,
manufacturing and expiry date
e Shall include the following:
= Physical analysis
= Chemical analysis
Shall include identification
&assay of active ingredient(s),
impurities and related
substances, and content of
preservative(s) and/or
antioxidant(s) (when applicable)
= Microbiological analysis
= Biological analysis (when
applicable)
e  Shall include results within release
specifications

Method of analysis

¢ Shall be presented by stability testing site
signed and stamped

e Shall include stability-indicating analytical
procedure used for physical, chemical and
microbiological analysis

e Shall submit reference if analytical procedure
used found in a pharmacopoeia

Stability study table(s)

o Shall be presented by stability testing site
signed and stamped

o Shall clearly state product name, batch
number on which stability study was done,
manufacturing and expiry date, date of
starting stability study in case of being
different than manufacturing date, storage
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conditions, testing intervals and product pack
in details
Shall include the following:
= Physical analysis
= Chemical analysis
= Shall include identification &assay
of active ingredient(s), of impurities
and related substances, and content
of preservative(s) and/or
antioxidant(s) (when applicable)
= Microbiological analysis
= Biological analysis (when
applicable)
e  Any skipped test shall by
scientifically justified by the site
responsible for stability testing
e  May include (when applicable):
= In-use stability study (If needed)
= Shall include results within shelf-life
specifications
= Chemical analysis
= Shall include assay of active
ingredient(s), quantitation of
impurities and related substances,
and content of preservative(s) and/or
antioxidant(s) (when applicable)
= Microbiological analysis
= Biological analysis (when
applicable)
e  Any skipped test shall by
scientifically justified by the site
responsible for stability testing
e  May include (when applicable):
= In-use stability study
Shall include results within shelf-life
specifications
Stability study contract e  Required when stability testing
(when applicable) (<l 4wl ) Jie ) site is different from applicant
company or manufacturer of
finished product
e  Shall include annex in which
product name, strength and
dosage form are stated
e  Both contract and annex shall be
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legalized by bank and EDA legal
affairs

Assay

&validation
protocol &

charts
Folder

Assay chromatograms annex

e  Shall state product name, batch
number and injection date

e  Shall include chromatograms of
assay of active ingredient(s),
impurities and related substances,
and content of preservative(s)
and/or antioxidant(s) (when
applicable)

e  Shall include 3 injections for
standard and test at each time
interval Shall be stamped by
stability testing site

Validation of analytical procedure

e Shall include validation of analytical
procedures for assay of active
ingredient(s), quantitation of impurities
and related substances, and content of
preservative(s) and/or antioxidant(s)
(when applicable)

e Complete validation of analytical
procedures shall be conducted in which
the following validation characteristics
should be considered including:
specificity, precision, linearity,
accuracy, ruggedness and robustness

In case of analytical procedure used found in a

pharmacopoeia, verification of analytical

procedures shall be conducted in which the
following validation characteristics should be
considered including: specificity, precision
and accuracy
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Validation chromatograms annex e Shall include chromatograms of validation
of analytical procedures for assay of active
ingredient(s), quantitation of impurities
and related substances, and content
of preservative(s) and/or antioxidant(s)
(when applicable)

e Shall include the following:

e  For specificity: injections for
samples stored under relevant
stress conditions: light, heat,
humidity, acid/base hydrolysis
and oxidation are required in
addition to placebo and blank
injections

e  For precision: 6 injections are
required

e  For linearity: 5 concentrations are

recommended with 1 injection required

for each concentration

e  For accuracy: 3 concentrations are

recommended with 3 injections required

for each concentration

e  Forruggedness: 3 injections are
required for each random variation

e  For robustness: 3injections are

required for each small variation in

method parameters
Shall be stamped by stability testing site
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Dossier Requirements for stability study for locally manufactured pharmaceutical

products submitted for fulfillment of variation or registration license

requirements

EDA Registration License and attached
Documents | composition
Folder
Any other EDA approvals and/or decisions In case of any approvals or decisions issued for
(e.g.: variation approval/stability the product and not reflected in the last released
approval...) registration license
Stability summary sheet (Template 1)
Shall be presented by Applicant company in two
formats:
"I Word format
[1 PDF format (signed and stamped)
Justification Commitment for (Template 3)
storage (in case of proposed storage Shall be presented by Applicant company
conditions at temperature not signed and stamped
exceeding 25°C
Commitment for responsibility (Template 4)
Shall be presented by Stability testing site (signed and
stamped)
Declaration letter for manufacturer of (Template 5)
active pharmaceutical Shall be presented by Applicant company (signed and
ingredient(s) entering in the manufacture of | stamped)
finished product
Finished product specification e Shall be presented by stability testing site
signed and stamped
e Shall include list of tests, specifications and
reference to analytical procedures and
acceptance criteria
e Shall include the following:
= Physical analysis
= Chemical analysis
= Shall include assay of active ingredient(s),
guantitation of impurities and related
substances, and content of preservative(s)
and/or antioxidant(s) (when applicable)
= Microbiological analysis Biological
analysis (when applicable)
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Report from Central Administration Shall state batch type (e.g.: pilot, production...),
of Operations batch order (e.g.: 1st,2nd...) &manufacturer of
supplier and type of variation

Payment receipt Required when stability study is submitted for the
purpose of change of storage conditions or shelf-life
extension

Certificate of analysis e Shall be presented by stability testing site
Stability signed and stamped
study result e  For the batch of finished product on which
Folder stability study was done
e Shall state product name, batch number,
manufacturing and expiry date
e Shall include the following:
= Physical analysis
= Chemical analysis
= Shall include identification &assay of
active ingredient(s), impurities and
related substances, and content of
preservative(s) and/or antioxidant(s)
(when applicable)
Microbiological analysis
Biological analysis (when applicable)
Shall include results within release
specifications
Method of analysis e Shall be presented by stability testing site
signed and stamped
¢ Shall include stability-indicating analytical
procedure used for physical, chemical
and microbiological analysis
Shall submit reference if analytical procedure
used found in a pharmacopoeia
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Stability study table(s) e Shall be presented by stability testing site
signed and stamped

o Shall clearly state product name, batch
number on which stability study was done,
manufacturing and expiry date, date of
starting stability study in case of being
different than manufacturing date, storage
conditions, testing intervals and product
pack in details

e Shall include the following:
= Physical analysis
= Chemical analysis
= Shall include identification &assay of
active ingredient(s), impurities and
related substances, and content of
preservative(s) and/or antioxidant(s)
(when applicable)
= Microbiological analysis
= Biological analysis (when applicable)
e Any skipped test shall by scientifically
justified by the site responsible for stability
testing
e May include (when applicable):
e In-use stability study (If needed)
e Shall include results within shelf-life
specifications
Stability study contract e Required when stability testing site
(when applicable) (Sl 4wl s s ) is different from applicant company
or manufacturer of finished product
e Shall include annex in which product name,
strength and dosage form are stated

e Both contract and annex shall be
legalized by bank and EDA legal
affairs
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Assay Assay chromatograms annex e Shall state product name, batch number and
&validation injection date
protocol & e Shall include chromatograms of assay of
charts active ingredient(s), impurities and related
Folder substances, and content of preservative(s)

and/or antioxidant(s) (when applicable)

e Shall include 3 injections for standard and
test at each time interval

e Shall be stamped by stability testing site

Validation of analytical procedure e Shall include validation of analytical
procedures for assay of active ingredient(s),
quantitation of impurities and related
substances, and content of preservative(s)

and/or antioxidant(s) (when applicable)

e Complete validation of analytical
procedures shall be conducted in which the
following validation characteristics should
be considered including: specificity,
precision, linearity, accuracy, ruggedness
and robustness

In case of analytical procedure used found in a

pharmacopoeia, verification of analytical

procedures shall be conducted in which the

following validation characteristics should be

considered including: specificity, precision and

accuracy

Validation chromatograms annex e Shall include chromatograms of validation of
analytical procedures for assay of active
ingredient(s), quantitation of impurities and
related substances, and content of
preservative(s) and/or antioxidant(s) (when
applicable)

e Shall include the following:

o For specificity: injections for samples
stored under relevant stress conditions:
light, heat, humidity, acid/base hydrolysis
and oxidation are required in addition to
placebo and blank injections

e [or precision: 6 injections are required

e For linearity: 5 concentrations are

recommended with 1 injection required
for each concentration

e For accuracy: 3 concentrations are

recommended with 3 injections required

GUIDELINE ON Dossier Requirements of Human

145 |Page Pharmaceutical Products for Registration & Reregistration
Code: EDREX: GL.CAP.Care/CAPP.002
Version/Year: 4/2023



Central Administration of Pharmaceutical Products
Central Administration of Pharmaceutical Care

a e
“9’:." r‘g\jz) laff/:
j,‘el'/ £ 2

for each concentration
e For ruggedness: 3 injections are required for
each random variation
e For robustness: 3injections are required for
each small variation in method parameters
Shall be stamped by stability testing site
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Dossier Requirements for stability study submitted for locally manufactured human

pharmaceutical products (under-registration) with required stability section in quality

EDA Approvals

Product
Documents

147 |Page

Box Approval
Naming Approval

Quality Approval including
approved composition

Composition

module

When needed

Shall be presented by Applicant company (signed

and stamped) in tabular form listing all components

of finished product and their amounts in unified

units, the function of each component and its

reference (e.g.: pharmacopoeia or manufacturer’s

specifications)

Shall state equivalence weight of salt in case of

using active moiety

Shall include all finished product components (e.g.:

components of capsule shell, components of ink...
)

Shall include all components used in the

manufacturing process, including those that may

not be added to every batch (e.g.: acid and

alkali...), those that may be removed during

processing (e.g.: solvents....) and any others (e.g.:

nitrogen....) and any note to be reflected in

footnote

Shall separate active ingredients from inactive

ingredients

Shall separate core and coat in case of film coated

tablet

Shall separate cap and body in case of capsule shell

Shall include solvent for reconstitution if it is co-

packaged with finished product

Shall indicate the use of an over-fill or overage

when applicable and its rationale

Shall state total weight or total volume

Shall state grade of any component (when

applicable) and color index of any coloring agent

Shall state composition statement for purchased mixture
as flavor or capsule shell or pellets (when applicable)
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Report from Central
Administration of Operations
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Stability summary sheet
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(Template 4)
Shall be presented by Stability testing site (signed and
stamped)

(Template 5)
Shall be presented by Applicant company (signed
and stamped)

Shall state batch type (e.g.: pilot, production...),
batch order (e.g.: 1st,2nd...)

(Template 1)

Shall be presented by applicant company in two formats:
Word format

PDF format (signed and stamped)

Commitment for responsibility

(Template 2)
Shall be presented by applicant company signed and
stamped

Justification Commitment for
storage (in case of proposed
storage conditions at
temperature not exceeding
25°C)

Required Stability
Section in quality

Section 3.2.P.1: Description and
Composition of the Drug

module for drug | Product
product Section 3.2.P.3.1:
Manufacturer(s)
Section 3.2.P.5.1:
Specification(s)
148 |Page

(Template 3)
Shall be presented by applicant company signed and
stamped

Shall include test, specification and

reference for specification

Shall include the following:

Physical analysis

Chemical analysis

Shall include identification and assay of active
ingredient(s), quantitation of impurities and related
substances, and identification and assay of
preservative(s) and/or antioxidant(s) (when
applicable)

Microbiological analysis

Biological analysis (when applicable)
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Section 3.2.P.5.2: e Shall include stability-indicating analytical
Analytical Procedures procedure used for physical, chemical and
microbiological analysis
Sec'gion_3.2.P.5.3: _ e Shall include validation of analytical
Validation of Analytical procedures for assay of active
Procedures ingredient(s), quantitation of impurities

and related substances, and assay of
preservative(s) and/or antioxidant(s) (when
applicable)

e Complete validation of analytical
procedures shall be conducted in which the
following validation characteristics should
be considered including: specificity,
precision, linearity, accuracy, ruggedness
and robustness

e In case of analytical procedure used found
in a pharmacopoeia, verification of
analytical procedures shall be conducted in

which the following validation
characteristics should be considered

including: specificity, precision and
accuracy
Section 3.2.P.5.4: Batch e For any batch of finished product

Analyses e Shall state product name, batch
number, manufacturing and expiry
date

e Shall include the following:

= Physical analysis

= Chemical analysis
Shall include identification and assay of
active ingredient(s), quantitation of
impurities and related substances, and
identification and assay of preservative(s)
and/or antioxidant(s) (when applicable)

= Microbiological analysis

= Biological analysis (when applicable)

Shall include results within release specifications

Section 3.2.P.5.6: Justification
of Specification(s)

Section 3.2.P.7: Container
Closure System

Section 3.2.P.8.1: Stability
Summary and Conclusion
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Section 3.2.P.8.3: Stability
Data

Assay chromatograms annex

Shall include the following:
e  Physical analysis
e Chemical analysis

Shall include assay of active ingredient(s), quantitation
of impurities and related substances, and assay of
preservative(s) and/or antioxidant(s) (when applicable)

= Microbiological analysis
= Biological analysis (when applicable)
Any skipped test shall by scientifically justified
May include (when applicable):
= |n-use stability study
= Photo stability study
= Hold time stability study (for Bulk Products)
Shall include results within shelf-life specifications

Shall include chromatograms of assay of active
ingredient(s), quantitation of impurities and related
substances, and assay of preservative(s) and/or
antioxidant(s) (when applicable) at each time
interval

Shall include 3 injections for standard and test at
each time interval
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Validation chromatograms = Shall include chromatograms of validation of
annex analytical procedures for assay of active

ingredient(s), quantitation of impurities and related
substances, and assay of preservative(s) and/or
antioxidant(s) (when applicable)
= Shall include the following:
= For specificity: injections for samples stored
under relevant stress conditions: light, heat,
humidity, acid/base hydrolysis and oxidation
are required in addition to placebo and blank
injections
= For precision: 6 injections are required
= For linearity: 5 concentrations are
recommended with 3 injections required for
each concentration
= For accuracy: 3 concentrations are
recommended with 3 injections required for
each concentration
= For ruggedness: 3 injections are required for
each random variation
= For robustness: 3 injections are required for
each small variation in method parameters

Required stability = In case of availability of valid Certificate of Suitability of the European
Section in quality =~ Pharmacopoeia (CEP):
module for Drug = *CEP specifying a retest period that is the same as or longer than that proposed by
Substance the applicant, and storage conditions are the same or at a higher temperature and
humidity than those proposed by the applicant, the applicant is waived from
submission of quality module for Drug Substance OR
*CEP stating a container closure system while not stating a retest period and storage
condition, the applicant is waived from submission of analytical procedure and validation of
analytical procedure
Section 3.2.5.2.1: In case of more than one manufacturer for an active
Manufacturer(s) ingredient(s), declaration letter from License Holder
mentioning manufacturer(s) of active pharmaceutical
ingredient(s) for each batch submitted

Section 3.2.5.3.2: Impuirities

Section 3.2.5.4.1: = Shall include test, specification and
Specification(s) reference for specification
= Shall include the following:
= Physical analysis
= Chemical analysis
Shall include identification and
assay of active ingredient(s) and
quantitation of impurities and
related substances
= Microbiological analysis (when applicable)
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= Biological analysis (when applicable)
Section 3.2.5.4.2: Analytical = Shall include stability-indicating analytical
Procedures procedure used for physical, chemical and

microbiological analysis
= Shall submit reference if analytical
procedure used found in a pharmacopoeia

Section 3.2.S.4.3: Validation of e Shall include validation of analytical

Analytical Procedures procedures for assay of active ingredient(s) and
quantitation of impurities and related
substances

e Complete validation of analytical procedures
shall be conducted in which the following
validation characteristics should be considered
including: specificity, precision, linearity,
accuracy, ruggedness and robustness

e In case of analytical procedure used found in a
pharmacopoeia, verification of analytical
procedures shall be conducted in which the
following validation
characteristics should be considered
including: specificity, precision and
accuracy

Section 3.2.5.4.4: Batch
analyses

Section 3.2.S5.4.5: Justification
of Specification(s)

Section 3.2.S.6: Container
Closure System

Section 3.2.5.7.1: Stability
Summary and Conclusions
Section 3.2.5.7.2: Post-
approval Stability Protocol
Commitment

Section 3.2.S.7.3: Stability e Shall include the following:
Data = Physical analysis
= Chemical analysis
Shall include assay of active ingredient(s) and
quantitation of impurities and related
substances
= Microbiological analysis (when
applicable)
= Biological analysis (when applicable)
e Any skipped test shall by scientifically
justified
e Shall include results within shelf-life
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specifications
Assay chromatograms = Shall include chromatograms of assay of
annexes active ingredient(s) and quantitation of

impurities and related substances at least
last time interval of accelerated and long-
term conditions

= Shall include 3 injections for standard and test

Validation chromatograms e Shall include chromatograms of validation of

annex analytical procedures for assay of active
ingredient(s) and quantitation of impurities and
related substances at least specificity and forced
degradation chromatograms
e Shall include the following:
= For specificity: injections for samples stored
under relevant stress conditions: light, heat,
humidity, acid/base hydrolysis and
oxidation are required in addition to placebo
and blank injections
= For precision: 6 injections are required
= For linearity: 5 concentrations are
recommended with 3 injections required for
each concentration
= For accuracy: 3 concentrations are
recommended with 3 injections required for
each concentration
= For ruggedness: 3 injections are required for
each random variation
= For robustness: 3 injections are
required for each small variation in
method parameters

GUIDELINE ON Dossier Requirements of Human

153 |Page Pharmaceutical Products for Registration & Reregistration
Code: EDREX: GL.CAP.Care/CAPP.002
Version/Year: 4/2023



Central Administration of Pharmaceutical Products
Central Administration of Pharmaceutical Care

el s
s LSV E =

Dossier Requirements for stability study submitted for Imported human pharmaceutical

products (under registration)

EDA Approvals Box Approval
Naming Approval
Product Certificate of Pharmaceutical Product The certificate shall establish up to date status and
Documents (CPP) and attached Summary of data of the product in the exporting country or
Product Characteristics (SmPC) or region at the time of issuing of certificate. This
Product Information Leaflet (PIL) (if data may include (when applicable):
applicable) e Product Trade name in Egypt, its strength
and dosage form

e Complete composition of the product

e License Holder, Manufacturer and
Packager of the product

e Summary of Product
Characteristics (SmPC) or Product
Information Leaflet (PIL)

e Shelf life, storage conditions, in-use
shelf life (when applicable) and in-use
storage conditions (when applicable)

e Container closure system in details

The certificate shall be legalized by Health
Authority in country of License Holder,
Chamber of Commerce, and Egyptian
Embassy or Consulate
Legalized declaration letter stating e Declaration letter for the product shall
shelf life, storage conditions, in- use be presented from License Holder and
shelf life (if applicable), in-use legalized by Health Authority in
storage conditions (if applicable) country of License Holder, Chamber
and/or container closure system (in of Commerce, and Egyptian Embassy
details) (if not stated in CPP or or Consulate
attached SmPC or PIL orif e Original legalized declaration letter
updated than those mentioned in shall be submitted by the applicant
registration license) company to Stability General
Administration once stability dossier
is accepted

e In case of legalization is not available
at time of submission due to current
situation, applicant company shall
submit commitment for legalization of
declaration letter within 6 months
according to EDA Chairman decision
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Legalized composition (if not stated
in CPP or free sale)

e Composition for the product shall be
presented from License Holder and
legalized by Health Authority in country
of License Holder, Chamber of
Commerce, and Egyptian Embassy or
Consulate

e Original legalized composition shall be
submitted by the applicant company to
Stability General Administration once
stability dossier is accepted

e In case of legalization is not available at
time of submission due to current
situation, applicant company shall submit
commitment for legalization of
declaration letter within 6 months
according to EDA Chairman decision

Certificate of analysis

e For any batch of finished product

e Shall state product name, batch number,
manufacturing and expiry date
e Shall include the following:
= Physical analysis
= Chemical analysis
Shall include identification and assay
of active ingredient(s), quantitation of
impurities and related substances, and
identification and assay of
preservative(s) and/or antioxidant(s)
(when applicable)
= Microbiological analysis
= Biological analysis (when applicable)
e Shall include results within release
specifications

Applicant
Commitments

Stability summary sheet

(Template 1)
Shall be presented by applicant company in two
formats:

e Word format

e PDF format (signed and stamped)

Commitment for responsibility

(Template 2)
Shall be presented by applicant company signed
and stamped

Required
stability Section
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Justification Commitment for storage (in
case of proposed storage conditions at
temperature not exceeding 25°C)

Section 3.2.P.1: Description and
Composition of the Drug Product

(Template 3)
Shall be presented by applicant company signed
and stamped
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Section 3.2.P.3.1: Manufacturer(s)

Section 3.2.P.5.1: Specification(s)

e Shall include test, specification and
reference for specification
e Shall include the following:
[J Physical analysis
[] Chemical analysis
Shall include identification and
assay of active ingredient(s),
quantitation of impurities and
related substances, and
identification and assay of
preservative(s) and/or antioxidant(s)
(when applicable)
[J Microbiological analysis
[0 Biological analysis (when
applicable)

Section 3.2.P.5.2: Analytical Procedures

e Shall include stability-indicating
analytical procedure used for physical,
chemical and microbiological analysis

Section 3.2.P.5.3: Validation of Analytical
Procedures

e Shall include validation of analytical
procedures for assay of active
ingredient(s), quantitation of impurities
and related substances, and assay of
preservative(s) and/or antioxidant(s)
(when applicable)

e Complete validation of analytical
procedures shall be conducted in which
the following validation characteristics
should be considered including:
specificity, precision, linearity,
accuracy, ruggedness and robustness

e In case of analytical procedure used
found in a pharmacopoeia, verification
of analytical procedures shall be
conducted in which the following
validation characteristics should be
considered including:

e specificity, precision and accuracy

Section 3.2.P.5.4: Batch Analyses

Section 3.2.P.5.6: Justification of
Specification(s)

Section 3.2.P.7: Container Closure System

Section 3.2.P.8.1: Stability
Summary and Conclusion
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Section 3.2.P.8.2: post-approval

Stability Protocol and Stability

Commitment

Section 3.2.P.8.3: Stability Data e Shall include the following:

= Physical analysis
= Chemical analysis

Shall include assay of active
ingredient(s), quantitation of impurities
and related substances, and assay of
preservative(s) and/or antioxidant(s)
(when applicable)
= Microbiological analysis
= Biological analysis (when applicable)
e  Any skipped test shall by scientifically
justified
e  May include (when applicable):
= |n-use stability study
=  Photo stability study
= Hold time stability study (for Bulk
Products)
e Shall include results within shelf-life
specifications
Assay chromatograms annex e Shall include chromatograms of assay of
active ingredient(s), quantitation of
impurities and related substances, and
assay of preservative(s) and/or
antioxidant(s) (when applicable) at least
last time interval of accelerated and long-
term conditions
e Shall include 3 injections for standard and

test
Validation chromatograms e Shall include chromatograms of validation
annex of analytical procedures for assay of active

ingredient(s), quantitation of impurities
and related substances, and assay of
preservative(s) and/or antioxidant(s) (when
applicable) at least specificity and forced
degradation chromatograms

e Shall include the following:
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= For specificity: injections for
samples stored under relevant stress
conditions: light, heat, humidity,
acid/base hydrolysis and oxidation
are required in addition to placebo
and blank injections

= For precision: 6 injections are required

= For linearity: 5 concentrations are
recommended with 3 injections
required for each concentration

= For accuracy: 3 concentrations are
recommended with 3 injections
required for each concentration

= For ruggedness: 3 injections are
required for each random variation

= For robustness: 3 injections are
required for each small variation in
method parameters

Required In case of availability of valid Certificate of Suitability of the European

stability Pharmacopoeia (CEP):

Section in *CEP specifying a retest period that is the same as or longer than that proposed by
quality the applicant, and storage conditions are the same or at a higher temperature and
module for humidity than those proposed by the applicant, the applicant is waived from

Drug submission of quality module for Drug Substance OR

Substance *CEP stating a container closure system while not stating a retest period and storage

condition, the applicant is waived from submission of analytical procedure and

validation of analytical procedure

Section 3.2.5.2.1: In case of more than one manufacturer

Manufacturer(s) for an active ingredient(s), declaration
letter from License Holder mentioning
manufacturer(s) of active
pharmaceutical ingredient(s) for each
batch submitted

Section 3.2.5.3.2: Impurities
Section 3.2.5.4.1: e Shall include test, specification
Specification(s) and reference for specification
e Shall include the following:
= Physical analysis
= Chemical analysis

e Shall include identification and
assay of active ingredient(s) and
quantitation of impurities and
related substances
= Microbiological analysis

(when applicable)
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Biological analysis (when applicable)

Section 3.2.5.4.2: Analytical e Shall include stability-indicating
Procedures analytical procedure used for physical,
chemical and microbiological analysis
e Shall submit reference if analytical
procedure used found in a
pharmacopoeia
Section 3.2.5.4.3: Validation of e Shall include validation of analytical
Analytical Procedures procedures for assay of active
ingredient(s) and quantitation of
impurities and related substances
e Complete validation of analytical
procedures shall be conducted in which
the following validation characteristics
should be considered including:
specificity, precision, linearity, accuracy,
ruggedness and robustness
e In case of analytical procedure used
found in a pharmacopoeia, verification of
analytical procedures shall be conducted
in which the following validation
characteristics should be considered
including: specificity, precision and
accuracy

Section 3.2.S.4.4: Batch analyses
Section 3.2.5.4.5: Justification of
Specification(s)

Section 3.2.S.6: Container Closure
System

Section 3.2.5.7.1: Stability
Summary and Conclusions

Section 3.2.S.7.2: Post-approval
Stability Protocol Commitment

Section 3.2.5.7.3: Stability Data e Shall include the following:
= Physical analysis
= Chemical analysis
Shall include assay of active ingredient(s)
and quantitation of impurities and related
substances
= Microbiological analysis (when
applicable)
= Biological analysis (when applicable)
e Any skipped test shall by scientifically
justified
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e Shall include results within shelf-life
specifications

Assay chromatograms annexes e Shall include chromatograms of assay of
active ingredient(s) and quantitation of
impurities and related substances at least
last time interval of accelerated and long-
term conditions

e Shall include 3 injections for standard and
test

Validation chromatograms annex e Shall include chromatograms of validation
of analytical procedures for assay of
active ingredient(s) and quantitation of
impurities and related substances at least
specificity and forced degradation
chromatograms

e Shall include the following:

= For specificity: injections for samples
stored under relevant stress conditions:
light, heat, humidity, acid/base
hydrolysis and oxidation are required
in addition to placebo and blank
injections

= For precision: 6 injections are required

= For linearity: 5 concentrations are

recommended with 3 injections
required for each concentration

= For accuracy: 3 concentrations are
recommended with 3 injections
required for each concentration

= For ruggedness: 3 injections are
required for each random variation

= For robustness: 3 injections are
required for each small variation in
method parameters
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Dossier Requirements for stability study submitted for human pharmaceutical products

EDA Approvals

Product
Documents

imported from non-reference countries (under-registration)

Box Approval

Naming Approval

Certificate of Pharmaceutical Product
(CPP) and attached Summary of
Product Characteristics (SmPC) or
Product Information Leaflet (PIL) (if
applicable)

The certificate establishes up to date status and
data of the product in the exporting country or
region at the time of issuing of certificate. This
data may include (when applicable):

Product Trade name in Egypt, its
strength and dosage form

Complete composition of the product
License Holder, Manufacturer and
Packager of the product

Summary of Product Characteristics
(SmPC) or Product Information Leaflet
(PIL)

Shelf life, storage conditions, in-use shelf
life (if applicable), in-use storage
conditions (if applicable)

Container closure system in details

The certificate shall be legalized by Health
Authority in country of License Holder, Chamber
of Commerce, and Egyptian Embassy or Consulate

Legalized declaration letter stating
shelf life, storage conditions, in-use
shelf life (if applicable), in-use storage
conditions (if applicable) and/or
container closure system (in details) (if
not stated in CPP or attached SmPC or
PIL

Declaration letter for the product shall
be presented from License Holder and
legalized by Health Authority in country
of License Holder, Chamber of
Commerce, and Egyptian Embassy or
Consulate

Original legalized declaration letter shall
be submitted by the applicant company
to Stability General Administration once
stability dossier is accepted

In case of legalization is not available at
time of submission due to current
situation,

Commitment for legalization of declaration
letter within 6 months according to EDA
Chairman decision
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Al
Legalized composition (if not stated e Composition for the product shall be
in CPP or free sale) presented from License Holder and

legalized by Health Authority in country
of License Holder, Chamber of
Commerce, and Egyptian Embassy or
Consulate

e Original composition letter shall be
submitted by the applicant company to
Stability General Administration once
stability dossier is accepted

e In case of legalization is not available at
time of submission due to current
situation, Applicant Commitment for
legalization of declaration letter within 6
months according to EDA Chairman
decision shall be submitted

Declaration letter stating e Declaration letter shall be presented
manufacturer of active from License Holder
pharmaceutical ingredient(s) e Shall state product name, its strength,

formulation, batches number on which
stability study was performed, name of
active pharmaceutical ingredient(s) and
its/their manufacturer

Certificate of analysis e For any batch of finished product

e Shall state product name, batch
number, manufacturing and
expiry date
e Shall include the following:
=  Physical analysis
= Chemical analysis
Shall include identification and
assay of active ingredient(s),
guantitation of

impurities and related substances,
and identification and assay of
preservative(s) and/or
antioxidant(s) (when applicable)
= Microbiological analysis
= Biological analysis (when
applicable) Shall include results within
release specifications
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Applicant
Commitments

Stability summary sheet

(Template 1)

Shall be presented by applicant company in two
formats:

Word format

PDF format (signed and stamped)

Commitment for responsibility

(Template 2)
Shall be presented by Applicant company
signed and stamped

Justification Commitment for storage
(in case of proposed storage conditions
at temperature not exceeding 25°C)

(Template 3)
Shall be presented by Applicant company
signed and stamped

Stability data

Finished Product Specification

e Shall include test, specification and
reference for specification
o Shall include the following:
= Physical analysis
= Chemical analysis
Shall include identification and assay of
active ingredient(s), quantitation of
impurities and related substances, and
identification and assay of preservative(s)
and/or antioxidant(s) (when applicable)
= Microbiological analysis
= Biological analysis (when applicable)

Stability study summary and protocol

Shall include batch(es) number, batch(es) scale,
manufacturing and expiry date(s), storage
conditions, duration, and testing frequency
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Stability study table(s)

e Shall include the following:
= Physical analysis
= Chemical analysis
e Shall include assay of active ingredient(s),
quantitation of impurities and related
substances, and assay of preservative(s)
and/or antioxidant(s) (when applicable)
= Microbiological analysis
= Biological analysis (when applicable)
e Any skipped test shall by scientifically
justified
e May include (when applicable):
= In-use stability study
=  Photo stability study
= Hold time stability study
(for BulkProducts)
Shall include results within shelf-life specifications
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Analytical Procedures e Required only for imported products from
non- reference countries or when stability
testing site is in non-reference country

e Shall include stability-indicating analytical
procedure used for physical, chemical and
microbiological analysis

Validation of Analytical Procedures e Required only for imported products from
non- reference countries or when stability
testing site is in non-reference country

e Shall include validation of analytical
procedures for assay of active
ingredient(s), quantitation of impurities and
related substances, and assay of
preservative(s) and/or antioxidant(s) (when
applicable)

e Complete validation of analytical
procedures shall be conducted in which the
following

validation characteristics should be
considered including: specificity,
precision, linearity, accuracy,
ruggedness and robustness
e In case of analytical procedure used
found in a pharmacopoeia, verification
of analytical procedures shall be
conducted in which the following
validation characteristics should be
considered including: specificity,
precision and
Accuracy

Assay chromatograms annexes e Required only for imported products
from non- reference countries or when
stability testing site is in non-reference
country

e Shall include chromatograms of assay
of active ingredient(s), quantitation of
impurities and related substances, and
assay of preservative(s) and/or
antioxidant(s) (when applicable)

Shall include 3 injections for standard and test
at each time interval

Validation chromatograms annex e Required only for imported products
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from non- reference countries or when
stability testing site is in non-reference
countries
e Shall include chromatograms of
validation of analytical procedures for
assay of active ingredient(s),
quantitation of impurities and related
substances, and assay of preservative(s)
and/or antioxidant(s) (when applicable)
e Shall include the following:
= For specificity: injections for
samples stored under relevant stress
conditions: light, heat, humidity,
acid/base hydrolysis and oxidation
are required in addition to placebo
and blank injections
= For precision: 6 injections are required
= For linearity: 5 concentrations are
recommended with 3 injections
required for each concentration
= For accuracy: 3 concentrations are
recommended with 3 injections
required for each concentration
= For ruggedness: 3 injections are
required for each random variation
= For robustness: 3 injections are
required for each small variation in
method parameters
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Dossier Requirements for stability study submitted for human pharmaceutical products

imported from non-reference countries (re-registration)

EDA Approvals  -Transfer Letter and attached
composition (When needed)
-Preliminary Re-registration Approval
Registration License and attached
composition
EDA Labs composition (in case In case the composition is not inferred by
composition is not attached to EDA Labs, Stability General Administration
Registration License or variation accredits the composition
approval for changing composition)
Any other EDA approvals and/or In case of any approvals or de_cisions issued for
decisions (e.g.: variation the_prodyct a_nd not reflected in the last released
approval/stability approvals...) registration license
Product Certificate of Pharmaceutical Product | The certificate establishes up to date status and
Documents (CPP) and attached Summary of data of the product in the exporting country or
Product Characteristics (SmPC) or region at the time of issuing of certificate. This
Product Information Leaflet (PIL) (if data may include (when applicable):
applicable) e Product Trade name in Egypt, its
strength and dosage form
e Complete composition of the product
e License Holder, Manufacturer and
Packager of the product

e Summary of Product Characteristics
(SmPC) or Product Information Leaflet
(PIL)

o Shelf life, storage conditions, in-use shelf
life (if applicable), in-use storage
conditions (if applicable), Container
closure system in details

The certificate shall be legalized by Health
Authority in country of License Holder, Chamber
of Commerce, and Egyptian Embassy or
Consulate
GUIDELINE ON Dossier Requirements of Human
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Legalized declaration letter stating e Declaration letter for the product shall

shelf life, storage conditions, in- be presented from License Holder and

use shelf life (if applicable), in- legalized by Health Authority in

use s_torage conditions (|_f country of License Holder, Chamber

applicable) and/or container of Commerce, and Egyptian Embassy

closure system (in details) (if not or Consulate

stated in CPP or attached SmPC e Original legalized declaration letter

or PIL or if updated than those shall be submitted by the applicant

mentioned in registration license) company to Stability General
Administration once stability dossier
is accepted

e In case of legalization is not available
at time of submission due to current
situation, Commitment for
legalization of declaration letter
within 6 months according to EDA
Chairman decision

Legalized composition (if not e Composition for the product shall be
stated in CPP, free sale or if not presented from License Holder and
attached registration license, no legalized by Health Authority in
EDA Labs composition or country of License Holder, Chamber
variation approval for changing of Commerce, and Egyptian Embassy
composition) or Consulate

e Original composition letter shall be
submitted by the applicant company
to Stability General Administration
once stability dossier is accepted

e In case of legalization is not available
at time of submission due to current
situation, Applicant Commitment for
legalization of declaration letter
within 6 months according to EDA
Chairman decision shall be submitted

Declaration letter stating e Declaration letter shall be presented
manufacturer of active from License Holder
pharmaceutical ingredient(s) Shall state product name, its strength,

formulation, batches number on which
stability study was performed, name of active
pharmaceutical ingredient(s) and its/their
manufacturer
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Certificate of analysis

For any batch of finished product

Shall state product name, batch
number, manufacturing and expiry
date
Shall include the following:
= Physical analysis
= Chemical analysis
Shall include identification and assay
of active ingredient(s), quantitation of
impurities and related substances, and
identification and assay of
preservative(s) and/or antioxidant(s)
(when applicable)
= Microbiological analysis
=  Biological analysis (when
applicable) Shall include
results within release
specifications

Applicant
Commitments

Stability summary sheet

(Template 1)
Shall be presented by applicant
company in two formats:

Word format
PDF format (signed and stamped)

Commitment for responsibility

(Template 2)
Shall be presented by Applicant company
signed and stamped

Justification Commitment for
storage (in case of proposed
storage conditions at
temperature not exceeding 25°C)

(Template 3)
Shall be presented by Applicant company
signed and stamped

Stability
data

Finished product specification(s)

Shall include test, specification and
reference for specification
Shall include the following:

= Physical analysis

= Chemical analysis

= Shall include identification and
assay of active ingredient(s), quantitation
of impurities and related substances, and
identification and assay of preservative(s)
and/or antioxidant(s) (when applicable)

= Microbiological analysis biological
analysis (when applicable)

Stability study summary and protocol

Shall include batch(es) number, batch(es)
scale, manufacturing and expiry date(s),
storage conditions, duration, and testing
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frequency
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Stability study table(s)

Analytical Procedures

Validation of Analytical Procedures

e Shall include the following:
= Physical analysis
= Chemical analysis
Shall include assay of active
ingredient(s), quantitation of
impurities and related substances, and
assay of preservative(s) and/or
antioxidant(s) (when applicable)
= Microbiological analysis
= Biological analysis (when
applicable)
e Any skipped test shall by
scientifically justified
e May include (when applicable):
= |n-use stability study
= Photo stability study
= Hold time stability study (for Bulk
Products)
Shall include results within shelf-life
specifications

e Shall include stability-indicating
analytical procedure used for
physical, chemical and
microbiological analysis

Shall include validation of analytical procedures
for assay of active ingredient(s), quantitation of
impurities and related substances, and assay of
preservative(s) and/or antioxidant(s) (when
applicable)

e Complete validation of analytical
procedures shall be conducted in which the
following validation characteristics should
be considered including: specificity,
precision, linearity, accuracy, ruggedness
and robustness

In case of analytical procedure used found in a
pharmacopoeia, verification of analytical
procedures shall be conducted in which the
following validation

characteristics should be considered including:
specificity, precision and accuracy
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Validation chromatograms annex
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e Shall include chromatograms of assay of
active ingredient(s), quantitation of
impurities and related substances, and
assay of preservative(s) and/or
antioxidant(s) (when applicable)

Shall include 3 injections for standard and

test at each time interval

e Shall include chromatograms of
validation of analytical procedures for
assay of active ingredient(s),
quantitation of impurities and related
substances, and assay of preservative(s)
and/or antioxidant(s) (when applicable)

e Shall include the following:
= For specificity: injections for

samples stored under relevant stress
conditions: light, heat, humidity,
acid/base hydrolysis and oxidation
are required in addition to placebo
and blank injections
= For precision: 6 injections are
required
= For linearity: 5 concentrations are
recommended with 3 injections
required for each concentration
= For accuracy: 3 concentrations are
recommended with 3 injections
required for each concentration
= For ruggedness: 3 injections are
required for each random variation
= For robustness: 3 injections are
required for each small variation in
method parameters
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Dossier Requirements for stability study submitted for human pharmaceutical products
imported from non-reference countries (submitted for variation)

EDA Approvals | Variation Approval (if applicable)

Registration License and attached
composition

EDA Labs composition (if not attached
to Registration License or

variation approval for changing
composition)

Product Certificate of Pharmaceutical Product The certificate estaplishes up to _date status and
Documents (CPP) or Free sale and attached data of the product in the exporting country or
Summary of Product Characteristics region at the time of issuing of certificate. This
(SmPC) or Product Information Leaflet | data may include (when applicable):
(PIL) (if applicable) e Product Trade name in Egypt, its

strength and dosage form

e Complete composition of the product

e License Holder, Manufacturer and
Packager of the product

e Summary of Product Characteristics
(SmPC) or Product Information Leaflet
(PIL)

e Shelf life, storage conditions, in-use shelf
life (if applicable), in-use storage
conditions (if applicable)

Container closure system in details
The certificate shall be legalized by Health
Authority in country of License Holder,
Chamber of Commerce, and Egyptian Embassy
or Consulate

Legalized declaration in case of any e Declaration letter for the product shall
missing information in CPP be presented from License Holder and
legalized by
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Health Authority in country of License
Holder, Chamber of Commerce, and
Egyptian Embassy or Consulate

e Original legalized declaration letter
shall be submitted by the applicant
company to  Stability  General
Administration once stability dossier is
accepted

o Incase of legalization is not available at
time of submission due to current
situation, Commitment for legalization
of declaration letter within 6 months
according to EDA Chairman decision

Certificate of analysis

e For any batch of finished product

e Shall state product name, batch number,
manufacturing and expiry date
e Shall include the following:
= Physical analysis
= Chemical analysis
Shall include identification and assay of
active ingredient(s), quantitation of
impurities and related substances, and
identification and assay of
preservative(s) and/or antioxidant(s)
(when applicable)
= Microbiological analysis

= Biological analysis (when
applicable)
e Shall include results within release

specifications

Applicant
Commitments

Stability summary sheet

(Template 1)
Shall be presented by applicant
company in two formats:
e Word format
e PDF format (signed and stamped)

Commitment for responsibility

(Template 2)
Shall be presented by Applicant company
signed and stamped
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Justification Commitment for storage
(in case of proposed storage conditions
at temperature not exceeding 25°C)

Cover Letter for scope of variation (in
case of variation)

(Template 3)
Shall be presented by Applicant company
signed and stamped
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gl iliscs
Payment Receipt (in case of variation
of shelf-life, storage conditions, in-
use shelf-life or in-use storage
conditions)
Stability data Finished Product Specification e Shall include test, specification and

reference for specification
e Shall include the following:
= Physical analysis
= Chemical analysis
Shall include identification and assay of
active ingredient(s), quantitation of
impurities and related substances, and
identification and assay of
preservative(s) and/or antioxidant(s)
(when applicable)
= Microbiological analysis
= Biological analysis (when
applicable)

Stability study summary and protocol | Shall include batch(es) number, batch(es) scale,
manufacturing and expiry date(s), storage
conditions, duration, and testing frequency

Stability study table(s) e Shall include the following:

= Physical analysis

= Chemical analysis

Shall include identification
&assay of active ingredient(s),

impurities and related
substances, and assay of
preservative(s) and/or antioxidant(s)
(when applicable)
= Microbiological analysis
= Biological analysis (when
applicable)
e  Any skipped test shall by scientifically
justified
e  May include (when applicable):
= |n-use stability study
= Photo stability study
= Hold time stability study (for Bulk
Products)
e Shall include results within shelf-life
specifications
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Analytical Procedures e Shall include stability-indicating
analytical procedure used for physical,
chemical and microbiological analysis

Validation of Analytical Procedures e Shall include validation of analytical
procedures for identification & assay of
active ingredient(s), impurities and related
substances, and assay of preservative(s)
and/or antioxidant(s) (when applicable)

e Complete validation of analytical
procedures shall be conducted in which
the following validation characteristics
should be considered including:
specificity, precision, linearity, accuracy,
ruggedness and robustness

In case of analytical procedure used found in a
pharmacopoeia, verification of analytical
procedures shall be conducted in which the
following validation characteristics should be
considered including: specificity, precision and
accuracy

Assay chromatograms annexes Shall include chromatograms of assay of active
ingredient(s), quantitation of impurities and
related substances, and assay of preservative(s)
and/or antioxidant(s) (when applicable)

Shall include 3 injections for standard and test
at each time interval
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Validation chromatograms annex e Shall include chromatograms of
validation of analytical procedures for
identification &assay of active
ingredient(s), impurities and related
substances, and assay of
preservative(s) and/or antioxidant(s)
(when applicable)

e Shall include the following:

= For specificity: injections for
samples stored under relevant stress
conditions: light, heat, humidity,
acid/base hydrolysis and oxidation
are required in addition to placebo
and blank injections

= For precision: 6 injections are
required

= For linearity: 5 concentrations are
recommended with 3 injections
required for each concentration

= For accuracy: 3 concentrations are
recommended with 3 injections
required for each concentration

= For ruggedness: 3 injections are
required for each random variation

= For robustness: 3 injections are
required for each small variation in
method parameters
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Dossier Requirements for stability study submitted for Imported human pharmaceutical

products with required stability section in quality module (re-registration)

EDA -Transfer Letter and attached
Approvals composition (When needed)
-Preliminary Re-registration
Approval (When needed)
Registration  License and
attached composition
EDA Labs composition (in case In case the composition is not inferred by EDA
composition is not attached to Labs, Stability General Administration
registration license or variation accredits the composition
approval for changing
composition)
Any other EDA approvals and/or In case of any approvals or decisions issued for
decisions (e.g.: variation the product and not reflected in the last
approvals/stability approvals...) released registration license
Product Certificate of Pharmaceutical The certificate establishes up to date status and
Documents Product (CPP) or free sale and data of the product in the exporting country or
attached Summary of Product region at the time of issuing of certificate. This
Characteristics (SmPC) or data may include (when applicable):
Product Information Leaflet e Product Trade name in Egypt, its
(PIL) (if applicable) strength and dosage form

e Complete composition of the product

e License Holder, Manufacturer and
Packager of the product

e Summary of Product Characteristics
(SmPC) or Product Information Leaflet
(PIL)

o Shelf life, storage conditions, in-use
shelf life (if applicable), in-use storage
conditions (if applicable)

Container closure system in details
The certificate shall be legalized by Health
Authority in country of License Holder, Chamber
of Commerce, and Egyptian Embassy or Consulate
shall be submitted.
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Legalized declaration letter stating
shelf life, storage conditions, in-use
shelf life (if applicable), in-use
storage conditions (if applicable)
and/or container closure system (in
details) (if not stated in CPP or free
sale or attached SmPC or PIL or if
updated than those mentioned in
registration license)

Declaration letter for the product shall
be presented from License Holder and
legalized by Health Authority in country
of License Holder, Chamber of
Commerce, and Egyptian Embassy or
Consulate

Original legalized declaration letter shall
be submitted by the applicant company
to Stability General Administration once
stability dossier is accepted

In case of legalization is not available at
time of submission due to current
situation, Commitment for legalization
of declaration letter within 6 months
according to EDA Chairman decision
shall be submitted

Legalized composition (if not stated
in CPP, free sale or if not attached
registration license, no EDA Labs
composition or variation approval
for changing composition)

Composition for the product shall be
presented from License Holder and
legalized by Health Authority in country
of License Holder, Chamber of
Commerce, and Egyptian Embassy or
Consulate

Original composition letter shall be
submitted by the applicant company to
Stability General Administration once
stability dossier is accepted

In case of legalization is not available at
time of submission due to current
situation, Applicant Commitment for
legalization of declaration letter within 6
months according to EDA Chairman
decision shall be submitted
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Certificate of analysis

e For any batch of finished product
e Shall state product name, batch
number, manufacturing and
expiry date
e Shall include the following:
= Physical analysis
= Chemical analysis
= Shall include identification and assay of
active ingredient(s), quantitation of
impurities and related substances, and
identification and assay of
preservative(s) and/or antioxidant(s)
(when applicable)
= Microbiological analysis
= Biological analysis (when applicable)
e Shall include results within release
specifications

Applicant
Commitments

Stability summary sheet

(Template 1)
Shall be presented by applicant company in two
formats:

e Word format

e PDF format (signed and stamped)

Commitment for responsibility

(Template 2)
Shall be presented by Applicant company signed
and stamped

Justification Commitment for storage
(in case of proposed storage
conditions at temperature not
exceeding 25°C)

(Template 3)
Shall be presented by Applicant company signed
and stamped

Required
stability section
for drug product
in quality module

Section 3.2.P.1: Description and
Composition of the Drug Product

Section 3.2.P.3.1: Drug Product
Manufacturer(s)

Section 3.2.5.2.1: Drug Substance
Manufacturer(s)

In case of more than one manufacturer for an
active ingredient(s), declaration letter from License
Holder mentioning manufacturer(s) of active
pharmaceutical ingredient(s) for each batch
submitted
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Section 3.2.P:5_.1: Prug e Shall include test, specification and
Product Specification(s) reference for specification

e Shall include the following:

= Physical analysis

= Chemical analysis

= Shall include identification and assay of
active ingredient(s), quantitation of
impurities and related substances, and
identification and assay of
preservative(s) and/or antioxidant(s)
(when applicable)

= Microbiological analysis

= Biological analysis (when applicable)

Section 3.2.P.5.2 Analytical e Required only for imported products from
Procedure non- reference countries or when stability
testing site is in non-reference country
e Shall include stability-indicating analytical
procedure used for physical, chemical and

microbiological analysis

Section 3.2.P.5.3 Validation e Required only for imported products from

of analytical procedure non- reference countries or when stability
testing site is in non-reference country

e Shall include validation of analytical
procedures for assay of active ingredient(s),
quantitation of impurities and related
substances, and assay of preservative(s)
and/or antioxidant(s) (when applicable)

e Complete validation of analytical
procedures shall be conducted in which the
following validation characteristics should
be considered including: specificity,
precision, linearity, accuracy, ruggedness
and robustness
In case of analytical procedure used
found in a pharmacopoeia, verification of
analytical procedures shall be conducted
in which the following validation
characteristics should be considered
including: specificity, precision and
Accuracy

Section 3.2.P.5.6: Justification
of Specification(s)
Section 3.2.P.5.4: Batch Analyses
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Section 3.2.P.7: Container

Closure System

Section 3.2.P.8.1: Stability

Summary and Conclusion

Section 3.2.P.8.3: Stability Data e Shall include the following:

= Physical analysis

= Chemical analysis
Shall include assay of active
ingredient(s), quantitation of impurities
and related substances, and assay of
preservative(s) and/orantioxidant(s)
(when applicable)

= Microbiological analysis
= Biological analysis (when applicable)
e Any skipped test shall by scientifically
justified
e May include (when applicable):
= In-use stability study

= Photo stability study
= Hold time stability study (for Bulk
Products)

e Shall include results within shelf-life
specifications

Assay chromatograms annex e Required only for imported products from
non- reference countries or when stability
testing site is in non-reference country

e Shall include chromatograms of assay of
active ingredient(s), quantitation of
impurities and related substances, and assay
of preservative(s) and/or antioxidant(s)
(when applicable)

e Shall include 3 injections for standard and
test at each time interval
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Validation chromatograms annex

e Required only for imported products from
non- reference countries or when stability
testing site is in non-reference countries
e Shall include chromatograms of validation
of analytical procedures for assay of active
ingredient(s), quantitation of impurities and
related substances, and assay of
preservative(s) and/or antioxidant(s) (when
applicable)
e Shall include the following:
= For specificity: injections for samples
stored under relevant stress conditions:
light, heat, humidity, acid/base
hydrolysis and oxidation are required in
addition to placebo and blank injections

= For precision: 6 injections are required

= For linearity: 5 concentrations are
recommended with 3 injections required
for each concentration

= For accuracy: 3 concentrations are
recommended with 3 injections required
for each concentration

= For ruggedness: 3 injections are
required for each random variation

= For robustness: 3 injections are required
for each small variation in method
parameters
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Dossier Requirements for stability study submitted for imported human pharmaceutical
products with required stability section in quality module (variation)

EDA Approvals | Variation Approval (if applicable)

Valid Registration License and attached
composition

EDA Labs composition (if not attached
to Registration License or variation
approval for changing composition)

Product Certificate of Pharmaceutical Product | The certificate establishes up to date status and
Documents (CPP) and attached Summary of data of the product in the exporting country or
Product Characteristics (SmPC) or region at the time of issuing Of certificate. This
Product Information Leaflet (PIL) data may include (when applicable):
(when applicable) e Product Trade name in Egypt, its strength

and dosage form

e Complete composition of the product

e License Holder, Manufacturer and
Packager of the product

e Summary of Product Characteristics
(SmPC) or Product Information Leaflet
(PIL)

e Shelf life, storage conditions, in-use shelf
life (if applicable), in-use storage
conditions (if applicable)

e Container closure system in details

The certificate shall be legalized by Health
Authority in country of License Holder,

Chamber of Commerce, and Egyptian Embassy
or Consulate

Legalized declaration letter stating e Isamustin case of shelf-life extension or
shelf life, storage conditions, in-use storage condition change

shelf life (if applicable), in-use

storage
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conditions (if applicable) and/or e Declaration letter for the product shall be
container closure system (in details) (if presented from License Holder and

not stated in CPP or attached SmPC or
PIL or if updated than those mentioned
in registration license)

legalized by Health Authority in country
of License Holder, Chamber of
Commerce, and Egyptian Embassy or
Consulate
e Original legalized declaration letter shall
be submitted by the applicant company to
Stability General Administration once
stability dossier is accepted
e In case of legalization is not available at
time of submission due to current
situation, Applicant Commitment for
legalization of declaration letter within 6
months according to EDA Chairman
decision shall be submitted
Certificate of analysis e For any batch of finished product
e Shall state product name, batch number,
manufacturing and expiry date
e Shall include the following:
= Physical analysis
= Chemical analysis
Shall include identification and assay
of active ingredient(s), quantitation
of impurities and related substances,
and identification and assay of
preservative(s) and/or antioxidant(s)
(when applicable)
= Microbiological analysis
= Biological analysis (when
applicable)
= Shall include results within release
specifications

Applicant Stability summary sheet (Template 1)
Commitments Shall be presented by applicant company in two
formats:

e Word format
e PDF format (signed and stamped)

GUIDELINE ON Dossier Requirements of Human

183 |Page Pharmaceutical Products for Registration & Reregistration
Code: EDREX: GL.CAP.Care/CAPP.002
Version/Year: 4/2023



Central Administration of Pharmaceutical Products
Central Administration of Pharmaceutical Care

oS (B sy P oS
L E =

Commitment for responsibility (Template 2)
Shall be presented by Applicant company signed
and stamped
Justification Commitment for storage (Template 3)
(in case of proposed storage conditions| Shall be presented by Applicant company signed
at temperature not exceeding 25°C) and stamped

Cover Letter for scope of variation (in
case of variation)

Payment Receipt (in case of variation
of shelf-life, storage conditions, in-use
shelf-life or in-use storage conditions)

Required stability | Section 3.2.P.1: Description and
section for drug | Composition of the Drug
product in quality | product

module Section 3.2.P.3.1: Drug Product

Manufacturer(s)

Section 3.2.S.2.1: Drug Substance In case of more than one manufacturer for an

Manufacturer(s) active ingredient(s), declaration letter from
License Holder mentioning manufacturer(s) of
active pharmaceutical ingredient(s) for each
batch submitted

Section 3.2.P.5.1: Drug e Shall include test, specification and

Product - Specification(s) reference for specification

e Shall include the following:

= Physical analysis

= Chemical analysis

= Shall include identification and assay
of active ingredient(s), quantitation of
impurities and related substances, and
identification and assay of
preservative(s) and/or antioxidant(s)
(when applicable)

= Microbiological analysis

= Biological analysis (when applicable)
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Section 3.2.P.5.2 Analytical Procedure e Required only for imported products from
non- reference countries or when stability
testing site is in non-reference country

e Shall include stability-indicating analytical
procedure used for physical, chemical and
microbiological analysis

Section 3.2.P.5.3 Validation e Required only for imported products from

of analytical procedure non- reference countries or when stability
testing site is in non-reference country

e Shall include validation of analytical
procedures for assay of active ingredient(s),
guantitation of impurities and related
substances, and assay of preservative(s)
and/or antioxidant(s) (when applicable)

e Complete validation of analytical procedures
shall be conducted in which the following
validation characteristics should be
considered including: specificity, precision,
linearity, accuracy, ruggedness and
robustness

e |n case of analytical procedure used found in
a pharmacopoeia, verification of analytical
procedures shall be conducted in which the
following validation characteristics should be
considered including: specificity, precision
and

e Accuracy

Section 3.2.P.5.6: Justification of
Specification(s)

Section 3.2.P.5.4; Batch Analyses

Section 3.2.P.7: Container Closure
System

Section 3.2.P.8.1: Stability Summary
and Conclusion

Section 3.2.P.8.2: post-approval
Stability Protocol and Stability
Commitment
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Section 3.2.P.8.3: Stability Data

Shall include the following:
e Physical analysis
e Chemical analysis

e Shall include assay of active
ingredient(s), guantitation of
impurities and related substances, and
assay of preservative(s) and/or
antioxidant(s) (when applicable)

e Microbiological analysis
o Biological analysis (when applicable)
Any skipped test shall by scientifically
justified

"I May include (when applicable):
o |n-use stability study
e Photo stability study
e Hold time stability study (for Bulk

Products)

1 Shall include results within shelf-life

specifications

Assay chromatograms annex

e Required only for imported products
from non- reference countries or when
stability testing site is in non-reference
country

e Shall include chromatograms of assay
of active ingredient(s), quantitation of
impurities and related substances, and
assay of preservative(s) and/or
antioxidant(s) (when applicable)

Shall include 3 injections for standard and test
at each time interval
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Validation chromatograms annex e Required only for imported products
from non- reference countries or when
stability testing site is in non-reference
countries

e Shall include chromatograms of
validation of analytical procedures for
assay of active ingredient(s),
guantitation of impurities and related
substances, and assay of preservative(s)
and/or antioxidant(s) (when applicable)

e Shall include the following:

= For specificity: injections for samples
stored under relevant stress conditions:
light, heat, humidity, acid/base
hydrolysis and oxidation are required
in addition to placebo and blank
injections

= For precision: 6 injections are required

= For linearity: 5 concentrations are
recommended with 3 injections
required for each concentration

= For accuracy: 3 concentrations are
recommended with 3 injections
required for each concentration

= For ruggedness: 3 injections are
required for each random variation

= For robustness: 3 injections are
required for each small variation in
method parameters
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Template 1
Stability Summary sheet

Note: All items of the sheet should be fulfilled

Summary of Stability Study:
(Type of study, duration, conditions and batches number)
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Template 2
Commitment for Responsibility “authenticity of data submitted”

24
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Template 3
Justification Commitment for storage conditions
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Template 4
Commitment for responsibilit
Bala
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o Aadia dd al)

Batch number| Type of batch| Type of study

e CgSall Janll 328 48 ey cuan 3l
Performed by (Q.C. analvst): ............
Checked by (Q.C. Head): ................

Authorized by (Q. assurance Head):.............

Stamp: .........
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SECTION SEVEN

Requirements for Submission of leaflets
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SECTION SEVEN: Requirements for Submission of Leaflets

This section will provide information about Requirements for Leaflets

Requirements for medical leaflet submission
General Requirements for leaflet submission

1 | Cover letter

2 | Proposed Leaflet (in Word format (SmPC & PIL), *For cases of exceptions of Arabic leaflet, see
technical committee decisions in 12/3/2009 &25/8/2022.

3 | The most Updated reference for both SmPc¢ & PIL

4 | EDA approved product composition (stability/CADC) (Excluded for 820, EDA chairman decree
(450/2023) case 2 track A, B&C (for imported products), and to be submitted immediately after
releasing from responsible department.

5 | Naming approval, layout or art work.

6 | Checking for Technical & Pharmacology warnings

7 | In case of imported and innovator products: CPP
In case of imported and innovator products with PIL only: A Legalized letter from the country of
origin stamped from Egyptian Embassy comprising a warrant that the attached leaflet (Patient
information leaflet) with the specified Trade Name, generic name, concentration, version date and
version number is marketed and registered in the country of origin, and is to be translated to Arabic
language as the patient information leaflet. (Template attached in annexes in submission guidance)
And for non-English Leaflets,
v' A Declaration Letter from License Holder commit that the leaflet is translated
according to authorized medical translation on their responsibility in accordance with the
translation attached. (Signature & Stamp)

Or
v' Legalized letter from the head office stating that the scientific office is responsible for
the translation and the leaflet is translated medical translation through their scientific office,
the medical translation submitted (2 languages: English and Non-English)) should be signed
and stamped by the scientific office.
-1t should be noted that the English SmPC for imported products shall be submitted to be displayed on
the EDA website.

8 | In case of Non -referenced product: Committee approval (s)

9 | In case of non-English reference: Authorized Translation of the Reference

For products under registration:

1 | Box approval.

2 | Naming approval.

3 | Accelerated stability (excluded for 820& EDA Chairman Decree (450/2023) case 2) and to be
submitted immediately after releasing from responsible department.

4 | Pricing (not required in case of: 820, EDA chairman decree (450/2023) case 2, export only, tender &
export)

5 | PV for approval (requested for 425, 645, EDA Chairman Decree (450/2023) case 1&3 & excluded
for export, EDA Chairman Decree (450/2023) case 2)
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6 | Receipt (1000 LE)

For re-registration products:
If the leaflet approval date is within 5 years and no updates &/ warnings are required, it is permissible NOT
to submit to leaflet administration, but if it exceeds 5 years the following should be submitted.

1 Last approved leaflet

Registration License

2
3 Re-registration action letter
4

Re-Reg stability (depending on the requirements stated in the ministerial decree that the
product follows), and in case of safety update may not be submitted.

5 Naming or Layout approval (in case Arabic name is not written in the registration license)
6 PV approval required for products following 150 decision.
7 Receipt (1000 LE)

Requirements for leaflet update:

Receipt: 500 LE

Last approved leaflets

Tracked Change between proposed updated leaflet and previously approved

AIWIN(F

Valid EDA documents (ex., registration approval, re-registration approval)

For warning addition:

1 Warning to be added highlighted inside the leaflet
2 Last approved leaflet
3 Most updated version of reference leaflet for both (SmPC & PIL)

For variation:

1 Variation approval
2 Receipt (500 LE)
3 Last approved leaflet
4 Most updated version of Reference leaflet for both (SmPC & PIL)
For appeals:
1 Receipt:1000 LE
2 Cover letter in Word format
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3 Where applicable, a comparison table (in Word format) between the two leaflets the appeal is
submitted for.
4 Relevant documents to the raised issue.

In case of Replacement leaflet:

1 Receipt: (500.1.E)

2 Copy of last approved leaflet
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SECTION EIGHT

Requirements for Submission of Mock-Up Requests
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SECTION EIGHT: Requirements for Submission of Mock-up Requests

This section will provide information about requirements for any human pharmaceutical product
submitted for Mock-up approval.

Type of Request No. Documents Notes
1 [ Cover letter On company letterhead signed, stamped an
2 | Registration request
3 | Scientific committee approval In case of Non-reference products.
4 | Trade name approval letter
Mock-up approval for =g Stability approval
new registration - —
License. 6 | Price certificate
7 | Valid Legalized CPP In case of imported or under license produ
8 | Original Pack In case of imported or under license produ
9 | Monograph of the product according | In case of Compendial Products

to latest edition of pharmacopeia

10 | Coloured stamped outer and inner Editable PDF form is preferable.
mock-ups
1 Cover letter On company letterhead signed, stamped an
2 Registration License
3 Registration license Extension If registration license is not valid.
4 Stability approval for Accelerated
stability study and Long-Term
stability study (if present)
Mock-up approval for 5 Price certificate
Re-Efgéiggtlon 6 | Valid Approved Leaflet
7 Latest Approved Mock-up
8 Approved variation letters. If relevant.
9 Valid legalized CPP In case of imported products.
10 [ Monograph of the product according | In case of Compendial Products
to latest edition of pharmacopeia
11 | Coloured stamped outer and inner Editable PDF form is preferable.
mock-ups
1 Cover letter On company letterhead signed, stamped
and dated, specifies changes requested.
2 Registration License
3 Valid Approved Leaflet
Mock-up change 3 Approved variation letters. If relevant.
4 Latest Approved Mock-up
5 Fees payment receipt According to the published submission
link
6 Coloured stamped outer and inner Editable PDF form is preferable.
mock-ups
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1 Cover letter On company letterhead signed, specifies
4 products names, strengths, dosage forms
and registration numbers.
Logo Change 2 Coloured copy of new Logo
3 Fees payment receipt According to the published submission
link
1 Cover letter On company letterhead signed, specifies
5 products names, strengths, dosage forms,
Telephone & Fax registration numbers and new Telephone
Number Change & Fax Number.
2 Fees payment receipt. According to the published submission
link
Appeal for marketing | 1 Cover letter On company letterhead signed, stamped
of unapproved or and dated.
invalid Mockup | 2 [ Registration License
6 3 Coloured copy of required mock-up
4 Latest Approved Mock-up
5 Fees payment receipt. According to the published submission
link
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SECTION NINE

Requirements for Submission of Final Registration
Dossier
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SECTION NINE: Requirements for Submission of Final Registration Dossier

This section will provide information about Requirements for human pharmaceutical products
submitted for final registration/Re-registration.

Module 1 Original Soft | Original
Copy Copy | to review

1.1 Administrative Requirements

1.1.1.

Application form R R
On company letter head signed, stamped and dated
(8 e gl Alls 4
0o @l 55 Ay Bacan 5 51aY) Gulaa ) & 55 23 sai (34 ) sla 8 IY) Galaa s
(&M:M daaY\) Lﬁ)ﬁ’d\ )@.ﬁd\ }\ Aﬂ..\:\s\
oalae Gty e @l G AUL (s 8 (318 ) el 3 Y) Gulae ) e st e
(843U JuaV1) (s anll el f i) (o a5 Ay Baiaa 5 1Y)

1.1.2.

Letter of Attorney for Company representative R R

Al e 55 Ay e o iall RS iy

1.1.3.

Py

Fees payment receipt R

1.1.4.

Action Letter & Name Approval (New Products) R R
Registration License & Preliminary approval (Re-reg Products)

1.15.

Pricing Certificate R R
o Valid Certificate

e In case of expired one (Provide evidence of submission request
for a pricing updating e.g. screenshot)
e In case re-evaluation is required kindly submit it.

1.1.6.

Any Pre-approved letters from EDA concerning product (e.g., R R
Technical committee decisions, ....... )

1.1.7.

Variation approvals (For Re-reg products) R R
Notes:

e To be arranged by date

e Every variation to be submitted in separated sub folder named
with the variation type (e.g., Addition of Manufacturer of API, or
composition change) in addition to All required studies.

1.1.8.

Pharmacovigilance approval R R

1.1.9.

Approved leaflet R R
o Valid & Updated Leaflet.
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1.1.10. | Approved layout R R
1.1.11. Inspection Report for Pilot Batch (New Products) R
Inspection Report for a Valid and Marketed Batch (Re-Reg Products)
Original Soft | Original
Module 1 Copy | Copy | to review
1.1.12. | Importation approval for each API R
1.1.13. | Certificate of Pharmaceutical Product (CPP) issued by Competent R R
Authorities in Country of Origin
In Case of Imported or Under license Products
e Valid
e From the country of origin
e Issued and authenticated by the competent authority
e Signed and stamped by:
o Chamber of Commerce or Notary Public or Foreign
Affairs (If applicable)
o Legalized by the Egyptian Embassy
o The Arab Republic of Egypt is mentioned as Importing
Country
o Date of issue is specified
o Trade name of the Product is specified
e Dosage form (s) and Strength (s) are specified.
o License Holder (address, city, country) is specified
e Product must be marketed in the COO for not less than one year
(if not marketed, explain why marketing is lacking)
e  Product composition:
o Active Ingredient(s) by its salt or hydrate form (if any)
with its (their) quantity (ies) per unit dose is (are)
specified
o Inactive Ingredient(s) with its (their) quantity (ies) per
unit dose is (are) specified (could be as attachment)
Notes:
o Capsule shell composition should be included in case of
capsules.
o If the Name of the product is different in Egypt, it must be
noted (If not stated, a separate legalized declaration on the
license holder letter head is required).
1.1.14. List of Countries in which the product is registered & marketed R R
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Module 1

Original
Copy

Soft
Copy

Original
to review

1.1.15.

Company Documents & Agreements

1.1.15.1. Factory License for Manufacturer& IDA License

1.1.15.2. The register of trade

1.1.15.3. Toll Manufacturer License (For Toll Products)

1.1.15.4 Scientific Office License. (For Imported Products)

1.1.15.5. Importers register license (For Imported Products)

1.1.15.6. Store License (If different from factory)

1.1.15.7. Agreements

= Manufacturing between the applicant and the manufacturer.
(Authenticated by the bank Or Legal department of EDA)

= Storage Agreement (Legalized by the chamber of commerce &
the Egyptian embassy)

= Packaging agreement (In case of Bulk Imported)
(Authenticated by the bank & Legal department of EDA)

= Authorization letter / Agency agreement (For Under License
Products/Imported) Legalized by the chamber of commerce &
the Egyptian embassy

A WA DT OO

1.1.15.8. Declaration letter stating the list of (Registered & Under-
Registration) products owned by the toll company. (For Toll
Products)

On company letter head signed, stamped and dated

1.1.15.9. Declaration letter from the license holder specifying the API
manufacturers.
(should be legalized if different entity) (For Under License Products)

1.1.15.10. Declaration letter from the supplier stating the form of bulk
(strips, Capsules, etc...... ) (In case of bulk products) (For Imported /
Imported Bulk Products)

Legalized by the chamber of commerce & the Egyptian embassy

1.1.16.

Solvents “In Case Dosage Form Powder for Injection”
If a solvent is attached with the product, kindly submit the Registration
license for the solvent.

1.1.17.

The latest recent pharmacopeia for the finished product. (In case of
Pharmacopeia Products)

Module 1

Original
Copy

Soft
Copy

Original
to review

1.2 Technical Studies/ Approval

1.2.1.

Composition Certificate

R
3 Copies
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¢ Kindly submit as the composition attached with stability approval
& Update
Specifications.

e On company letter head Signed and Stamped

e Trade name of the Product is specified.

e Dosage form of the Product is specified.

e Active Ingredient(s), it’s (their) hydrate(s) and salt form(s) with
its (their) quantity (ies) per unit dose is (are) specified.

¢ Inactive Ingredient(s) with its (their) quantity (ies) per unit dose is
(are) specified.

e For the Local manufactured products, the composition should be
submitted on the manufacturer and applicant head letter.

e For Under license products:

-If the composition is attached with the CPP, it could be written
on the applicant head letter.
-If the Composition is not attached in the CPP, a legalized
composition should be submitted on the license holder or the
manufacturer head letter.

N.B:

1. Active Ingredient(s) must be identical to that in C.O.A. of
supplier
(if not: please submit the synonyms)

2. Attach the equivalence calculation on the company letter head
signed and stamped, with reference for the molecular weight.

3. Active & Inactive ingredients should be separated in composition.

4. Any Overage should be mentioned.

5. Coated tablets:

o Write the core and coat composition separated & mention the
weight of tablet.

o Coating composition (e.g. Opadry coat) on the supplier head letter
should be attached.

6. Hard gelatin capsules:

o Write the body and cap. composition separated & mention the size
of capsule.

o Composition of the capsule shell on the supplier head letter should
be attached.

7. In case of pellets: composition on supplier letter head should be
attached & attach the calculation of pellets (weight /capsule) on
company letter head

8. Premix Composition on supplier letter head should be attached.

Module 1 Original Soft | Original
Copy Copy | to review
1.2.2. | Finished Product Documents
1.2.2.1. CADC certificate + CADC composition and Renewal R R
certificate (Re-Reg Products)
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* Trade Name & Strength Should be Specified.

*Manufacturer & License Holder of Finished Pharmaceutical Product
should be Specified

* Manufacturer of Active Pharmaceutical Ingredient should be Specified.

* Batch Number should be Specified.

*Chemical, Physical & Microbiological Tests.

1.2.2.2 CADC File of Finished Product R

* Batch Analysis
* Analytical method of analysis and validation of analytical procedures.

1.2.2.3. Stability Study & Approval R R

Notes Regarding Stability study approval:
*Trade Name & Strength Should be Specified.

*Manufacturer & License Holder of Finished Pharmaceutical Product
should be Specified

* Manufacturer of Active Pharmaceutical Ingredient should be Specified.

* Batch Number should be Specified.

*Purpose Of the study should be Specified.

*Composition Should be attached.

*Finished Product Specification should be attached and should comply
with EDA Lab Analysis.

1.2.2.4. Bioequivalence Study/Comparative In-Vitro Study & R R
Approval "if applicable

Notes Regarding B.E / Comparative study approval:

*Trade Name & Strength Should be Specified.

*Manufacturer & License Holder of Finished Pharmaceutical Product

should be Specified

* Manufacturer of Active Pharmaceutical Ingredient should be Specified.
* Batch Number should be Specified.

*Purpose Of the study should be Specified.

*Composition Should be attached.

Module 1 Original Soft | Original
Copy Copy | to review

1.2.3 | Active Pharmaceutical Ingredient Documents:

1.2.3.1 Certificate of Analysis of Active Substance R R
*Signed and Stamped

*Manufacturing date, Expiry date are specified
*Batch number is specified

1.2.3.2. Specification R R
*Recent edition of specifications (pharmacopeias) and/or in-house
specifications of all active ingredients.
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*In house specification of all inactive ingredients “On the company letter
head signed and stamped”
1.2.3.3. Packaging Description R R

1.2.4. | Good manufacturing practice (GMP)

1.2.4.1. GMP of Manufacturer/s of Finished Product. R R
¢ Valid GMP.
e Production lines are specified.
1.2.4.2. GMP of Manufacturer/s of API.

1.25. | Reference
1.2.5.1 The reference (on-line or text book) R

*Latest Edition of the reference text book (eg. BNF)
Recent on-line reference:
FDA, MHRA, EMA, ANSM, Swissmedic, TGA, Pmda, etc.
(Note: The Reference product should be registered and marketed)
Notes:
e The reference product should be identical to the submitted product in
terms of the active ingredient, concentration & dosage form.
R

*Non-Reference Approval from Evaluation unit of scientific data & drug
development for Human Pharmaceuticals

1.2.5.2 Leaflet of the reference product

1- In order to accept the registration file for assessment Soft copies must be fulfilled.

2- Original copies are required to be submitted Hard after the assessment period for Issuing MA license.

3- Regarding imported products, please don’t submit any document that is already fulfilled on other
modules.
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Application form
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Trade Name:

English and Arabic

Registration Request number /Registration
number

Active Ingredient(s) & Strength (s):

Pharmaceutical dosage form:

Physical Characters:

Shelf Life:

Storage Condition:

Approved Price Pack:

Note: Kindly Specify No. of Units according to the Pricing
Certificate & Packaging Material according to the Stability
Approval.

Price:

Reference:

Reference Link

Therapeutic Group:

ATC Code:

Approved Indication

Applicant:

Company Profile Username:

Marketing Authorization Holder/License
Holder:
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Manufacturer:

Manufacturer of Solvent/ Accessories (If
Applicable):

Packager:

Batch releaser:

Storage Site & Address:

Type of registration:

Market status:

EDA Chairman Decree:

Batch Type

Batch Number(s)

APl Name /Form/ Specs:

Name of Manufacturer & country of origin +
Address as in the manufacturer's GMP"":

Studies that had been performed on each
manufacturer of API

Note: The above box can be repeated according to No. of APIs in Product

Contact person:

Telephone number:

E-mail:

GUIDELINE ON Dossier Requirements of Human

207 |Page Pharmaceutical Products for Registration & Reregistration
Code: EDREX: GL.CAP.Care/CAPP.002
Version/Year: 4/2023



Central Administration of Pharmaceutical Products
Central Administration of Pharmaceutical Care

oS (B sy P oS
A =

AS 8 (sLna WU im siall faiial) gianll/ 1) 5,03 Gedae ity oo sl gl Ul s
YL

ALK 5 A8y g dagaca oDl 3, A il 48K L e

W e Al s ol 0 L3l 4iad¥ 5 2002 dand 82 o8 A Sill AL (3 s Ales 8 dSabi ol Y1 o
A yead) o gl

) pumnionall (G guiill 3 Gall AN AS 5 o) 5f) uaaiiall ASI AS 5 5 4l gic 5 piadll aud Aelday ol Y1 @
adlal) elgmil g s ZUEY) o U5 (Aedial) CPP saleadd lads lld s pumaiunall ASIe 4S50 (e Yy 52 ) siasal)
o dpanll any V) jeaniouadl) (3 i (gl Glaa) are s dn JAl 35l o el Qi o8 5 5 Apazil o8 )
A peaall ol gall A A8 g

Of (e 2S5 ag dualal) clilad) e 1k s slis Cpaaizall (e jsall aan clanly 4 padl) o) sall 2 jad) o
Sle (sl Adall 3 l0Y) 8 (e Linie s (GDP & GSP) 2l o jsill s o3l ae) 8 Galay adiaall & ) sall

badl
)\L;\ ‘;dg \27‘} c:&:’}»ﬂ\ U_’\)a;l.wd\ M dalall o)\.\\}]\ :US‘}A Az ‘}“ adleall e\;“ PR\ JJLAA ):\:\ﬂ (adc °
)

o3k 0l s Lot se giadll ¢3S of iy aid) (5 ainail s 5 35 ol i iall (0385 5 il il sl
el (s 2007 did 539 s sl AL 255 Loy duad) gieaill ae ) iyl 1agr 5 sl <l S0V waens
Adasall ¢ peaniiall dall aieaill CullY 4 jeadl 4 sadl)

JUaa) Al W5 ey pual) ) pumnionall Jymnsi) Aaball 50Y) 4881 g0 3 ) ASL 55 gieaill e Jii 3 Y
ol

MLN\SJ\JY‘@\}A}N\d}\.ﬂnw&\w&ﬂﬁ)}ﬁmy‘w\ﬂ\w\@d&e&y °
52015 /425 )55 )l sk dasiall ol jmnival) Alla 3 ) Jomasil) U] il W) gedy pl) ol puaninadl)

ol Aalall 3 1Y) 488) ga 5 Anall Jshaill (po i g Gaad 5 e 2] Adaddl G paniiall AL JE LY @
52018 /645 5155 )il liah desial) il jumaivadd) Alla 8 ) Jpaiill ) il Y1 eyl il jumaiosdl)
(A ) 2023/450 i A aall o) 52l dip uti ) )3

Janasill Calay Lapai a3 Lol dilan pumsivwall 450 sal) 4308 50 43S pall 5 )laYl Julail) Caley dasiall i) paes o @

o) sl gy A&l Balall 2) iy padil) die @l 5 calad) 3alall Aaldd) Juladll 32l g GMP J) 33lgl aadss @
A padl

8 i g sl 138 e aa ) a3 phad e BT Gl e ddanall Al ddali 5 HlaYI EDU e
Alh 5 45 gall Aaiyl) Adnidil aen 241y Ll pumanians 433 50l Aailie <Periodic Safety Update Report
B e Alriall 55 jaloall Al gal) sl saual) A jlaall (peuds 33 5) 1) 2 g8 g 3aaaall Jeall Lad

gl 8l Al jo [ il Al ja /A0 gall A8 LI 43S jall B HlaYl Jilad) Jasdll ale) il ja el ) &5 @

Al ge yaaindl (Variations) @l e sl das 2 o) / 459 (Variations) < juiel) Jac &5 o
il Jiaes Uad)
F(3naall Gl jaaiiall) oMaiu) Qlla 488) go / (Ll 33leY) @

GUIDELINE ON Dossier Requirements of Human

208 |Page Pharmaceutical Products for Registration & Reregistration
Code: EDREX: GL.CAP.Care/CAPP.002
Version/Year: 4/2023



Central Administration of Pharmaceutical Products
Central Administration of Pharmaceutical Care

Type of Variation From To Status

(Final /Conditioned)
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Submission Guidance for Human Pharmaceutical Product Initial Re -Registration File
according to EDA Chairman decree 150/2022

Submission guidance for preliminary approval first release
Required Documents
Section |
Company commitments

1. | Application form (Attached)
On applicant letter head signed, stamped and dated

2. | Letter of Attorney for Company representative

M\Cy&ﬁj@lﬁmg‘gwkﬂ\ub&ﬂ

3. | Production/Importation status declaration )
G iy LY Fa g Wl i) gl Lgaali) a3 Auali) Alads JAT aB ) Llanalia 3 i) / g UY) (pa puaatiocall i gay ) j3)
Alginl) dada slg),
On company letter head signed, stamped and dated
4. | Total Fees payment receipt (Product Name, Strength, Dosage form Should be written)
For Local: 10000L.E
For Imported: 15000L.E

Section 11
(EDA Approvals)

1. | Registration Final license
(€339 O).Jomtl) JUad) 5 oS hal) ciliad yl) i ga aa g L1
Gl Al 338 sl Ldle agali 2
o) Bale) JUad) jlaaa¥ adhil) Jd Ja g pdd) 338 plisiady agas (38 ) ela il jal) elidiad ade Ala B 3

e
2. | Any Pre-approved letters from EDA concerning product during previous registration period
(e.g. Variation Approval, Technical Committee approval, ....... )
3. | Production/Importation status report
saniuall (e dadtal) 4 b ALdd 3 ga 5 0o 3AEM (..., E)A) (g pdana) (G dalad) 319y (ya BA8)

sdoadlall 4y jlu doalil) Aids g8 ase Alla B *
3 i) g ZESY) Uga G pLEELY) o 45480 Aall) 48) 5o PeRty
Section 111
(Imported / Under license documents)
1. | Certificate of Pharmaceutical Product (CPP) issued by Competent Authorities in Country of
Origin (In Case of Imported Or Imported Bulk Or Under license Products)
e Valid
e From the country of origin
e Issued and authenticated by the competent authority
e Signed and stamped by:
Chamber of Commerce or Notary Public or Foreign Affairs (If applicable)
Legalized by the Egyptian Embassy
e The Arab Republic of Egypt is mentioned as Importing Country
o Date of issue is specified
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Trade name of the Product is specified

Dosage form (s) and Strength (s) are specified.

License Holder (address, city, country) is specified

Role of License Holder is specified

Product must be marketed in the COO for not less than one year

(if not marketed, explain why marketing is lacking)

e Manufacturing, packing & batch release site(s) involved in the manufacturing process of the
product is/are specified.

e Good Manufacturing Practice (GMP) of the manufacturer & Primary Packager is specified.

e Pack Presentation and pack size(s) of the Product is (are) specified (could be as attachment)
(If available)

o Inner leaflet (could be as attachment) (If available)

e Complete product composition
- Active Ingredient(s) by its salt or hydrate form (if any) with its (their) quantity (ies) per unit
dose is (are) specified
- Inactive Ingredient(s) with its (their) quantity (ies) per unit dose is (are) specified (could be
as attachment)
Note: Capsule shell composition should be included in case of capsules.

o Shelf-life of the Product is specified (could be as attachment) (If available)

e Storage Conditions of the Product is specified (could be as attachment) (If available)

o Summary of Products Characteristics or package insert of the product (could be as
attachment) (If available)

o If the Name of the product is different in Egypt, it must be noted

(If not stated, a separate legalized declaration on the license holder letter head is required).

Section IV
(Reference)

1. | The reference (on-line or text book)
The reference product should be identical to the submitted product in terms of the active ingredient,
concentration, dosage form & Rout of administration.

2. | Latest Edition of the reference text book (eg. BNF)

Recent on-line reference:

FDA, MHRA, EMA, ANSM, Swissmedic, TGA, Pmda, etc.
(Note: The Reference product should be registered and marketed)
3. | Leaflet of the reference product

Section V
(Company documents & agreements)
1. For Under License Products

License and manufacturing agreement
= Valid
=  Legalized by the chamber of commerce & the Egyptian embassy
= The manufactured products mentioned (Trade name / Dosage form & strength)

Legalized Letter For Any relation stated in the final license (Affiliate, subsidiary, etc...... )

2. For Imported / Imported Bulk Products
Declaration letter from the supplier stating the form of bulk (strips, Capsules, etc...... ) (In case
of bulk products)
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= Legalized by the chamber of commerce & the Egyptian embassy

= In case of same entity or affiliate it might be on the applicant letter head
Agency Agreement or Authorization letter

= Valid

= Legalized by the chamber of commerce & the Egyptian embassy

= The manufactured products mentioned (Trade name / Dosage form & strength)
Legalized Letter For Any relation stated in the final license (Affiliate, subsidiary, etc...... )
License of Scientific Office (if the Scientific office is the applicant)

Special requirements
= The latest recent pharmacopeia for the finished product. (If the submitted product is a
pharmacopeial product).

Submission guidance for preliminary approval renewal

Required Documents

1. | Application form (Attached)

On applicant letter head signed, stamped and dated

2. | Renewal Fees payment receipt (Product Name, Strength, Dosage form Should be written)

according to ministerial Decree 150/2022

1000L.E

3. | Total Fees payment receipt

For Local: 10000L.E

For Imported: 15000L.E

4. | Old license +Old preliminary approval or stability referral letter

5. | Production/Importation status report

eaninsall (g dpn el A s AL 3 g s o B (.o.... ) cinms umne) Gl el 80 (e 3204
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Application Form
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Type of request: = First release
» Renewal

Registration number:

Trade Name:

Active Ingredient(s) &
Strength(s):

Pharmaceutical dosage form:

Applicant:

License Holder:

Marketing Authorization Holder:

Manufacturer:

Primary Packager:

Secondary Packager:

Batch Releaser:

Type of Registration:

Reference:

Therapeutic Group &Indication:

Fees payment receipt No.:

Person authorized for
communication on behalf of the
applicant Company

Applicant Mail & Phone

number:
On Company letter head
3IY) ulas i) Al wia Jaantll j2e
:e-u-y\ Ieﬂy\
a8 sl fe b
Cq)\_\“ @Jm\
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Central Administration of Pharmaceutical Products
Central Administration of Pharmaceutical Care

V.Document History:

Version
Number

Issue Date

Summary of Change

1

1/12/2020

New Issue

2

4/12/2022

Addition of file content of submissions of
pharmaceutical vigilance
Addition of file content of submission of inserts

14/8/2023

Changing the name of the guideline from (Guidelines
on File Content of Human Pharmaceutical Products for
Registration & Re-registration) to (Guideline on
Dossier Requirements of Human Pharmaceutical
Products for Registration & Re-registration) to be more
reflective to the content of the guideline.

Updating the required documents to be submitted in
Human Pharmaceutical Products file after the issuance
of EDA Chairman Decree 450/2023.

14/12/2023

Updating the required documents to be submitted in
Human Pharmaceutical Products file after the issuance
of version 2 of regulatory guide of EDA Chairman
Decree 450/2023. (section four, section six, section
nine)
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