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l. Introduction

This guideline intended to describe how to organize file content of Human Pharmaceutical Products.
To market a Human Pharmaceutical Products in Egypt, applicants must provide adequate
information provided in each section to the Egyptian Drug Authority demonstrating that the product
is safe and effective for the conditions prescribed, recommended, or suggested in the proposed
labeling for the product.

Il.  Scope

The guideline primarily 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 and sold 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.

Under-Registration - Products which have not been licensed yet, and they are

Products proceeding to get a registration license.

Registered Products - They are licensed pharmaceutical products by the Board of

Authority and have a license to manufacture, import, export,
distribute and sale the drug.

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.

Pharmacovigilance - The science and activities relating to the detection, assessment,
understanding and prevention of adverse effects or any other drug
related problems.

Reference Countries - Anupdatable list of countries approved by the technical committee

for drug control.

A medicinal product that has no reference product with the same

dosage form, concentration, indication or route of administration.

Non-reference product

Quality File (Module 3) also referred to as ICH Module 3, includes requirements for
presenting manufacturing, characterization, drug substance controls,
stability characteristics, descriptions and compositions of

pharmaceuticals, and other essential information.
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Bioequivalence study - It is a comparative study conducted on healthy volunteers 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.

Comparative in-vitro - It is a comparative study conducted at one of the licensed

dissolution study bioequivalence centers or the companies’ plants - 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.

The combination of physical, chemical, biological and

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.

Stability Committee - the form, on which the committee member writes decision after

Decision assessing stability study, filled with product information which
include: serial number, type of product, type of registration, date
of receive, trade name, applicant name, manufacturer, license
holder, packager, stability performed by, active ingredients,
dosage form, proposed shelf- life, proposed storage conditions,
physical characters, pack in details, summary of the stability
study done on the product and any other remarks.

Shelf-life specifications
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aulfap!

1VV. Procedures

Section One

File Content for Submission of Registration
Request Inquiry
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SECTION ONE: Registration Request Inquiry

This section will provide information about file content for Submission of Registration
Request Inquiry

A- Registration request inquiries submitted for the products manufactured locally
1. Company profile
2. Registration requests
3. Link of the approved scientific Reference and copy of the leaflet (if found)

B- Registration request inquiries submitted for Imported & Under-License products
1. Valid & legalized CPP for the product

2. Valid GMP for the manufacturing site (will be requested later on after reviewing the request to be
fulfilled before the due date specified)

3. Valid & legalized Agency agreement or Authorization letter between License holder and Applicant

Company (in case of imported products or bulk) (will be requested later on after reviewing the request to
be fulfilled before the due date specified)

4. Valid & legalized manufacturing agreement ( in case of under license) (will be requested later on after
reviewing the request to be fulfilled before the due date specified)

5. Legalized Innovator letter (in case of Innovator) (will be requested later on after reviewing the request to
be fulfilled before the due date specified)

6. List of countries in which the product is marketed ( in case of CPP is from non-reference country) (will
be requested later on after reviewing the request to be fulfilled before the due date specified)

C- Registration request inquiries submitted as Line Extension
Documents showing that the company's product is still valid:

In case of Under Registration products:

1. Naming Approval or Submission
2. Pricing Approval or Submission
3. Pharmacovigilance Approval or Submission (if found)

In case of Registered products:

All Registration documents

GUIDELINES ON File Content of Human Pharmaceutical
Products for Registration & Re-registration
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Requirements pidl) ol ghad Soft | Hard copy | Original
copy to
review
A Registration request inquiries submitted for the products manufactured locally
(Wlae dxiaall Gl puaaiond) Alla 3)
1- The company must apply to alaill sas o ol A58 e ay |
systems & information unit for oald s LAY Sl gladll
creating a company profile to | bk a8l (e SaT s 38,40
be able to submit registration ASsall el e Janl
requests on the box inquiry
program.
2- Submit registration requests aebin e dmdll iy a51)) N
on the box inquiry program " " Al
https://www.edaegypt.gov.eq/ | https://www.edaegypt.gov.eq /
The registration request must i i
include the following data ®: e s ol “l‘“d‘““” .
= Generic Name R Slaslaal
= Generic Strength and il 33l
strength unit _ san )l s Alladll 5ol 3S 5
=  Salt Equivalence (if found) (250)) el =
* Dosage Form Sl S .
= Ministerial De_cree GO A .
= Case Number in case of
registration requests daaal) il lgle andall sl
submitted according to Aadall Jonoutl) ililla Al 3
ministerial decree 645/2018 2018/645 sl )l ik
= Receipt Number dua¥loi, =
=  Product type (Generic, Line raiudle s W
extension, Imported Generic Ladllg s m
or Innovator ) il salall g 53w
=  Type of license (Local, Toll,
F-Toll, Imported or Under
license)
= Generic Type (single
,combination , combo- pack ,
etc)
3- Link of the approved scientific o3 5 2inall galell aa pall Jaol 5 |
Reference and copy of the (25 Of). 4k
leaflet (if found)
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system after
changing the

status to info.

required

Requirements pidl) ol ghad Soft | Hard copy | Original
copy to
review
4- Submit Yellow Receipt or Sl o sl adal) Juanl 36 | Submit
stamped Red Receipt of Jlas¥) 138 aidy o gida yaaYl () original
1000 L.E stamped from O pside Loia all 4iad (aladiu) & yellow
financial department; shahadll 5 e 5 Al 5 laY) receipt with
General Administration of 43S all 3V 5 Al all ) 1000 LE fees
Drug Policy & Planning & e sy ddapall ) jaaiill to the unit's
Central Administration of O (a5 pumaiiaa) iy 48 administrator
Pharmaceutical Products . O ) sland) after writing
written on it all generic on it
details & purpose (Generic
(Registration Request details &
Inquiry) @, Registration
request) &
Stamp the
red receipt to
be uploaded
to the
automation
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system after
changing the

status to info.

required

Requirements pidl) ol ghad Soft | Hard copy | Original
copy to
review
5- Submit Yellow Receipt or SOl o sl asal) Jual 36 | Submit
stamped Red Receipt of Jua) 138 i 0 gide jea¥) ) original
10,000 L.E stamped from agin Y15 e dled (aldiuY) yellow
Financial department, 5 Al )Y (e p gty Y Lo receipt with
General Administration of 5300 5l bl g Jadadil) S e 10,000 LE
Drug Policy & Planning & Gl yantuall 4y € yall 3,10V fees to the
Central Administration of Gl AS ale G 9305 Alasall unit's
Pharmaceutical Products ) Yaudl e (a jall g pumsiidll administrator
written on it: written on it all Line « dediall Jiaull chlills Al after writing
generic details & purpose 4 z samall 2221l G3IA; Extension on it
(Registration Request O (Leds paaill (Generic
Inquiry). details &
. ] . Registration
(in case of reg!stratlon_ request) &
requesj[s submitted as line Stamp the
extension above the allowed red receipt to
number per month) © be uploaded
to the
automation
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Requirements pidl) ol ghad Soft | Hard copy | Original
copy to
review
6- Submit Yellow Receipt of el (Lia¥) sl asal) Jad) 385 | Submit
25,000 L.E stamped from o Y dad lgia Gl (5 e 5 (uad original
Financial department, General S e 5 A0l 311 (e o sida yellow
Administration of Drug Policy & 31 5 A sall luauadl 5 Japdadsll receipt with
Planning & Central Adapall @l el 4y 58 5l 25,000 LE
Administration of il Gl S e 520 fees to the
Pharmaceutical Products written Gl Als &) slaudl (e (2 jall g unit's
on it: written on it all generic 22al) JLeSinY deaiall Jaaull administrator
details & purpose (Registration a5 AN Al el after writing
Request Inquiry). 25 645 s sl AN (e Al on it
. . (2018 (Generic
(In case of registration details &
requests submltted_to Registration
complete the permitted request) &
number_ for the case 3, 4 and Stamp the
5 for min decree 645/2018). red receipt to
be uploaded
to the
automation
system after
changing the
status to info.
required
B- Registration request inquiries submitted for Imported & Under License products
(Bawind A 55 (e Gard 5 Llae Axiadl) 5153 ) sivsall Gl sl Alls )
7- Valid & legalized CPP for the R paniue Jsla saled N N N
product @ ) il (A8 54 5 4y ) CPP
OR ; N
S
Valid Electronic Certificate of i etied s
Pharmaceutical Product (eCPP) oot Jla A, fSl ailed
©) (Rlw) eCPP Jaa
' 5). panioall
8- Valid GMP for the i) @il 4 s GMP 33led N N N
manufacturing site (will be Janntll s 3 3 22y Ll
requested later on after (22l alaall A Leilasinl g
reviewing the request to be
fulfilled before the due date
specified)
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Requirements i) & glad Soft | Hard copy | Original
copy to
review
9- Valid & legalized Agency O O st lad of AS g die N N N
agreement or Authorization 3,8 I AuiaY) A,
letter between License holder i e 4881 gally 32 ) siusall
and Applicant Company (in Gl prmniuall Alls ) jeasiodll
case of imported products or sl z AL Axiad) 5 5 ) sl
bulk) (will be requested later on (Gise 5 5w) ( mansliaa
after reviewing the request to be alls Al 53 2ay Lol o)
fulfilled before the due date Slaall A Leilasinl cang g Jaal)
specified) (324
10- Valid & legalized ) A AS 58 e qainall sie N N N
manufacturing agreement (in daiiad) G poanivall Al
case of under license) (Batinl A8 5 e s i Ulae
) s Lokl ) (Bise 5 (5 ol
(W! Il b_e requested later on after ux?;)im\ L fmbz
reviewing the request to be (2amal) el i Leilicin
fulfilled before the due date i
specified)
11- Legalized Innovator letter (in Taala 48,8 (e el N N N
case of Innovator) (will be pasiuall () 2y sl
requested later on after Jaa¥) juasivall sa adidll
reviewing the request to be Al )3 ams Ll aans) (35 59)
fulfilled before the due date < Llann) g g Jiaall Gl
specified) (Template attached) (2asall Aol
12- List of countries in which the aniial AL AS il e ol | Y/
product is marketed (in case of e Jgtaiall J5all AaiE maa g
CPP is from non-reference G pmniiadl s F) st
country) (will be requested later | alw) (Rxs e e J2 e 82,050
on after reviewing the request to | caas Jiswdl) calla Al 5o 22y Ll
be fulfilled before the due date (sl dlaall A LgAlasin
specified)
C- Registration request inquiries submitted by Scientific Office
13- Submit Yellow Receipt of diag (LiaY¥) o slhasall Juad G0 | 4
20,000 L.E stamped from asida e Y daid g Call oy ydie
Financial department, General ol € e g Al 3oy (e
Administration of Drug Policy A0S all 31 5 A sall il
& Planning & Central ade () 52 dalascall il peaniiall
Administration of Gl Al ) Sl (e (i )
Pharmaceutical Products written (e Sl i e laial
on it: purpose (In Case of
issuing permission letter for
registration of Imported
products to a scientific office).
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Requirements pidl) ol ghad Soft | Hard copy | Original
copy to
review

14- Covering letter signed and Mine galall Al (e Uad N
stamped to the head of Central | 43S el 3 a¥) (st )l adia o gida g
Administration of the 4 b ge Adaaeall @l juaativall
Pharmaceutical Products e A8 sl 3 oadal) il il
showing that the scientific office | (calall CiSall my jai el Hlaa)
asking for issuing permission 83 sinaall ) joaniiuall Joansilly
letter for registration of Imported ahall 24l
products

15- Latest License of the Scientific el el ias Gl |
Office.

16- Declaration letter signed and ing (calall (Sl (o 2gal \/
stamped clarifying that the Aadiall Liad I L e g 0 5380
submitted license is the latest dad ) Gl o calel) Al
license of the scientific office.

17- Valid & legalized Authorization Oe B Se ) i e |y
letter or Agreement letter from Ay pasiudl Aad j cala
the License holder in Country of AV AS 8l ol 2 jlall Lasdl)
Origin or Marketing Gy 5 Lliill ¢ gian laia ga
Authorization Holder in Country Sl o g (A pmatiaall
of Origin or Mother Company to 3 Jeely ol Lgie 4 alal)
the scientific office in Egypt 5, paniusall 13¢d Jaanl) Aai
clarifying generic details and s Qi alla a5y ALl
giving the authorization to the e (8 A sl Lad Il Cala
scientific office in Egypt to
represent and act on behalf of
the License holder and apply for
the registration and all
subsequent regulatory
procedures.

D- Registration request inquiries submitted as Line Extension

18- Documents showing that the Calall puasiuall o 2l

company's product is still valid: | el sl 8 Ll Ik 48 il
In case of Under Registration HEIENW
products: i & panianal) Wi b
Sip) ) A Al Jaadl)
Saall)
= Naming Approval or sl 5 jladill Ayl 48 50 m N
Submission Baxaall Algall b a0El aiile s
. Pricing Approval or o mniiall s ypmall 388 g0 ® N
Submission saraal) lgall 3 aaEl) dida
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Requirements pidl) ol ghad Soft | Hard copy | Original
copy to
review

. Pharmacovigilance dide 5 pumsieall Akid) didl e m |

Approval or Submission (if (35 Of)paraal) gl b ol

found) Alaal) &) pantwall Al 8
In case of Registred products:

= Valid Initial or Tentative o e daasi jllad)  m \

Registration Approval. e

A Dltiie g
= Any other documents....

i n Q) Al 55 0 iy
o Jala ddaall JISEY) de sana
AUlaall 3alall (s (e i) (§ 520

Gl puaniiall o) Aasall Gl jasiill
el ya) 8 Ay ) Jaaadl) s
ol

1Ak sala
& ) Generic < Jimmidl il ade a3l s 5 )il e Uy el 5l Jimail) il s3ns piil) 3 3l 38,20 i3 o
e Y Jais Lia Gall a5 Qe (lla UK j8all 403l Uiy line extension
Note:

e The company reserves its right to submit the number of registration requests permitted to it per month
according to the ministerial decree on which the registration request is submitted as Generic or as a line

extension, with registration request fees 1000LE.

& Aatial)l Janetl) s a seads (*)Line Extension:b_ e sl 4) # savall 222l CaME; )+ 22my a3l S Al ~land)
& 4l @l el dias ldbline extension JSIiall deaddl diia 6 5S5 of e U e 2388 44 7 gansall aaad) DAy
(JFYLA&MA&JY‘E)&Q)%@L@\M&
B TE0 YV TALIAY e 5 Y0 A £70 ol )l L Caall sl i3l il s Gle LA iy @
(A sl A sl disas clilla 10 o Adbaa¥) Jaaedl) Gllla Jead 3 0 Y1 )TV A

(*)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 ministerial decrees: Min. Decree 425/2015, 820 /2016 and 645/2018 (on
condition that the total additional registration requests does not exceed 10 registration requests for all

ministerial decrees).
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(**) 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
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 Min. Decree 645 Clause (B), 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:

= Arecent 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 Min. Decree 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 canceled.

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

e 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.
GUIDELINES ON File Content of Human Pharmaceutical
Products for Registration & Re-registration
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WHO Letter 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.
2T (35T U<

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: ...........o.oiiiniiii i e e e e
The Product License Holder / Marketing Authorization Holder is:

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.

GUIDELINES ON File Content of Human Pharmaceutical
Products for Registration & Re-registration
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Innovator Letter Template

EXporting Country: .. ..o

Requesting Country: Egypt

Dear Egyptian Drug Authority;

On Behalf of............oooii I am Certifying here the Following information for the Innovator
Product: ...

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.

GUIDELINES ON File Content of Human Pharmaceutical
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Checklist for Submission for registration request approval modification for Under-registration
Human pharmaceutical product

from Financial department, General
Administration of Drug Policy & Planning
& Central Administration of Pharmaceutical
Products written on it: (product name &
purpose)

5 AL 5 1Y) e o siie
bl 5 Jagladil) S 5
A Sl 50Y1 5 a5
il il jeasiall
ol 4dle (530

O sl 5 puanionl)
alad)

Requirements 4 sthaal) 31 ,4Y) Original | Copy | Original
to review
1- | Covering letter signed and stamped showing Adine 4S5l (g llad N
that the company asking for approving s 4 i ga o gita s
registration request approval modification and | Juad e 46) sall 84S 50
showing the modification needed. R ae Qi) s 28 g0
(With the company's undertaking that the file bl o)
submitted includes all approvals issued for calal () AS il agat aa)
the product to date ) ) gall 28S Jaidy paiall
L;\A ).sAA.h.n.Au A EJJL‘J\
(438
2- Registration request Approval Janoitll bl 488 ga ~
3- Documents showing that the product is Jle suasiudll ¢ e
still valid: sl @le) el AL e
= Scientific Committees approval or Laaladl Clall 438) 4o N
submission (for non-referenced Al nila 5l daradiiall
products) saaall dlgal 3
ol & paaiiiall)
(om0
= Naming Approval or Submission sl w48 e N
b el aile ol sl
Baasall Algall
= Pricing Approval or Submission oeaninall B ype i) 4881 g N
gl 3 paiill 2ile
3a3aall
®  Pharmacovigilance Approval or b anill A8 1) 238 5 N
Submission (if found) gall 3 axsill 2ila
(22 hysaaall
=  Any other documents.... e A s v
4- Approved scientific Reference for Aainall alell an all N
modification needed.(if found) sl Jiaatll, (o)
{A.AJ
5- Receipt of 1000 L.E stamped from stamped Letia call 4iad Jlay N

17 |Page
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Requirements 4 sthall (3) %) Original | Copy | Original
to review
6- Receipt of 5000 L.E stamped from stamped | lexis a1 dsed 4508 (L N

from Financial department, General s Aallall 8 )la¥) (e o it
Administration of Drug Policy & Planning Glulpall 5 lasladil) S
& Central Administration of Pharmaceutical 43S el 5oyl 4l sall
Products written on it: (product name & Adapall @l el
purpose) in case of changing License sl e (520
Holder. Al (o (ga jall g poaniiall
ASIL AS ) s Alla

il

(In case of imported or under-license products)

(Rainl 48 53 (e (s 3 Llas aiiad) gl 30 ) il Gl juaatidll Alla )

7- Valid & legalized new CPP with modification 4 5l 3u3a CPP saled ~ N
needed 05S% pmaiieall (A8 sa
OR il Jaall L \
)
Valid Electronic Certificate of Pharmaceutical ?
Product (eCPP) (*). Joghail Ay g <N Baleds
eCPP (Jya pasiua
(), _uaninall (3 ,l)
8- Valid GMP for the new manufacturing site Bl diaddl GMP siled ~
(in case of changing manufacturer for adl Hpas Al 4
imported products) 53 siuall Gl juantiuall

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 inquiry 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.

GUIDELINES ON File Content of Human Pharmaceutical
Products for Registration & Re-registration
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registration Human pharmaceutical product

Checklist for submission for replacement of lost registration request approval for under-

. 5 i - Original
Requirements 4 lkaall (3, 5¥) Original | Copy tolrevion
1- Covering letter signed and stamped showing Aaina A8 Al e llad N
that the company is asking for issuing A8l il 4 L e o gida g
replacement of lost registration request S8 oy sl o 48 sl 4
approval & clarifying application number, Lo g5 Jpatll Calla 38) 50l
product details. Sl § 38) gall o8 ) QUadlly
(With the company's undertaking that ' !
'Fhe file submitted includes all approvals calall ol A8 5 2ga3 aa)
issued for the product to date). i) gall GBS Jady p3iall
ia pasiudl s jalall
()
2- Registration request approval copy (if found) | o) Jiswdll lla 238) 303 ) o N
(Sany
3- Documents showing that the product is still Jle peasiudl o uile
valid: :amaall il jal AT
=  Scientific Committees approval or aiadidll dpalal) olalll 38) g0 N
submission (for non-referenced Baaaal) Algall 8 anill aila sl
products) (B eyl k—"}‘mmﬂ)
= Naming Approval or Submission ol ausY) 48) 50 N
PREH|JRICHDY S paniill
3aaaal) gl 3
= Pricing Approval or Submission rantinall 8 jppanl A8 50w N
Ugal) b 238l aile
3a3aall
*  Pharmacovigilance Approval or raniuall AB4) A8l e m N
Submission (if found) Algall A il 2ila
(225 Q) Baasall
= Or any other documents. .. A e gl 5w N
4- Police Report with product details. 583 (wane) i) 5 ,S3e N N
alla ) g0 by 4
ALIS i)
5- Receipt of 500 L.E stamped from Financial Leia Wlensed dliad Jla N
department, General Administration of Drug Al B Y (e o i3
Policy & Planning & Central Administration Glulaadl 5 Iapladill 5 5
of Pharmaceutical Products written on it: 458 yall 3,091 5400 al)
(product name & purpose) il Dt el
aul e (5530
O Gl g pmniudl
Salad)
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Checklist for submission for Changing Applicant for Under-registration Imported Human
pharmaceutical product

(Valid and legalized from the chamber of
commerce and Egyptian embassy)

(A translated letter from an accredited
translation center must be submitted)

b o] pomatond) dalia
@) sl deal
Aol ARl e Bisas

O g AL 4 i s il
(e g oaieal L)

Gilhadll daa i sl aw)
(Maine dad 5 S 40 (10

Items 4 glhaall (3) ) Original | Copy | Original
to review

Covering letter (new applicant) signed and alla adia) A8 531 (0 s N
stamped showing that the company asking psiday daina (Laall Jianl
1- | for approving changing the applicant with o S8l illa 4y L 5
product name, generic details, b gt i e ;‘ﬁ‘yf‘
Concentration, license holder, manufacturer | e“‘}:)}f“dmﬂ:
and company profile code :;23&\ u éj;‘“““‘d\} )
(With the company's undertaking that the file Company profile J\s
submitted includes all approvals issued for A8 _ill sl code
the product to date) el 0l AS ) 2ga3 aa)
il gall A81S Jadiy pdiall
L;\A )..4;.:‘.“15 " EJJL.:J\
(434

Registration request Approval Jannail) lla 488) ga ~
3- Documents showing that the product is still Jke suasioaall of il
valid: M\ Q\c\ﬁ\ @LL)L“‘

= Scientific Committees approval or Aoalall lall) A8 5a N
submission (if found) S el dide 5 Laradiiall
saasall dlgall

= Naming Approval or Submission gle;ﬂ\ny\ 38 ga ~
8l a5l jmaill
Baasall Al

=  Pricing Approval or Submission Sl eaniinall 3 ypm ) 238 0 N
saaaal) Algall b a0l ddde

=  Pharmacovigilance Approval or ) mniiall Alag) 368 ge N
Submission (if found) ol dlgall 8 aaill aide

= Or any other documents... e A st gl N

4- CPP showing that the product is registered (e st daled N N
and actually in the market of the exporting Ol L zoa s« (CPP)
country. (Valid and signed from ministry of | ® Jshies dawse sasiudll
health and legalized from the chamber of 4_:‘:"‘J!L‘“) : A Aé‘j”» #‘
i BIBENE R Ty
commerce and Egyptian embassy) aﬂ)umj a;)w i
On @ OAIL A padll 3l
(e g ol L)
5- Authorization letter for the new applicant. A8l e g st e N N
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10000LE stamped from Financial
department, General Administration of Drug
Policy & Planning & Central Administration
of Pharmaceutical Products written on it all
generic details & purpose (In case changing
applicant from Scientific Office to Scientific
Office)

5 L all aiad (i)
(e psida lguin Y3 yie
e s ALl 3yl

i 5l il g Lkl
i3S ,all 5y

O s Adapall Gl jasivall
i A e

Al (pe e yadl g piastiial)
ol i il

) e S (ge 2 ) Siase
(03 ale iSa

Items 4 glhall (3) %) Original | Copy | Original
to review
6- Termination letter for the old applicant O o sl elgdl s N N
(legalized from the chamber of commerce il Lalia dS 0
and Egyptian embassy) el dimadll s o v v
A oladll 4d jall (e (5i5e )
O g AL 4 adll 5 jlaull
(A translated letter from an accredited (Lo z oAkl Al
translation center must be submitted) O Glbdll day i jLiaa) aa)
(Saina dax 5 38 50
S
b adia (§ sia e gl
s asie I Qe
O G50 ) waall Qe
8kl 5 4 lail) 43 2l
AL ez AL & padll
(e gl
7- Submit Receipt of 1000 L.E stamped from o sie Lgnia Cll 4ied Jlal N
Financial department, General S e g addlall 3 oY) (e
Administration of Drug Policy & Planning & | s sall cululea) 5 Jagaasll
Central Administration of Pharmaceutical 458 el 5y
Products written on it all generic details & O3 s Andipall il peasieall
purpose by 288 e
Al (pe e yadl g piastiial)
8- Submit Yellow Receipt of 1000 L.E and Ostiladall Juayl @la ) N
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Items 4 glhall (3) %) Original | Copy | Original
to review

9- Submit Yellow Receipt of 1000 L.E and Oslllyadall Jayl 3la ) N
5000LE stamped from Financial department, 5 Leuin i aias (LY
General Administration of Drug Policy & (e psida Lo GV diad
Planning & Central Administration of Koye s ALl 3 lay)
Pharmaceutical Products written on it all Al all i) g Jayladdl)
generic details & purpose (In case changing i3S el 5lY)
applicant from Scientific Office to st Alasall il maioall
Company) il AAlS 4de
Al (pe e yadl g pastiial)
s s s Al )
b rasiual il
A ale i (e 3 ) slse
(A4

10- Submit Yellow Receipt of 1000 L.E and Oslhadall Jay) (3l ) N
15000LE stamped from Financial 5 Leia Call 4iad (sl
department, General Administration of Drug Lezia Y e 4l
Policy & Planning & Central Administration 5 ALl 5 51aY) (e o s
of Pharmaceutical Products written on it all il 5 ladastll S 5
generic details & purpose (In case changing LSl 5 1aY1 5 Al
applicant from Company to Scientific e ddanall ¢l paaiall
Office) iy 4 e
Aacd) (e (e rll 5 asiiull
b pdie i Al B
i AN AS J e 3 ) sl
(ke

11- A copy of the importer's register of the new Ja 38 e 3 pean N
applicant. b il 3 ) siasal)
Al Jasall
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Checklist for submission for Registration Request for Human Pharmaceuticals with Type of

Marketing Tender & Export or Export Only

Scope:

This guidance applies for any human pharmaceutical product with type of marketing

(Tender & Export) or(Export Only)

Objective:

This guidance aims to provide companies with the documents required for submission for

registration request forhuman pharmaceutical products with type of marketing tender & export

or export only

T ) Soft Copy| Hard Origir'1al to
iy gl copy review
1. Registration request form 3 e 9 LS )l Cilla 3 g ] N
stamped by company stamp O o= s (pilly palal) il
(according to the form attached UsS
in the submission link) Al Hia Lo sida 5 AS i) (35 e
2. Submit Yellow Receipt of 1000 (e Gsl)adall Juad 30 2 N Jual aaless
L.E stamped from financial B (e asita Lot call aiagd & Juay
department written on it: (product Glubud) 5 laglaasl) S e 5 4l o=l
generic name, concentration & Lo B s A bl Jiaally
dosage form withtype of e (sdey lyall G st o
marketing tender & O R Al il iy 248 ey el
export or export only) J g 55 (it ) o 452 1000 J)
Lid paaiaf ladlic g paai @l
sas 5IL (aldld)
i) AU 2y
Request J!
pludis adle ID
dafge ) pua
i 3 41
Ja¥!
3. Receipt of 15000 L.E stamped from agia Gl e Aued 4dad Jladl 3 N
financial department written on it: Koo A 3 e agite
(product generic name, Bl 5 Al sall bl 5 Jayladsl)
concentration & dosage form with Alpall Gl sl A Sl
type of marketing tender & export or Ay S ale gamy
export only) Gl Sadl e e il s pantidll
Jdslall e s (S
Lasa Al (:i Qb.aﬁl.u})gm.a'}
4. Link of the approved scientific o s ainall alall an pall Ll ;4 N
Reference and copy of the leaflet (if (325 )4k
found)
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SECTION TWO

File Content for Submission of Trade Name
Requests
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SECTION TWO: Trade Name Requests

This section will provide information about file contents 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 ( ) | On company letterhead signed, stamped and dated.
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.
B- Name Change
1 | Trade name approval letter For Under Reg Products
2 | Registration License In case of Registered Products
3 | Trade name application form ( ) | On company letterhead signed, stamped and dated.
4 | Fees payment receipt. - 20000 LE in case of name change first list
- 2000 LE for each list after first refusal
- 1000 LE for change to already approved trade name for
the same generic.

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 (1000 LE)

Naming Letter Correction

1 | Registration request

2 | Trade name approval letter Specifies data to be corrected

GUIDELINES ON EFie Content of Human Pharmaceutical
o taa - I T HEe-CoRteh Tt cedtie

L= T Ot d = HiH

Products for Registration & Re-registration
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3 | Cover letter On company letterhead signed, stamped and dated,
specifies data to be corrected
4 | Fees payment receipt (1000 LE)
Replacement Certificate
| Registration request Scan of original
Trade name approval letter If available
Police report
4 Fees payment receipt. (1000 LE)

GUIDELINES ON File Content of Human Pharmaceutical
Products for Registration & Re-registration
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SECTION THREE

File Content for Submission of Pharmaceutical
Vigilance

GUIDELINES ON File Content of Human Pharmaceutical
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SECTION THREE: File Contents of Submissions of Pharmaceutical Vigilance
ddaval) A2l dalalf 5 )a00 | g 5SIN) JLBiu) M) 3 Jdo dadBal) jla¥) JSI 4 gllaal) cildlal)

Al val) ABE Aualad] 5105 3 g S JLiaY) 381 g3 o b dles S 2 (o3Y) $liion] (pe S a0

s Cover letter

v' Submitted on the Company official paper.
v’ Stamped & Signed by QPPV (actual original signature not print screen).
v" Signed CEO (only in the contexts mentioned below).
v It should include the following:
e Actual date of submission (should be updated).
e Context of submission (for e.g. Registration (decree 425), Decree 600/2018,....).
e Details of the concerned product (Active ingredient(s), product concentration/dosage
form,..).
e State the names of all the submitted documents with their version numbers.

NB: The documents mentioned in the cover letter should be matched with the submitted
documents attached on the link.

“ Delegation letter (s siill ¢ 8 9a)

+ In case of amendments:

MAH is required to attach EPVC amendment letter along with the submitted

documents.

ddaal) AR § 13 e Jabeal) ladl) 585 A< 8 e ety ¢ VLaSE) agall s 8 48 Jaad s p
Aadiall il vtiaeall e

General Notes for all submitted documents:

Add the link of the submitted documents on the Google form

Searchable and selectable PDF

Bookmarked and hyperlinked

All attachments should be included in the same file

High Quality Original Scan of (Box Approval, Action Letter, Product License,....)

GUIDELINES ON File Content of Human Pharmaceutical
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Ul JSs Aaldl) 4y gllaalf claiial)

Reg/Re-Req Reception

ABaay) 5 ) clallatia Y

(Box approval) Jitadl G saia 43 4 laal) il puantioiall Jaaads
(Non e el 5 e )y aniuaall A willy 4 iaal) (L alll 4581 5o (ol cls Hally Lalaly)
Reference) (New Registration)
JS) gaa o daatiun IS Aaoial) clilall 5 ) jiall deaal) Jilie ads Juay)
L iy Sl ML) apad) )l e el g (S5 S ) (am IS
A dag)ll 3 ylay e yiSIVI Jldt w3280 e culS il daleall g 4y paall ¢ gall
(EPVC portal)
sing) iea¥l Jear¥) + aa ¥l ) i Sl e un sale
raniudl Lalo LAl anly (Tiuall Lle I 44 S jall 5,0Y] 2k Ao
) by Ml 4GS s (MAH)
Clily o(dalyuall AL/ 5 ,10)) Cilal] lenl) aiall 5,001 ¢ Cilell apnii L))
(Application number «(Aauall JSL ¢ S il edlladlf 5olall) uianiwal/
ol 5 la) ddad

I

Risk Management Plan (RMP)
A b Chay Clatiue (o gady A8 5l (e joba lad Gl
9 AN JLELYT MU e abaall g iKY a ) gl A El d el
Lagal) 4l sall Adagd) ol Coum g Colatine ol 2300l ddaad) dakaily Lalall
.(gim;i
Aalida Gl phal/cilils 3 ga g Ula B
Adi) o da) gally «Ls.d\uk.\\ 3ang (e oball ¥l (e 3y pa (3
dada) Jadldy dsizal) il hY) JS (pe (ARS gall-da gidall-dad gall) ALaRM) g8
Adinal) &) plantiual) daild

(Box approval) JU (3 gata 438) 4o [ 83, fhwall i paadieall  Juawd
(Non reference) &ua jall e <l juasioall Ll Laiad) Glalll 468 o [0 | o s blae daiaal) @) pudaaioal)
J9) gaa o i g8 dasiall il 3, il desdll Qe gds Joaa Gl panieal) / Agial ASHd a
i Gt iSall a0 aadl )il T @lli g (G855 IS ) asa JS A0 ) Sy Auald) Agtaal)
ALl 5 1oy (s SOy QL) 530 e Sl Aleal 5 4y jeadll o) 5all (New Registration)
(EPVC portal)
gsing) iyl eyl + pan ¥ Jlapy) apaii Sl il e pnds zald
waaiual dala A il auls (Ll Dle I 4 jS sl 5 0Y) 255 o
) by M) LGS (MAH)
iy e(Fidlysall i) 5 )00)) Cilall lead) adiall 5,00¥) ¢ Cilall anii L)
(Application number «((Lauall JSLI ¢ oS jill dlladl) 52La))) pianiiwall
A0 gall/ Aallad) i) 5 la) Adai
EU/Global Risk Management Plan (RMP)
Sitall 138 3 sa g adny dopsase AS ) (e g

N
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(Globally signed declaration letter for not submitting EU /Global
RMP)
‘)LM\ BJ‘J‘\ 4\..&;! ua\;n Lﬁ)a.d\ M\
Egyptian Display of Risk Management Plan.
bl adliall ayiil g sl il
Global Periodic Benefit Risk Evaluation Report (PBRER)
i) HUai Chay Olie (a gady 4B 550 e e e Caaal
2, g (Aaal) S/ e 8 AS L8 CiiSa g 2 Al ) AS a3 sl
Dinly Akl Aokl alaldl o IV JLEY) 3380 e oball 5 SV
(Coand Lagal) 40 ool Ada plai Coa  Culatine Canal
O odball QoY) (e Bysea 31 cAlAL Gl hi/cllLS aga g A B
A gidall-dad gall) ALE) agie Dl o A8 el Al ddl sasg
izl &) paniual) daild diaa) Jadd g dxinal) i) Y IS (e (AR5 gal)

el Gl jUas) daldll) dilaall ) paaiuall Joaesi | 3
Final Registration License oy b palll Wb (Aulaal) syl
JS)) gaa Ao danione JSI Aadiall lalall 5 ) jiall Aeadll Jilie iy Jlay) Aol Aad)  plgdl) A
A Gty Sall M) apall @l )5 Gida @l g (5 5 JSD 5l dana (<G 2/3/2021
Adadl) 5 oy s Y Jls ) 3380 e il il diledl) 5 4y peaall ¢ all
(EPVC portal)

ssing) ia¥ Juary) + jaa ¥ Juap¥) i ClS il o peis zald
aanival dialin A0l auls (dulyuall Lle 1 458 sall 5 )10Y) i e
) by Ml 4GS s (MAH)
¢_:L:Ll.r ‘(A_I./_LI_.AJ/ LAS.JJ/ SJ/_Z/) il L{.l.[/(a_l_u.// EJ/.J;// ‘ u.[a.//ra;:.ls.rJLL‘o
(Registration number « (Al JSE ¢ S yill cdlledl) 5_>L4.//) ot
ohalaall 3 50a) ddas
Risk Management Plan (RMP)
Al HUai Chuay Olie (g geady 4B 550 e dba e Caaal
oS JLEay) 33 e alall g iSKINT apl gf Al A all
Lagal) 4l sall Adagd) ol Chum g colaiie ol o300l ddaad) dakaily (alall
(Coaal
oo dball QoY) (e Bysa (Bl AdlAL GiIphi/CULS a5 A B X
A gidal)-dadgall) ABEY) agie  WOuul o A sl Aladd) delil as
izl &) paniual) daild diaa) Jadd g dinal) i) Y IS (pa (AR5 gal)
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Sl Jaaall jUad) | Basieall @l pdaiual) Jad | 4
Final Registration License wasd s Llae daiaal) & il
J<l) gaa Ao aadinin JSd dasial) clilall 5 ) jaal) denall ilie pds Jlay) Gl panduall /0 sl Ayl (e
A Gty Sl ALYl ol )il e el g (5855 IS0 ) Jana US4 A gal) cls il dualdd) Ltaall
A3 5 ey oy IV LY 5380 e S Al Ailaall 5 &y ) £ 5al) slodl) Add iy Bpalll Wk
(EPVC portal) 2/3/2021 3 s 4 paal

ssing) ia¥ Jua¥ + jaa¥ Juasy) andi IS il e peis ol
aniw) dalan A il awls (dulsuall Ll Ul 45 S sall 5,00Y) Ak e
sl by N 4GS s (MAH)
iy o(dalyaall LLE 5 ,10)) cilall Lenl) ariall 5 ,00Y) ¢ Cilall aaii L))
(Registration number «((Axual/ JSL ¢ S il cdlledl] solal]) juianiviall
A gall/ Aadlad) il 5 )y ddad
EU/Global Risk Management Plan (RMP)
Sitall 138 3 sa g adey dnsase 4S ) (e g
(Globally signed declaration letter for not submitting EU /Global
RMP)
hladl 5 1) ddady (alal) g jadl Galdl
Egyptian Display of Risk Management Plan.
bl adliall anil (g sl
Global Periodic Benefit Risk Evaluation Report (PBRER)
A b Chay Claiae o gady A8 5l (e joba lad Gl
20 g (el S/ ean 8 4S8l CiSa g Al ) AS il 4 sl
adlinly kil dakaly (alaldl o IV QL) 3380 e aball g IV
(Coand Lagal) 4l ool Adal plai Coa gy Calatione Canal
e ol Jia¥l (e 3y ea G cAdlida Gl hal/clilS s g Z}Jt_\ ot
da gidall-dad gall) AAE) ag8c WD) o 8 gally ddaddl Aokl sasg
Acizal) & jdantiuall daild diaa) Jadd g Auiral) i) ¥ IS (e (AR5 gal)
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(Action letter) s 43 se Aglas)) @ paaiwall Jaad Bals)
Gl il jUas) (Aol s Hally Lalaly)

[é;]

Previous Registration License
JSl) gaa Ao danion (8 dasial) clilall s 5 i) darsll Jilie ads Juay)
L iy Sl ML) apad) )l e el g (585 S ) (Jam JS
ALaa) 3 Y (e SV JLiiwy) 336 e culS il Ailaall g 4 paall o) 5al)
(EPVC portal)
sing) sia¥l eyl + pan ¥ Jlapy) apaii SUS il e pads zald
aniossl) Loalis 454l ply (Lelyall Lle 4] S sall 5 )bY) pis e
sl by G 4GS s (MAH)
iy o(dulyall ALE 5 ,10)) Cilal] lenl) piall 5,001 ¢ Cilall auii L))
(File number «(Aauall JEL ¢ S yill cdlladl 5olal)) pianiuall
Shaladl 35 ddad
Risk Management Plan (RMP)
4SSy Gl slaall 3ale
Addendum to Clinical Overview (ACO)
(Initial (el LB Y sl s iissal] Lgibaiy ()5 il [2-23)
s wisole) JLLs) 4 </4 L5 s shnarketing authorization)
S 250 90 (s Lgpbis il 5 4560 iy (Last Renewal ) asival/
(il
N.B: If the product is not marketed, MAH is required to submit a
statement (on MAH official paper) signed by CEO or the
equivalent positions at multinational companies on a local level
declaring that the product is not launched yet & never been
marketed or sold by any tenders along with adequate justification.
Al HUai Chuay Cliiee (e geady 4B 550 e e e Caaal
o AT JLELYT MU e abaall S SN ol gl ASEl 3 all
Lagal) 4 sall ddagd) alai Com s Cilaiie aaal a300l ddagd) dakaily Lalall
(Coaal
o ball daai¥) e Bsea Bl cddliAa Gilphki/clLS agay A B X
A gidall-dad gall) AELI ag8e WD) o A8l ALadl Akl sas
Acizal) & judanivall daild diaa) Jadd g Auiral) i) Y IS (e (AR5 gal)
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(Action letter) ! 48 50 54 ) gheall il pdaniiiall Jaacd Bile)
Gl il jUas) Lae  dadaad) @) paadieal)

1o

Previous Registration License [ sl AE g gassy
JS) gaa o sdaniune JS dasiall clilall 5 ) jaall deail) Jilie xs Jlay) Aol Adadd) Gl sl
i Gty Sl 3T el ) Tk elli g (G5 OS5l Jlam UK Al gl syl
Al 5 oy (e SV JLEtuy) sl e culS il Ailaal) g 4y peadll o) 5al)

(EPVC portal)

sing) sia¥l eyl + pan ¥ Jlapy) apaii SUS il e pads zald
waniuall dalio L8 il anls (Fulysal] dyle I 4 S jall 5 0Y) 235 e
sl by G 4GS s (MAH)
iy oAyl LL80) 5 ) cilall Ledl) aadall 5 oY) ¢ cilall anii L)
(File number «((Axuall JSLl ¢ juS )il cdlledl] 50lal]) juianiviall
A sall/ alladl Hlalaall 3 yla) ddad
EU/Global Risk Management Plan (RMP)
Siisall 138 3 g g adey Lasse 4S 3 (e 32l
(Globally signed declaration letter for not submitting EU/Global
RMP)
B B ) ddady paldll 5 padll alall
Egyptian Display of Risk Management Plan.
ASISY) o sleall 3ale
Global Addendum to Clinical Overview (ACO) _
(Initial sall LB Y Ao L e it anal] Lgihdy il 5 il 1)
hawisale) JLbs) 43/ A L5 e shnarketing authorization)

L a2 90 (s Lgnbiy )5 46l 4155 (Last Renewal) asival/
(il

Important notes:
v" The ACO should include the followings:

- Sales data and interval patient exposure in Egypt (for each
year of the reporting interval separately).

- Data in summary tabulations in Egypt during the reporting
interval (in a table organized by MedDRA SOC) & the
number of cases reported in Egypt during the ACO interval.

v If the product is not marketed, MAH is required to submit a
statement (on MAH official paper) signed by CEO or the
equivalent positions at multinational companies on a local
level declaring that the product is not launched yet & never
been marketed or sold by any tenders along with adequate
justification.

Ay ks Chay Claiae o geady A8 5 1) (e jola Gillad sl [®

20 5F (ol QS S/ e B RS Sy A ) AS 5 A5l

Dy Adaid) Ay Galal) 5 V) Juinl) 380 (e aliall g I

(Caan Lagf) 40 5ol ALl Al Caa g Culaiions Caaal
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O dall daa¥) (e By sea (Bl AdlAL Gl hi/ClLS 3509 A B
Ao gidall dadgall) ABE agie  WDul o Al Akadd) delail asg
Auinal) &) paniecal) daild o) Jadd g dvinal) i) aY) S (e (AR5 gal)

Sl Janasil) ) el glae e AY) dieai| 7
Final Registration License Lalill) dplaal) @) pantesall dpudlly

el Jaaall jUas) (Gl cils yaly
Tentative Registration License 2018/600 J) 2 Lo sl

JS)) gaa o daation J< desiall cililall 55 i) deaal) Jilie ads Jlay)
L Gy sSall ALY ) il ) e el g (5855 IS ) e IS
Adad) 5 laY s IV JLi w330 e <l il Ailaall g 4 padll ¢ gal)
(EPVC portal)
sing) ha¥l Uyl + ¥ Syl i S il e ey zald
raniudl Lala L 0d) auly (Glsuall Gle I 4 S pall 5 Y] 255 o
sl sy G LGS 5 (MAH)
iy o(dlyuall ALLN 5 ) Cilall lal paiall 5 Y] ¢ calall anii b))
(Registration ¢ Aual S pS il cdlladl) solal))  uaniuall
number
Shaladl s la) ddad
Risk Management Plan (RMP)
4SSy Clasleall 3ale
Addendum to Clinical Overview (ACO)
N 8l ity inall LAY Al e diiwel] gy ) 3 ) (1)
(i) S o 50 90 (A lgnoty
N.B: If the product is not marketed, MAH is required to submit a
statement (on MAH official paper) signed by CEO or the
equivalent positions at multinational companies on a local level
declaring that the product is not launched yet & never been
marketed or sold by any tenders along with adequate justification.
A Al Chay Cilafiae o geady A8 5 ) (e jla cllad sl [®
9 AT JLEYT MU e alaall g iKY asal) gl A al d el
Lagal) 4l sall Adagd) ol oy colaiine ol 2300l ddaad) dakaily (alall
.(gim;i
oo dall QoY) (e By sa (Sl Adlide Gilhi/CULS 3509 A
A gidall-dadgall) ABEY) agie  WOul o A sl Alaid) delil as
izl &) paatiueal) daild diaa) Jadl g dsinal) i) Y IS (e (AR5 gal)
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el damall jlas) el e e AW disai | 8
Final Registration License [ B, gimall Gl gl Asudlly
el Jaailll jUad) wand s Llaa dalaall &) il
Tentative Registration License Qlpdaiual [ Andal A4 o
JS)) gaa Ao sudaniuse JS Lasiall cililall 5 jiall Larall Jilie as Jlayl Al gall cls Al Aaldl) Aulaal)
L Gty Sal) A sl @l )58 ida @l (5 5 JSD 5l daa U< 2018/600 J) 2 Lo sl
:\_Ls.ﬂ\ 3‘)\.3}] ‘5_7‘5‘)35““ dhsluy‘ 338 ‘;Q QLS‘)JH :LJMS“’ R_U.a,d\ c«\‘gd.“
(EPVC portal)

gsing) sia¥l eyl + pan ¥ Jlapy) apaii SUS il e pads zald
aniesal) Lialis 45 4l ply (Lelyuall Lo 4l] S sall 5 )0Y) a3k e
) by Ml 4GS s (MAH)
Clily o(dlyuall ALL) 5 ) Cilall L paiall 3 oY) ¢ Cilall andi b))
(Registration ) ¢(Hwall S ¢ S i) cdlladl) soledl)  uaniuall
number
A sall/ allad) Hlalad) 5 ,la) ddad
EU/Global Risk Management Plan (RMP)
Atiaall 138 3 ga 5 adey Aanse S 3 (e 32l
(Globally signed declaration letter for not submitting EU/Global
RMP)
Bl 5 1) Ay alall 5 eaall ald)
Egyptian Display of Risk Management Plan.
4SSy Gl slaall 5ale
Global Addendum to Clinical Overview (ACO)
3N ity el LAY A U pe il lguhiy ) 550 [2)
(4 S 232 90 A bty
Important notes:
v The ACO should include the followings:

- Sales data and interval patient exposure in Egypt (for each
year of the reporting interval separately).

- Data in summary tabulations in Egypt during the reporting
interval (in a table organized by MedDRA SOC) & the
number of cases reported in Egypt during the ACO interval.

v" If the product is not marketed, MAH is required to submit a
statement (on MAH official paper) signed by CEO or the
equivalent positions at multinational companies on a local level
declaring that the product is not launched yet & never been
marketed or sold by any tenders along with adequate
justification.

i) pUai Chay Oliee a gady ALY 5,0 e e Clhd Gaal K]

200 o (el S5 / e 3 AS L8N (S A ) A8, A s

adlinly kil dakaly (alaldl o IV QL) 3380 e bl g IV

(Caan Lagf) 40 5ol ALl Al Caa g Culaiions Caaal
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EU/Global Risk Management Plan (RMP)

e bl daad¥) (e By sea 3l AR Gl phl/clLS aga g A B
A gidall-dadgall) ABEY) agie Dbl o A8 el AL ddal sasg
Ainal) &) paniecal) daild o) Jadd g dxinal) i) ey IS e (ARG gal)
i) e i Ja il e (5 ging 3 Joasil) i) sliiwY Lpann @ g lhall claiteal) | 9
Registration License Gl pdaafiually (glaial) LbdY) b
JSl) gaa Ao danion (8 dasial) clilall s 5 i) daasll Jilie ady Juay) Inverted (Ao Wl dd ¢ giad Al
A Gty Sl )l @l )i e @l g (5S35 U0 ) dana (S ) zlbad Al black triangle
Adad) 5 laY s IV Jlii w330 e il il Aileall g 4 padll ¢ gal) ) Additional Monitprinq
(EPVC portal) Lualall) ddaall & puaaiouall m..su
sing) iaa¥) Jea¥l 4 an ) S s Sl e pas 2pld e
raaivdl Lalo A i) anly (Tiuall Lle I 44 S sall 5,0Y) a3 Ao
) by Ml 4GS s (MAH)
iy «(Falauall ALéd) 5 ,10)) Cilel) leal] adiadl 5 0¥ ¢ Cilall andi )LL)
(Registration ¢ Aual S pS il cdlladl) solal))  uaniiadl
number
bl 5 i) dha
Risk Management Plan (RMP)
i) HUai Chuay Olie (a gady 4B 550 e dba e Caaal
s A JLEGY) 383G (e alall s pKIVI w ) gl 4K a0 Al gal)
Lagal) 4 sall Adagd) ol Chum s colatine aaal a0l ddaad) dakaily Lalall
(Coaal
O il V) (e ) s (30 ) s ALIAL Gl al/cililS 3 g g Ala
a gidall Al gal) AL2E) S gBe Dl o A8 gally Adadl dakail sas
Auizal) &) pdaatiuial) daild diaa) Jads g duizal) i) Y IS (pa (4S5 gal)
Aag) lllaia i o i e (s ging 53 Jamasil] s sl Lgasa i cigllaall claivadl | 10
Registration License Gl mandonally (glaial) JLbadY) b o
JS)) gaa o danions (S deial) Clilall 5 i) deadll Qe ads Jlay [ | Inverted (o Wil s o iad A
L Gy Sl ML) gl ol )i Gida @l g (5S35 IS0 ) Jaa U< A zlaas Sl black triangle
Adaa) 3 laY s IV JLii w336 e cul il Ailaall g 4 padll o) 5al) Additional Monitoring
(EPVC portal) [ 3assiudl) Gl pdauall dpuil)
i) ieal ¥l 4 san Yl SV s Sl e pny cale | OBSR i Aadadd) dlpdalud
el dali Il paly (lyal) e 1 L3S pal) 5 0Y) it e | St [ Rial K854 Gs
) Lt I 155, (MAH) (A sl ol iy Aualad) ddaal)
by o(Falyual) ALEd) 5 ,10)) Cilel] leal] asiadl 5 )0Y) ¢ Cilall andi )LL)
(Registration  ¢((Awwall S ¢ S il dledl) solad]) peaniual/
number
A sall/ dpallad) Hllaal) s la) das ]
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Siisall 138 3 g g ades Aasse 4S8 (e 32lgd

(Globally signed declaration letter for not submitting EU /Global

RMP)

Bl 5 1) Ay Galal) 5 eaall ald)

Egyptian Display of Risk Management Plan.

bl 5 adliall auiid 5 sall )

Global Periodic Benefit Risk Evaluation Report (PBRER)

Important note:

The PBRER should include the followings:

-Sales data and interval patient exposure in Egypt (for each year of
the reporting interval separately if the PSUR covers more than 1
year).

-Data in summary tabulations in Egypt during the reporting
interval (in a table organized by MedDRA SOC) & the number of
cases reported in Egypt during the PBRER interval.

A b Chay Clatiae o gady Aad) 5l (e ol il ¢l

2 i (el SISl / pema B AS AN Ciiay g Al ) S, 40 5l

Dy Adaid) dakaily Galal) 3 IV Juia) 380 e aliall g I

(Coaad Lagal) 40 ool Ada) plai Chm g Calatiose Canal

O bl Jaa¥) e s ) s L8 ) ABlIAL il plal/cliLS 3 g Als B
“da gidal)-dad gall) ALEY) 2 gBe AL e A sl Alad) Aokl Basg
Acizal) &) pudaatial) daild diaa) Jads g Auizal) ) aY) S (pa (ARE gal)

pemaionall ASle Jii e i geaall ol sall A J213 inal) anill 581 50

emniouall 4l J Jaualii gy 5 38N G5 e o2k s [ | Product ownership transfer

(Company official paper (MAH))
Gl i) [X]
Registration License (if available).

asid) elal) e &y jead) o) sall Zis J21a Jiaall auill 48 5 raaiuasldl) | 11
eaniad) slal] Jpuali e gy 5 38,8l 35 e ahy b [ Product cancellation
(Company official paper (MAH))
daautlll jad) ]
Registration License (if available).
sl Gl ) 8 Tl A gais a5 13)) jumaisall 58 pall 2Bl (a5 5amn
(el 3ale )
raaiual) dsle Ji | 12

Post Marketing (RMP/PBRER) (Human)
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B adliall il gy sl il 9 a8lal) ap il g2ty il [ 13

Periodic Benefit Risk Evaluation Report (PBRER) along with its bl
National appendix Periodic __ Benefit _ Risk
Important notes: Evaluation Report

v’ Regarding the Global PBRERS, the company should submit | (PBRER)
the followings in the National appendix (in addition to the
other national appendix sections):

- Sales data and interval patient exposure in Egypt (for each year
of the reporting interval separately if the PSUR covers more
than 1 year).

- Data in summary tabulations in Egypt during the reporting
interval (in a table organized by MedDRA SOC) & the number
of cases reported in Egypt during the PBRER interval.

v If the product is not marketed, MAH is required to submit a
statement (on MAH official paper) signed by CEO (or the
equivalent positions at multinational companies on a local level)
declaring that the product is not launched yet & never been
marketed or sold by any tenders along with adequate
justification.

i) gl ol ) lida i3 5 Al clalall 5 jiall danaldl Jilie ads Jlcay)

LY 3380 e S il A iledll 5 4y ycaall ol sadl i ity ) siSall

(EPVC portal) k&l 3 12y 5 5<IY)
sing) sia¥l Jharyl + pas ¥l Jlary anii GlS il e Gpeis spld

raniudl Lala L 0dl auly (Gdsuall e I 4 S jall 5 0Y) 255 e

s N LGS 5 (MAH)
ilal] aii b/ @
(dasall 1Ll 5 ,10)) Cilal) lgal] 22iall 5,105 @
(cHamall JSEN ¢3S il cAllasl] 50Lall) puinniveal] lily @
Registration number e
ol )

Registration License.

X Screenshot from the EURD list clarifying its version number &
date.

N.B: If the product is still under registration, the company is not

required to submit routine PBRER. But once your product is

registered, the company is required to submit the routine PBRERS

as per the latest EURD list (Even if it's not marketed).
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T - 2@‘)' =
S IS oA

sdalaal) euls il dsdlly shldall 5 el dad | 14
bl s sl 4ad | Risk Management Plan (Post
Risk Management Plan (RMP) marketing RMP (Routine or
sdpia¥) ails ,all Luwdly | Requested))
A sall/ dallad) Hlalaall 3 yla) ddas
EU/Global Risk Management Plan (RMP)
‘)LM\ BJ‘J‘\ 4\..&;! ua\;n Lﬁ)a.d\ M\
Egyptian Display of Risk Management Plan.

PV System Reception

sdalacal) cilS il dpailly | A gal) 4R8N aUST Clua g cila andli | 15
Anadle s 40 sal) AL pUsi Caua (PSME)
Pharmacovigilance System File (PSMF) along with its summary.
MY ) il ) il 13 5 dasial) Clilall 5 5 jiall dodad) Jilia b Jlacay
Jugiuy) 538l e S, Gl Al g 4 peadll ol padl Aia sy eial)
(EPVC portal) daill 3 sy 55 S
gsing) ia¥l eyl + pan ¥ Jlapy) apaii SUS il e pads zald
i g e dalas Al anly (Cyuall Dle U 4 S all 5 )Y 255 o
S S s 8) lgie dBEL) Cles sxis o/ (PSMF)4bid aLki
sl by U LGS 5 (outsource
;é.[a.//ﬁ,r.)ﬁ‘)l_éj °
(ool ALl 5 ,10)) Cilal) lgal] adiall 5,10Y) @
PSMF version number e
sApia¥) ails yall dudlly
Asadle g 4 sall Adagyll aUai (o
Pharmacovigilance System File (PSMF) along with its summary
Aadley jan (84S0 CiSal o il A0 sal) Akadil) ok Caa s [X]
Pharmacovigilance Sub-System File (PSSF) along with its
summary.
il ) ) Gida @l g dadall clalall 5 jiall danad) Jilie pds Juay) [
JuE w3380 e il A ilaal) g Ay yaadll o g2l e ud ) @Sal)
(EPVC portal) daill 5 sy 55 5SIY)
gsing) ia¥l eyl + pan ¥ Jlary) apaii SUS il e pads zald
Chia g s dialia LS pdl) auly (Tlauall Dle LU 4 S pall 5 Y] 235 e
S S s 8) i dBL) Cles pais o/ (PSMF)4bid aLki
ol b3 ) LGS (outsource
Cilal apadi L) e
(Alsual) L8 5 510)) cilall lgal a2iall 5 ,00Y] @
PSMF version number e
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:(Agency) (Al Js oll dpuilly
duadle juae b el QS U A gall Adaid) i Caa
Pharmacovigilance System File (PSMF) along with its summary
(g 8) ol alia 48, all Galall 400 sal) s oUai Coua g
Anadlag
Global Pharmacovigilance System File (PSMF) of the license
holder (abroad) along with its summary.
i) gl il )l G i3 5 Aaiall clalall 5 jall danadl Jlia ads Jlay)
Uiy 3380 e il il A iledll 5 4y yocaall ol sadl i (it ) siSall
(EPVC portal) ddaill 5 sy 55 p5SIY)
sing) hea¥l Uyl + e ¥) SVl i CAS il e ey zal
Chia g s dabio 48 pll) anly (Dlauall Dle JU 4 S gl 5 Y] 25 e
S AS Us 8 leie dBL) Clek pais o/ (PSMF)4bid aLki
by ) LGS {outsource
Cilal] aii ylb) @
(oaual) AL4 5 ,10)) ilall lgal] aiall 5 )0Y) o
PSMF version number e

e s sisy Cover letter iy paill Glad | 16
« Contact details of QPPV/LSR and Backup QPPV/LSR/Backup
o Signed by CEO (381 5 )3 (udas (st 5) & QPPV/LSR/ Backup (Nomination letter)

(L 52) (oo sl Bl Ay (405 500
Copy of the national ID card (both sides)
X CV for QPPV/LSR & Backup
I The nomination letter should be signed by both the nominated
person and the CEO

Regarding Nomination of QPPV/PV staff, submission of an updated
summary of PSMF shall be attached reflecting all the amendments
which shall include in addition the following elements: The cover
page should define a version number with its release date, in addition
to the date of 1st preparation, (the contact details and full data and
information (national 1D, official nomination letter, certificates, any
change in PV staff ...etc.) which are required for the qualified person
and all PV staff), statement signed by the applicant to the effect that
the applicant has the necessary means to fulfill on the national level
the pharmacovigilance tasks and responsibilities listed in this GVP
modules, A reference to the location where the pharmacovigilance
system master file "PSMF" for the medicinal product is kept., Proof
that the applicant has at its disposal a qualified person responsible for
pharmacovigilance "QPPV", The country where the QPPV resides and

carries out his/her tasks, etc.
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3]

Declaration letter about the denomination:

It should be Submitted on the company official paper (MAH),
Stamped & Signed by CEQ (38,4l 3 ,1a) (alae (i 5) & denominated
PV personnel.

Regarding denomination of QPPV/PV staff, submission of an
updated summary of PSMF shall be attached reflecting all the
amendments which shall include in addition the following
elements: The cover page should define a version number with its
release date, in addition to the date of 1st preparation, (the contact
details and full data and information (national ID, official
nomination letter, certificates, any change in PV staff ...etc.) which
are required for the qualified person and all PV staff), statement
signed by the applicant to the effect that the applicant has the
necessary means to fulfill on the national level the
pharmacovigilance tasks and responsibilities listed in this GVP
modules, A reference to the location where the pharmacovigilance
system master file "PSMF" for the medicinal product is kept.,
Proof that the applicant has at its disposal a qualified person
responsible for pharmacovigilance "QPPV", The country where
the QPPV resides and carries out his/her tasks, etc.

(Denomination letter)
QPPV/LSR/Backup

X X

An authorized and authenticated (by all concerned parties) PV
agreement between the MAH & the service provider covering all
the PV activities, Kindly note that any submitted PV agreement
should be filled with all technical (responsibilities of each
party, etc.) and legal requirements (authentication, signing,
legalization, etc.) and included the most updated product’s list
covering _at least the following: active _ingredient,
concentration, dosage form, trade name, etc.

A delegation letter on the service provider official paper signed
by the CEQO & stamped including the company contact details
(address, phone no., Email) and the company commercial registry
number.

A delegation letter on the MAH official paper signed by the CEOQ
& stamped including the MAH contact details (address, phone no.,
Email) and the company commercial registry number.
Commercial Registry (s Jadl) of all parties.

N.B: If the company was previously delegating another service
provider a termination letter should be provided on the
company official paper signed by the CEO & stamped
illustrating the termination date.

o2 sl lad
Delegation of performing the
PV activities from the MAH to
a PV outsourcing company
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M) b () danioney (aldd) AR Cile oMl 58 calk) (uladl) il (Appeals) <watadll [ 19

(ppail) Alga gLl day Jaauil] BAlS) /i)

(RS, 513 (ulae ) Signed by CEO/ QPPV

o ol Gl 8 Jymasil] ale ) il a5 Alga 38 a0 5 slad Alls i
Jaaadll jad) o
Jaanaaill sale) Cilel ja) &yl 48l sa @
gl 3—,\4\5;3\ Sle) 2Yl e

(corrective & preventive action)
1,00 Gl 48 el llasl A0 50l @
(Root cause analysis)
3345l Aungaaal) g 4l 5l el aY) e Aoy o
(Evidence for the taken corrective & preventive actions)

Safety Issues Reception

raniie A gale a gead 4t Glad Emerging safety issues | 20
A8 el 5 Apalel) adl gall A Can) il
(Search results)
dade (o pan A oda i L 1)
gomadll (ull e jhall i il
g saasall 13 4S Al api
safety issue J) 13 (a seay 4580 08 (o jean 8 4a sl Clel Y
Lalle 5 jeae Jals (g lgmpant a3 ) e slaal) 281 5 (30
3 peaddl ol sall A (pe adina 3 i Caaal  [X]
Most updated EDA approved label
sl 38 |l Ao il pas il i | 21
(Scientific background) g s<a sell dzalall 48| (DHPC)
5y suiiall e sleall g dmy )y 5 e A1 4008 )l el ]
DHPC Uil (5 sina
Saall Al ) enie Aall | amy il A8 5k a sl Aileiall Jpalill 5]

(&5 A yiaall die 3 5 il Lgiliby 5 4 yiall
3 peadd) ol sall A (e Badina 3 i Caaal  [X]
Most updated EDA approved label

[SBEAEE
Progress report (Percent of DHPC distribution to HCPs with
evidence of distribution)

Al W el sl I8 | post-authorization safety | 22

Progress/ final reports

ICSRs Reporting
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(CIOMs or Xml R2,R3) saxsall #iaill e apss
The submitted report should be valid (4 pillars) & contains:
- Initial report date.
- The proper narrative
- Seriousness Assessment
- Causality Assessment
OO aaaall a3l YL A Y
- Serious ICSRs: within 15 days from the date of receipt of
the reports.
- Non-serious ICSRs: within 90 days from the date of
receipt of the reports.
o g )all AladtaY dad ) G Alaiadl ) pantudd) (e pads -
sbadsall e sall o Y

- For Notification:
- Serious case: within 24 hours
- Non serious case: within 7 days

And submission of final report after validation in a time
frame no longer than 15 days

Lasal) JEY) 5 E3N) i
(ICSRs)

Signal Reception 1 (Standalone signal notifications)

+dy glhal) i) aticwall — ¥ of

Aall wUlall 40 = 53 Cover letter (L)) » AS il o 5

Signed Signal notification Cover Letter.pdf

Standalone Signal Notification for
<Active ingredient(s)(Al)/Al variant(s), adverse reaction(s)
(MedDRA term(s))>
MedDRA version no.
(Only in one of these two formats — xx.0 OR xx.1)

MedDRA term name

(N.B. Free text according the utilized MedDRA version for
signal assessment)

MedDRA term level

5 Baay & Al A galal) il L)
Lasls

Validated and/or confirmed

signals

dad )l daala AN e glgw
Ll Al gal) AZB) Jiaa /A8 geul)

sl a9y 45 (b b

) &4 ¢ Calendar days
Signal Validation

Signal Confirmation - g 5 i
Completed signal 21 & sl
Wy &ty 5 assessment

- G, (Al aladl/a g sl
A 50 AEN 5l A Lol (pund
A ad) aaa Ay s ggand Lasal)
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S sl e (MedDRA term level) J1 S 48 il a

LLT -

PT -

HLT -

HLGT -

SOC -

SMQ -

cMQ -

Not known -

(N.B. Choose “Not known” in case of external signal
flagged by another regulatory authority or any other
entity).

(N.B. ‘Not known’ is chosen when the validated/confirmed
signal is detected by entity other than the MAH/its PV
representative.)

e Signal detection method
(Hint: Define whether ‘Qualitative’ or ‘Quantitative’)

e In case of quantitative signal detection methods, define both the
‘Signal method name’ as a free text and ‘Signal method
score’ as a number up to two decimals (X.xx).

e MAH’s brief description/comment

s AT Claiiee — WG

¢ Signal evaluation report (SER) - (signal scope).pdf

N.B. Only required for completed assessment of validated
signals for innovative/biosimilar non-reference medicinal
products where there are domestic ICSRs.

¢ Any other supplementary documents

4 glhaal) el — GG

PV e 4yl gal) A28 Jiaag MAH 4y sasill daad )l dlals A& anl @
(325 ) representative

el LS 2y ¢ 4 sl Adai) ol dalia Ll o daliall 4S80 of Al

.PV representative 441 & MAH
e Are domestic ICSRs available?
5LAY 4S8l pasiud dulas [CSRS 25a 5 die "ani" LAl o 4S ) o i)
(leie @bl & palal
e Isthe medicinal product of interest registered in a reference
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country?
4 salall 3 )Ll A o) A8 L8l janive (IS 13 Mani" LA 4 AS LA 6 68
(>0 paxivw
e MAH’s product type
N.B. Choose one of these choices, as appropriate:
— Innovator/Originator
— Biosimilar
— Generics
e Signal scope
s sl e A galall 3 )L8) an) LS g
(Drug API, Reaction name)
drug—drug interaction 4 52 A Aaliall 5 HLEY) <IN Al 8
(DDI)
A Ao Lpall aladia oy
(Drug API 1 AND Drug API 2, Reaction name)

¢ Signal status
N.B. Choose any of the following, as appropriate:
— Validated-for assessment
—  Monitor
— Assessed-for action
— Assessed-no action
e Submission type
N.B. Choose any of the following, as appropriate:
— New signal notification (SER/No SER attached)
— Signal Follow-up (SER/No SER attached)
¢ Product trade name
N.B. If the product contains a fixed combination of active
ingredients, these Als have to be separated by semicolon.
Taking into consideration the following:
different ) Adbiae ddaa JSil lgal 4,8 of Ds 8 —
(different concentration) iiliae i3S 5 5l (formulation
signal 31 &3 Gaad 4 salall 3 L80 Ll aduall Alladll oLl il
grasi g (ONe submission) 3aly a8 leses age dalal)
IN ) agdiill (udi A Aabiaall ol 58 5l sl dglanall JISEY) G (Al
.(the same submission
(PV outsource/ &l sal akid) Jiae oo dxluall 3,00 o Alla 8 —
Salall Apg gulll Al I dalia IS HAl/AS L) ocal agent)
4 elends — (different MAHS) 45 salal) 3 5L30 Led aduall Alladl
a3 lapan agr Lalall A galal) 5 Lal 1 s Cand — Aalia
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(in pEl) Ll & Aabiaal) 4 lacl) elawll) (g (5 praia 55 e 2nl
the same signal notification).

e APl name/ Al variant
e ATC level
N.B. Choose any of the following:
— ATCA4 (five alphanumeric characters)
— ATCS5 (seven alphanumeric characters)
e ATC code
N.B. ATC code should be only corresponding to ATC5/ATC4,
as appropriate to the signal scope.
e Do you want to add another drug name API(s)?

This question is a conditional question. If the MAH answers
“Yes”, the above fields [“Product trade name”, “API name/ Al
variant”, “ATC level” and “ATC code”] will be repeated to add
another trade name. This can be repeated until 5 products
maximum.

Signal Reception 2

A YWl aaf @a‘ Signal Reception 2 dualh il e ﬁ.\iﬂ\_" as yall 635:’ 25

) 3\5)..:&3 BJJLuaS\ &L}L\L\AA d); %) BJJL..AM fx_u}ql.d\ k_l\Ju\ QLILJL:\.A cu.fu.u\ * GSignaI amendmentS, appeaIS,
Aglapal) A0 Aaladl 51V A salall cul L) a2 5as inquiries’

4 galall ) L) s 53s 5 (e Lgd 3 pabiall clyllaiall aail 4S5l Algall 2o alla *

Adauall 2daadl Aalad) 5 120

Signal management 4 selall <l L3 31 la) dleny Adlaie 4 ol lusdind *

. process/procedures

N.B. For ‘Submission type’, choose any of the following, as
appropriate:

¢ Signal Amendment — reply to EPVC letter

o Signal Appeal — reply to EPVC action letter

e Signal inquiry — MAH initiative

e Signal inquiry — reply to EPVC action letter

e  MAH request meeting with EPVC’s signal personnel

.Google form aiil) gz gai 8 4, gllaal) cilibel) slidial ah O caag LS
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Juiay) 3380 o aaa dlagy sdc Lf‘ o) Al gal ddsa aldl Chay Allua Lf‘ adli) Ay o o
Juliay) B30 o Tawa  agasdli ol ol Joadl) Sale) / Sl cililey  aldl) g 5SNY)
AL dakiily Galdd) g Hshy)

Al Jgf) ALEl o cililal) apas ie jUa) IS Aaldd) 5 ) jhall Jgeally al N1 ClS AN o Gy o
(C¥aSin) )

A8 Lpan ) i JaY) all A analill 3 5 j8al) dlgall plgatl) aa (381 99 dpamy Gl Jla) g2 g Adla B
5us8a Jga U1 Uk ABAY) clthiia o oy g pptiil) Alga slgiil saga 3le) e ASd o Gy
A Y A (W Gl y dpanl) i JaY) s 3B () 3kl Algall slgil) dasa JB (aaidl) sl
oAl Jgall i

AdEl) oy e liiaaly Basaad) AS JAl) a3l ¢ JUadS el Bale) Jas g pdandicall ASle JEEAa B
Luaad) jUady) B alal) Adad) cildle

D)
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aulfap!

SECTION FOUR

File Content for Submission of CTD Quality
Module
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SECTION FOUR: File Contents for Submission of CTD Quality Module

Guidance for Submission of CTD Quality Module

This section will provide information about file contents for Submission of CTD Quality
Module 3 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.

II- Folder Name:
Quality Module (Product name, Strength & Dosage form)

To contain the following folders, subfolders & files, as follows:

MODULE 3 Item Type of Document
3.1 TABLE OF CONTENTS 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
3.25.1.1 Nomenclature (name, manufacturer) (S) Separate PDF
32512 Structure (name, manufacturer) (S) Separate PDF
3.2.5.1.3 General Properties (name, manufacturer) (S) Separate PDF
3.28.2 Manufacture (name, manufacturer) (S) Sub Folder of Drug substance
3.25.2.1 Manufacturer(s) (name, manufacturer) (S) Separate PDF
32529 Description of Manufacturing Process and Process
T Controls(hame, manufacturer) (S) Separate PDF
3.28.2.3 Control of Materials (name, manufacturer) (S) Separate PDF
Controls of Critical Steps and Intermediates (name,
32524
manufacturer) (S) Separate PDF
3.28.25 N .
Process Validation and/or Evaluation (name, manufacturer) (S) | Separate PDF
3.2.5.2.6 Manufacturing Process Development (name, manufacturer) (S)

Separate PDF
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3.2.5.3 Characterization (name, manufacturer) (S) Sub Folder of Drug substance
32531 Elucidation of Structure and other Characteristics(hame,

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
3.2.54.1 Specification (name, manufacturer) (S) Separate PDF
3.2.54.2 Analytical Procedures (name, manufacturer) (S) Separate PDF

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

3.2545 Justification of Specification (name, manufacturer) (S) Separate PDF
3.2.55 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
3.258.7.1 Stability Summary and Conclusions (name, manufacturer) (S) Separate PDF
325792 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
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3.2.P: Drug product "P-Part™

3.2.P Drug product (P part) Sub Folder of Body of Data
3.2.P.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
3.2.p.21 Components of the Drug Product (name, dosage form)
3.2P.211 Drug Substance (hame, dosage form)
3.2P.212 Excipients (name, dosage form)
3.2.pP.2.2 Drug Product (name, dosage form)
3.2P.221 Formulation Development (name, dosage form).
3.2.P.2.2.2 | Overages (name, dosage form) One PDF or multiple documents
3.2.P.22.3 | Physicochemical and Biological Properties (name, dosage | can be submitted in this section
form)
3.2.pP.2.3 Manufacturing Process Development (name, dosage form)
3.2P.24 Container Closure System (name, dosage form).
3.2P.25 Microbiological Attributes (name, dosage form)
3.2.P.2.6 Compatibility (name, dosage form)
3.2.P.3 Manufacture (name, dosage form) Sub Folder of Drug product
3.2P.3.1 Manufacturer(s) (name, dosage form) Separate PDF
3.2.P.3.2 Batch Formula (name, dosage form) Separate PDF
32p33 Description of Manufacturing Process and Process Controls | Separate PDF
(name, dosage form)
39p34 Controls of Critical Steps and Intermediates (name, dosage | Separate PDF
form)
3.2P.35 Process Validation and/or Evaluation (hame, dosage form). | Separate PDF
3.2P4 Control of Excipients (name, dosage form) Sub Folder of Drug product
32P41 Specifications (name dosage form) Separate PDF
3.2P.4.2 Analytical Procedures (name, dosage form) Separate PDF
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3.2.P43 Validation of Analytical Procedures (name, dosage form) Separate PDF

3.2P44 Justification of Specifications (name, dosage form) Separate PDF

3.2P.45 Excipients of Human or Animal Origin (name, dosage form) | Separate PDF

3.2.P.4.6 Novel Excipients (name, dosage form Separate PDF

3.2.P5 Control of Drug Product (name, dosage form). Sub Folder of Drug product
3.2P51 Specification(s) (hame, dosage form) Separate PDF

3.2.pP5.2 Analytical Procedures (name, dosage form) Separate PDF

3.2.P53 Validation of Analytical Procedures (name, dosage form) Separate PDF

3.2P54 Batch Analyses (name, dosage form Separate PDF

3.2P55 Characterization of Impurities (name, dosage form) Separate PDF

3.2.P.56 Justification of Specification(s) (name, dosage form) Separate PDF

3.2.P.6 Reference Standards or Materials (name, 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 (name, dosage form) Sub Folder of Drug product
3.2P81 Stability Summary and Conclusion (name, dosage form) Separate PDF

32p82 Post-approval Stability Protocol and Stability Commitment | Separate PDF

(name, dosage form)

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

3.2A APPENDECIES Sub Folder of Body of Data
3.2.A1 Facilities and Equipment Separate PDF

3.2A2 Adventitious Agents Safety Evaluation Separate PDF

3.2A3 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
3.2R11 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
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= 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. Searchable PDFs are preferred.

3. Bookmarking is preferred.

4. For “S-Part”: separate PDFs are preferred, if available by the APl manufacturer.

5. All documents of the CTD Quality module should be submitted in English language.

= Guidance on format

I- CTD Quiality Module

General notice regarding submission of CTD 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

GUIDELINES ON File Content of Human Pharmaceutical
Products for Registration & Re-registration

53| Page



Central Administration of Pharmaceutical Products
Central Administration of Pharmaceutical Care

= 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: . .
= The declaration of access, should be duly filled out by the CEP
holder in order to authorize the applicant company to use the CEP

Certificate of Suitability of the . . . A R
in support of its marketing authorization application (MAA).

European Pharmacopoeia (CEP)
-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.
_ = A copy of the letter of access/authorization from the DMF holder
In case of Option 3: should be provided in the Product Dossier.
APl master file (AP'MF) /(DMF) [deta"s on Page 19]
procedure

= Restricted Part should be submitted from APl Manufacturer.

Clause ltem General Notice

3.2.5.1 General Information

= Information on the nomenclature of the API should be provided.

For example:
= (recommended) International Nonproprietary Name
(INN);

= compendial name, if relevant;

chemical name(s);

= company or laboratory code;

= Other nonproprietary name(s) (e.g. national name,
United States

= Chemical Abstracts Service (CAS) registry number.

3.25.1.1 Nomenclature

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

3.2.5.13 General properties

3.2.5.2 Manufacture

= The name, address and responsibility of each manufacturer,
including contractors, and each proposed production site or

3.2.5.2.1 Manufacturer(s) facility involved in manufacturing and testing should be
provided.
= Information should be provided to adequately describe the
manufacturing process and process controls. including:
= aflow diagram of the synthetic process(es) should be
provided that includes molecular formulae, weights,
yield ranges, chemical structures of starting materials,
intermediates, reagents and API reflecting
stereochemistry, and identifies operating conditions and
solvents.
o = Asequential procedural narrative of the manufacturing
Description of process should be submitted.
32522 manufacturing _ _
process and process = Alternate processes should be explained and described
controls 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.
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Materials used in the manufacture of the API (e.g. raw materials,
starting materials, solvents, reagents, catalysts) should be listed

325923 * Control of identifying where each material is used in the process.
materials
Information on the quality and control of these materials should
be provided.
Critical steps: Tests and acceptance criteria (with justification
including experimental data) performed at critical steps
* Controls of identified in 3.2.5.2.2 of the manufacturing process to ensure
32524 critical steps and that the process is controlled should be provided
intermediates
Intermediates: Information on the quality and control of
intermediates isolated during the process should be provided.
* Process
3.25.25 validation and/or Process validation and/or evaluation studies for aseptic
evaluation processing and sterilization should be included.
A description and discussion should be provided of the
* Manufacturing significant changes made to the manufacturing process and/or
3.2.5.2.6 process manufacturing site of the API used in producing comparative

development

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

3.28.3.1

Elucidation of

structure and other

characteristics

Confirmation of structure based on e.g. synthetic route and
spectral analyses should be provided. Information such as the
potential for isomerism, the identification of 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 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.
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3.2.5.4 Control of the API

= 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,
3.254.1 Specification

= 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.

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

Analytical .

Copies of the in-house analytical procedures used to generate
procedures

testing results provided in the PD, as well as those proposed for
routine testing of the API by the FPP manufacturer, should be
provided.

3.2.54.2

= Analytical validation information, including 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.

Validation of
3.2.5.4.3 analytical
procedures

= Asrecognized by regulatory authorities and pharmacopoeias
themselves, verification of compendial methods can be
necessary.
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= Description of batches and 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,
preclinical and clinical data (if relevant), stability, pilot-scale,
production-scale batches).

32544 Batch Analyses

= 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

32545 specification acceptance criteria should be provided

3.2.S.5 Reference standards or materials

= |nformation on the reference standards or reference materials

Reference used for testing of the API should be provided.
32355 standards or = The source(s) of the reference standards or materials used in the
materials

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
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= A description of the 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.

Container-closure = For non-functional secondary packaging components (e.g. those
3.2.5.6 system 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 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 conducted, 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.

Stability Summary

325.7.1 and Conclusions

= Primary stability study 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

Stability Protocol = Commitment stability studies:
and Stability
Commitment

3.28.7.2
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.
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= The actual stability results used to support the proposed retest
period should be included in the dossier.

3.2S.7.3 Stability Data = 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 ltem General Notice

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

= 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
3.2P.1 Composition of
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
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= 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.

= 3.2.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.

3.2P21 Components of the =  For fixed-dose combinations, the compatibility of APIs

FPP 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.2.2.1 Formulation Development:

= A brief summary describing the development of the FPP

Finished should be provided, taking into consideration the
3.2P.22 pharmaceutical proposed route of administration and usage.
product

= 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.
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= 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.

= 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 should be discussed.

] = This discussion should consider, e.g. choice of materials,
32pP24 Container-closure protection from moisture and light, compatibility of the
system 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).

= 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

39pP25 Microbiological products and the selection and effectiveness of preservative

attributes systems in products 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 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.

3.2P.26 Compatibility

3.2.P.3 Manufacture
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= The name, address and responsibility of each manufacturer,
32pP31 Manufacturer(s) including contractors, and each proposed production site or

facility involved in manufacturing and testing should be
provided.

= A batch formula should be provided that includes a list of all
39P32 Batch formula components' of the dosage form to be uset_JI in the manufacturmg
process, their amounts on a per batch basis, including overages,
and a reference to their quality standards.
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= 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.

Description of
Manufacturing
Process and
Process Controls

= 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.

3.2.P.3.3

= 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.

= (Critical steps: Tests and acceptance criteria should be provided
- (with justification, including experimental data) performed at the
Controls of critical critical steps identified in 3.2.P.3.3 of the manufacturing

3.2.pP.3.4 steps and process, to ensure that the process is controlled.
intermediate
= Intermediates: Information on the quality and control of

intermediates isolated during the process should be provided.
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= 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

Process Validation s

and/or Evaluation = 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.

3.2.P.3.5

= 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).

= 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
3.2P41 Specifications 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.

= The analytical procedures used for testing the excipients should

Analytical be provided, where appropriate.

3.2.P.4.2

procedures = Copies of analytical procedures from officially-recognized

compendial monographs do not need to be submitted.

GUIDELINES ON File Content of Human Pharmaceutical
Products for Registration & Re-registration

65| Page



Central Administration of Pharmaceutical Products
Central Administration of Pharmaceutical Care

Validation of = Analytical validation information, including experimental data,
3.2PA43 analytical for the analytical procedures used for testing the excipients
procedures should be provided, where appropriate.
= Justification for the proposed excipient specifications should be
provided, where appropriate.
39 P44 Justification of
e specifications = Adiscussion of the tests that are supplementary to those
appearing in the officially-recognized compendial monograph
should be provided.
Excipients of = For excipients of animal origin, certificate of TSE compliance
3.2.P.45 Human or Animal P . gin, P
. 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,
32P46 Novel excipients characterization, and 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

3.2P51

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.P5.2

Analytical
procedures

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
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.
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3.2.P.5.3

Validation of
analytical
procedures

Analytical validation information, including experimental data,
for the analytical procedures used for testing the FPP, should be
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.P54

Batch Analyses

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

Information 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.

3.2P5.5

Characterization
of impurities

Information on the characterization of impurities should be
provided.

A discussion 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 container-closure system) and FPP process-
related impurities (e.g. residual solvents in the manufacturing
process for the FPP).

3.2.P5.6

Justification of
specification(s)

Justification for the proposed FPP specification(s) should be
provided.

A discussion 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
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Information on the reference standards or reference materials

Reference used for testing of the FPP should be provided.
32P6 standards or = The source(s) of the reference standards or materials used in the
materials 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
= 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
P appropriate.
39p.7 Container-closure

system

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

Stability of the studies should be summarized. The summary should
3.2P8.1 Summary and include, for example, conclusions with respect to storage
Conclusion conditions and shelf-life, and, if applicable, in-use storage
conditions and shelf-life.
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= 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 (signed and dated) to continue long-term testing
over the shelf life period should be included in the dossier.

32.P.8.2 Post-approval = Commitment stability studies:
I Stability Protocol
and Stability Where stability data were not provided for three production
Commitment 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.

= 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:
Stability Data (Product 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
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= Copies of the executed production documents should be provided.

3.2.R.1.1 Executed
production = English translations of executed records should be provided,
documents where relevant.
3.2.R.1.2 Master production = Copies of the FPP master production documents should be
documel:\ts 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 APl 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)

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: “WHO: 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

GUIDELINES ON File Content of Human Pharmaceutical
Products for Registration & Re-registration

70| 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

i -’dr .2@]‘2{?5
ﬁ’;//‘ﬁ : Z

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)
=  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) "If applicable™

= | etters of access for active pharmaceutical ingredient master files (APIMFs)
(Template Attached) "If applicable™

Required documents for registered and re-registration products
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= 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) "If applicable™

= Letters of access for active pharmaceutical ingredient master files (APIMFs)
(Template Attached) "If applicable™

GUIDELINES ON File Content of Human Pharmaceutical
Products for Registration & Re-registration

72| Page



Central Administration of Pharmaceutical Products
Central Administration of Pharmaceutical Care

aullapING

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:

[ Submitted for registration according to ministerial decree

................

[1 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: ULocal OToll/F-Toll
fiUnder-license (1 Toll /F-Toll Under-License
[ Imported U Imported Bulk

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

API information submitted as: [IPrequalification [0 DMF
00 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:

Company Stamp Registration Manager

Name:
Signature:

Date:

Link for editable application template:
https://docs.google.com/document/d/1EzXgA5KEvs8RIPT15ZEu5 ETLYAhxXJ8/edit?usp=sharing&ouid
=111862349084529780102&rtpof=true&sd=true

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

~

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

To be submitted on the API supplier letterhead.
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Letter 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.qov.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]
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]
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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.eg

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 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 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 CTD 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.

Iltem EUA products submitted
No, Required Documents | R
evaluation of
FPP | API | s-
part
Comp. | speck
& S
specks
1 | Application Form (Attached: Template #1) R R R R
On company letterhead signed, stamped and dated
2 | Action Letter R R R R
3 | Name approval R R R R
4 | Fees Payment Receipt NA | R R R
5 | Declaration states reference drug product used in the developmental NR R N.R | NR
studies.
On Applicant Co. letterhead signed, dated and stamped
(Attached: Template #2)
6 | Bioequivalence Unit approval for reference drug product which will be used | NR | R N.R | NR
in bioequivalence or in-vitro study (If applicable).
7 | Proposed API/ Semi-Finished or Intermediate product specifications R N.R R '
On Applicant Co. letterhead signed, dated and stamped
(Attached: Template #3)
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CoA of API/ Semi-Finished or Intermediate product
On API manufacturer letterhead signed, dated and stamped

F.l

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

N.R

10

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

N.R

N.R

11

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

On Applicant Co. letterhead signed, dated and stamped

(Attached: Template #5)

N.R

N.R

12

CoA of all excipient(s)
On excipient's manufacturer letterhead signed, dated and stamped.

N.R

N.R

13

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

N.R

N.R

14

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

F.1

N.R

N.R

15

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

N.R

N.R

16

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

F.1

F.1

N.R

N.R

17

Drug Master File (Including the Restricted Part)

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/1jolSqWNMskUdTUITr-
6D1h06z0F1CdEG/edit?usp=sharing&ouid=111862349084529780102&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/1M_ew9dDDgdyod61r7Md3wrppEftC7S4Y/view?
usp=sharing

N.R

N.R

N.R

18

Scientific committee approval (in case of non-reference products)
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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.

N.B.:
-Different Strengths of the FPP and different AP1 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 API
manufacturer:

Document #2 should be replaced with: Registration License.
Document #3 should be replaced 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/1kwzhfT2uCILGVYATAIDeYVvKICkssUXJ4/edit?usp=sharing&ouid=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 hame-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) (API name-API manuf.name)
9 CCS API- (Trade name-Concentration-Dosage form) (APl name-APIl manuf.name)
10 Composition- (Trade name-Concentration-Dosage form)
11 Equivalence- (Trade hame-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 DME- (Trade name-Concentration-Dosage form)(API 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)

GUIDELINES ON File Content of Human Pharmaceutical
Products for Registration & Re-registration

8l|Page



Central Administration of Pharmaceutical Products

Central Administration of Pharmaceutical Care

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

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

Registration Manager

Name :
Signature:
Date:

Company Stamp

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

GUIDELINES ON File Content of Human Pharmaceutical
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Template #2

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 This section to be filled by the Applicant company
form of reference Product

Name of MAH, Manufacturer This section to be filled by the Applicant company
and Country of origin

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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Template #3

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) + This section to be filled by the Applicant company
Strength(s):

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

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)

GUIDELINES ON File Content of Human Pharmaceutical
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Template #4
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

API

Excipient

Total weight / Volume

Applicant Company Signature, Date & Stamp:

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

1-
2-

85

This template should be copied and submitted on Applicant Company letterhead.
API (s), it’s (their) hydrate(s) and salt form(s) with its (their) quantity (ies) per unit dose is
(are) specified.

Grades of excipient should be mentioned beside excipient name.

Coat or Capsule Shell should be mentioned separate from the core or capsule content.
Weight of core tablet or content of capsule should be mentioned separately from total
weight.

Solvents and Nitrogen Gas used during manufacturing process: to be mentioned as
manufacturing auxiliary agent.
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).
The Overage should be mentioned, and justification should be submitted on a separate
document.

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 API/ 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

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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Template # 7

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) + This section to be filled by the Applicant company
Strength(s):

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.

Reviewer Pharmacist:

90| Page
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SECTION FIVE

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

This section will provide information about file content 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.

GUIDELINES ON File Content of Human Pharmaceutical
Products for Registration & Re-registration

92| Page



Central Administration of Pharmaceutical Products
Central Administration of Pharmaceutical Care

Study Reports
A- Format and Content of Bioequivalence 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
1.9 Name, affiliation and signature of: (dated)
19.1 Chairman of the board
1.9.2 Center manager
1.9.3 Technical manager
1.94 Chief analyst
195 Quality assurance manager
1.9.6 Sponsor representative
2. Original certificate of sameness or equivalence including: (dated & signed)
2.1 Test product (as stated in registration documents)
2.1.1 Trade name
2.1.2 Dosage form
2.1.3 Strength
2.1.4 Manufacturer & sponsor
2.1.5 Batch number
2.1.6 Manufacture date & expiry date
2.2 | Reference Product (as on the pack)
2.2.1 Trade name
2.2.2 Dosage form
2.2.3 Strength
2.2.4 Manufacturer, sponsor & country of origin
2.2.5 Batch number
2.2.6 Manufacture date & expiry date
2.3 Conclusion (90% confidence interval "C.I'"" & point estimate) for pharmacokinetic
parameters (AUCo_t, AUCo_.-, Cmax)
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3. Dates of:

3.1 Contract with sponsor
3.2 Protocol approval

3.3 In-vitro phase

3.4 IRB or ethics committee approval
3.5 Screening of volunteers
3.6 Phase |

3.7 Phase 11

3.8 Start of analysis

3.9 End of analysis

3.10 Report issue

4, Study protocol

4.1 Protocol approval (signed & dated)

4.2 Study design & Protocol illustration and justification

4.3 Deviation from protocol with justification (if present)

4.4 Letter of IRB or ethics committee approval (dated, signed & including study title)
4.5 Subijects assignment in the study

45.1 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

45.2 Exclusion and inclusion criteria

4.6 Number of periods

4.7 Sequence (randomization plan) for final no. of volunteers participated in the study
4.8 Treatments (test and reference)

4.9 Half-life for each active ingredient

4.10 Washout period

411 Dosage form administration (fasting, with food, fluid intake with product, time, type of
food and fluids,...etc)

4.12 Procedures to minimize risk
4.13 Type of obtained biological samples
4.14 Time and frequency of sampling

4.14.1 Sufficient number of biological samples should be collected during the absorption
phase (not less than 3 points)

4.14.2 Intensive sampling should be carried out around the time of the expected peak
concentration
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4.14.3 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)

4.15 Storage conditions of biological samples

4.16 Data analysis (pharmacokinetic& statistical analysis)
4.17 Template of informed consent form

4.18 Template of case report

5. Report contents

51 Abbreviations

5.2 Study synopsis

5.3 Study objective

5.4 Drug review

54.1 Pharmacokinetic characteristics

5.4.2 Pharmacodynamics, indications

5.4.3 Side effects & contraindications

544 Other information

6. | Product information (presented as follows)
ltem Test Product Reference Product

1. Product name

2. APl

3. Molecular and structural formula

4. Dosage form

5. Type of the product

(Immediate or modified release)

. Dosage regimen

. Strength

. Batch number

© | 00| N | O

. Manufacture date

10. Expiry date

11. Storage conditions

7. Summary of bioequivalence Study

7.1 Summary of analytical procedure (method of analysis)

7.2 Pharmacokinetic parameters

7.3 Statistical methods

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

7.6 Figure of mean urinary excretion rates (if applicable)

7.7 Results and conclusion (tables of mean parameters Cmax, AUCo—w, AUCo_:, Ke & T1p)
"untransformed - transformed"" including the mean of Tmax ""untransformed"

7.8 90% confidence interval "C.I"& Point estimate for Pharmacokinetic parameters
(AUCO-A, AUCO—»OO, Cmax)

7.9 Tabulated plasma conc., peak areas of the drug and internal standard & peak areas
ratios' of at least 20% of subjects for both test and reference products including
regression equation used for calculation

8 Bio-analytical method and validation

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

8.1.1 Equipment, materials, solvents and their sources

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

8.1.3 Preparation of stock and standard solutions (in details)

8.1.4 Sample extraction scheme

8.2 | Validation report in terms of:

8.2.1 | Calibration curve: (done on spiked plasma and not less than three curves)

8.2.1.1 Data & figures of individual calibration curves

8.2.1.2 Regression equation

8.2.1.3 Sample back calculation

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

8.2.3 Accuracy

8.2.4 Precision

8.2.5 Recovery

8.2.6 QC samples (3 Levels LQC-MQC-HQCQC)

8.2.7 Selectivity / Specificity / Matrix effect

8.2.8 Robustness

8.2.9 System suitability

8.2.10 Stability

8.2.10.1 | Stability of the matrix

8.2.10.1.1 Short term stability

8.2.10.1.2 Freeze and thaw stability

8.2.10.1.3 Long term stability

8.2.10.1.4 Post preparative stability & Processed sample integrity (Auto sampler
stability)

8.2.10.2 Stability of the standard solution

8.2.10.3 Dilution integrity

8.3 Representative chromatograms for all previously mentioned validation items
including standard and quality control samples "'dated""

0. Pharmacokinetic parameters

9.1 Definitions
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9.2 Tabulated plasma concentration for each volunteer at each actual sampling time &
regression equation used and mark terminal plasma conc. used for calculating Ke, T
including statistical analysis (mean - SD - CV %'"'RSD")

* |f urine data is obtained, tabulated cumulative urinary excretion & urinary excretion
rates for each volunteer & regression equation used should be submitted.

9.3 Tabulated pharmacokinetic parameters for each volunteer (AUCo_t, AUCo o, AUCot /
AUC;-., Ratio, AUCgxra "AUC"", AUCgxra / AUCo- Ratio, Cmax, Tmax, Ke, Tip,)
including statistical analysis (mean - SD - CV %" RSD"")

94 Figure of mean plasma concentration - time profile with standard deviation bars

9.5 Figures of individual subjects plasma concentration-time profile (linear & semilog)

9.6 Figure of mean cumulative urinary excretion (if applicable)

9.7 Figures of individual subject cumulative urinary excretion (if applicable)

9.8 Figure of mean urinary excretion rates (if applicable)

9.9 Figures of individual subject urinary excretion rates (if applicable)

10. Statistical analysis

10.1 Type of statistical program that was used

10.2 ANOVA tables "for pharmacokinetic parameters (AUCo_+, AUCo—w, Cmax)"" should include (df,

SS, MS, F, P) for each of the following parameters:

10.2.1 Treatments (drugs or formulations)

10.2.2 Periods (phases)

10.2.3 Sequence (group or order)

10.2.4 Subjects within sequence

10.2.5 Error

10.2.6 Total

10.3 Logarithmic transformation of the pharmacokinetic parameters: Cma, AUCo_: and

AUC_., should be performed before data analysis

104 The pharmacokinetic parameter, Tmax, should be expressed as median values and

analyzed on untransformed data; also Wilcoxon test for Tmax should be performed.

105 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.1I.
should be based on the error value from the ANOVA tables).

10.6 Point estimate and 90% C.I. should be stated under each transformed ANOVA Table

for pharmacokinetic parameters (Cmax, AUCo_t, AUCy_.)

10.7 Summary of statistical significance & parameters

11. Subject information

111 Case report including:

1111 Tables of demographic characteristics of the subjects (gender, age, weight, height &

body mass index ""BMI")

11.1.2 The clinical evaluation data of subjects:

11121 Tabulated results of hematological tests (CBC - blood group)
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11.1.2.2 Tabulated results of biochemical tests (Fasting glucose &lipid profile "LDL -
HDL"& Liver functions "GOT - GPT" and kidney functions "Serum Urea,
Creatinine')
11.1.2.3 Tabulated results of serological tests (HIV & HCV)
11.1.24 Urine analysis
11.1.25 Pregnancy test
11.2 Vital signs of subjects (blood pressure, chest examination, abdomen examination, pulse
rate, Temperature,....etc.)
11.3 Adverse reactions / side effects report (during the study)
12. In Vitro testing
12.1 Summary of in-vitro dissolution testing including mean of % dissolved for both test and reference
products at all media including similarity factor "'f2"" values
12.2 Potency determination (done for both test and reference products, on at least ten dosage forms and
taking three determinations then statistically analyzed)

12.2.1 Assay methodology

12.2.2 Tabulated results & acceptance values
12.2.3 HPLC chromatograms or UV absorbance values (and UV charts "'if applicable')
(dated)
12.3 Uniformity of dosage unit (weight variation and / or content uniformity) "according to the official

compendia" (Reference is to be attached)
12.3.1 Description of method used

12.3.2 Tabulated results & acceptance values
12.3.3 HPLC chromatograms or UV absorbance values (and UV charts "if applicable')
(dated)
12.4 | Dissolution testing ""on 12 dosage units™
12.4.1 Dissolution testing method (with reference attached) |
12.4.2 Dissolution media used

12421 [pH12

12422 pH 4.5

12423 pH 6.8

12.4.2.4 The most suitable medium (done only if there is a reference method in FDA or
USPor.......... etc)

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

1244 Tabulated similarity factor ""f2** calculation for each pH

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

12.4.6 Comparative dissolution profile for each pH
12.4.7 Clarification of method of calculation adopted (illustrative example of calculation)
12.4.8 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)

125 Dissolution method validation

GUIDELINES ON File Content of Human Pharmaceutical
Products for Registration & Re-registration

98| Page



Central Administration of Pharmaceutical Products
Central Administration of Pharmaceutical Care

1251 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
125.1.1 Calibration curve (with regression equation)

125.1.2 Linearity

12.5.1.3 Selectivity / Specificity

125.1.4 Accuracy

125.15 Precision

125.1.6 Recovery

12.5.2

| Verification report for the other media as follows:

1252.1 Accuracy

125.2.2 Precision

12.5.3 Representative HPLC chromatograms or UV absorbance values (and UV charts "if
applicable’) (dated)
13. Appendices
13.1 "Bioequivalence Summary Tables" present in the Egyptian Guidelines for
Bioequivalence Studies for Marketing Authorization of Generic Products
13.2 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"
13.3 Clinical facilities' description
13.4 Analytical facilities' description
135 Curricula vitae (C.V.) of the investigators (not more than 2 pages for each C.V.)
13.6 Table of team names’, responsibilities & signatures including:
- Principle investigator
- Clinical investigator
- Study director,...etc
113. | Extraitems can be submitted (if any)
|14. | References
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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)

1.9.2 Center manager (center)

1.9.3 Technical manager (center)

1.94 Chief analyst (center)

195 Quality 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
4. Dates of:
4.1 Contract with sponsor
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4.2 Start of analysis

4.3 End of analysis

4.4 Report issue

5. | Product Information (presented as follows)

ltem 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

821 |pHL12

822 |pH45

823 |pH68

8.24 The most suitable medium (done only if there is a reference method in FDA or USP

8.3

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

GUIDELINES ON File Content of Human Pharmaceutical

101 |Page

Products for Registration & Re-registration




Central Administration of Pharmaceutical Products
Central Administration of Pharmaceutical Care

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
9.14 Accuracy
9.15 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
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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)

16.1 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)
51 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
7.2.1 pH 1.2
7.2.2 pH 4.5
7.2.3 pH 6.8
724 The most suitable medium (done only if there is a reference method in FDA or
USPor.......... 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
8.14 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)
9. Certificate of Compliance (dated & signed)
9.1 Test product (as stated in registration documents)
9.11 Trade name
9.1.2 Dosage form
9.1.3 Strength
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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
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Administrative Documents

A- Checklist for Bioequivalence and Comparative In-Vitro Dissolution study submission

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

Documents required for Under-Registration Products

Registration request approval (Action letter)

Trade Name approval

Pricing & Pharmacovigilance approval (if any)

Composition certificate approved by EDA inspectors (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.

Stability study approval with the attached composition (for Ministerial decree 296/2009)

Scientific committee approval/ Technical committee 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 Registered 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

[—

Composition Certificate on company letter head

2 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).
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.
5 | Certificate of Pharmaceutical Product (CPP) issued by Competent Authorities in Country of Origin
(In Case of Under-License Products).
6 Inner and Outer packages and inner leaflet of the reference drug product
7 Acopy 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)
8 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

[] Local [] Under-License [] Imported

[JNew [ Tentative to [J Re-Registration [J Variation
Final

Registration Type

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
[J according to decision stated in the registration license
[J according to the variation decision committee
[J Other (clarify)
pH(s ) used

Thanks and Regards,

Signature Stamp

Name:
Signature:
Date:
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B- Checklist for Appeals & Inquiries submission
S.N. Required Documents

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

Documents required for Under-Reqgistration Products

Registration request approval (Action letter)

Trade Name approval
Pricing & Pharmacovigilance approval (if any)

Composition certificate approved by EDA inspectors (for the batch on which the study will be performed on)
Stability study approval with the attached composition (for Ministerial decree 296/2009)

~N OO O AW DN

Fulfilling the previous required documents from 1 to 6 in addition to the documents related to pharmaceutical products
Documents required for Registered Products

N

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

A U A~ W

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

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)

2 Scientific committee approval/ Technical committee for drug control approval regarding the reference of the
product (if the product does not have a scientific reference).

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

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

5 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

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

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

4

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
[J Local [J Under-License [l Imported

[JNew [ Tentative to [J Re-Registration [J Variation
Final

Registration Type

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

File Format & Content for Submissions of Stability
Studies
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SECTION SIX: File Content for Submission of Stability Studies

This section will provide information about file content for any human pharmaceutical

product submitted for Stability Studies

Dossier content for stability study submitted for locally manufactured human

pharmaceutical products (new registration according to ministerial decree 425/2015,

645/2018 0r296/2009)

Folder 1

Box 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 unifiedunits, 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 capsuleshell, components of ink )

Shall include all components used in the
manufacturing process, includingthose 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 finishedproduct

Shall indicate the use of an over-fill or overage
when applicable and itsrationale

Shall state total weight or total volume

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

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

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

Certificate of 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

e Shall be presented by stability testing site signed and
stamped

e Shall include list of tests, specifications and
reference to analyticalprocedures and
acceptance criteria
e Shall include the following:
= Physical analysis
= Chemical analysis
Shall include assay of active ingredient(s),
quantitation of impuritiesand related
substances, and content of preservative(s)
and/or antioxidant(s) (when applicable)
= Microbiological analysis
= Biological analysis (when applicable)

Report from Central Administration of
Operations

Shall state batch type (e.g.: pilot, production...), batch order (e.g.:
18t2m )

Folder 2

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 assay of active ingredient(s), quantitation of
impurities

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

= Microbiological analysis
=  Biological analysis (when applicable)

e Shall include results within release specifications
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Method of analysis

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

Stability study table(s)

Shall be presented by stability testing site signed and
stamped
Shall clearly state product name, batch number on which
stability study wasdone, 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
Shall include the following:
=  Physical analysis
= Chemical analysis
Shall include assay of active ingredient(s),
quantitation of impuritiesand related
substances, and content of preservative(s)
and/or antioxidant(s) (when applicable)
=  Microbiological analysis
= Biological analysis (when applicable)
Any skipped test shall by scientifically justified by the
site responsible forstability testing
May include (when applicable):
® In-use stability study
Shall include results within shelf-life specifications

Stability study contract
(When (i) Al o Sic )
applicable)

Required when stability testing site is different from
applicant company ormanufacturer of finished product

Shall include annex in which product name, strength
and dosage form arestated

Both contract and annex shall be legalized by bank and
EDA legal affairs

Folder 3 | Assay chromatograms annex

Shall state product name, batch number and injection
date

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

Shall include 3 injections for standard and test at
each time interval
Shall be stamped by stability testing site
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Validation of analytical procedure .

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

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

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

Validation chromatograms annex o

Shall include chromatograms of validation of
analytical procedures forassay of active
ingredient(s), quantitation of impurities and
related substances, and content of
preservative(s) and/or antioxidant(s) (when
applicable)
Shall include the following:
e  For specificity: injections for samples
stored under relevant stress conditions: light,
heat, humidity, acid/base hydrolysis and
oxidation arerequired in addition to placebo
and blank injections
e  For precision: 6 injections are required

e  For linearity: 5 concentrations are

recommended with 1 injectionrequired for

each concentration

e  For accuracy: 3 concentrations are

recommended with 3 injectionsrequired for

each concentration

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

e  For robustness: 3injections are required
for each small variation inmethod parameters
Shall be stamped by stability testing site
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Dossier content for stability study submitted for locally manufactured human
pharmaceutical products (re- registration according to ministerial decree 425/2015 or

296/2009)

Folder 1 Registration License and attached
composition (ifapplicable)

Transfer Letter and attachedcomposition
in case of (296/2009)

Preliminary Re-registrationApproval in
case of(425/2015)

Central Administration of Drug Control Required if ministerial decree 425/2015
Composition (in case composition is not In case the composition is not inferred by
attached to registration license or variation EDA Labs, Stability General Administration

approvalfor changing composition) accredits the composition

Any other EDA approvalsand/or In case of any approvals or decisions issued

decisions (e.g.: variation approval...) for the product and not reflected in the last
released registration license

Stability summary sheet (Template 1)
Shall be presented by Applicant company in two
formats:

e Word format
e 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, thefunction of each
component and its reference (e.g.:
pharmacopoeia or
manufacturer’s specifications)

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

e 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
thosethat 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

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 anycoloring agent

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

Commitment for storage (incase of (Template 3)
proposed storage conditions at Shall be presented by Applicant company signed
temperature not exceeding 25°C and stamped
Certificate of responsibility (Template 4)

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

Declaration letter for manufacturer of (Template 5)

active pharmaceutical ingredient(s) Shall be presented by Applicant company
entering in the manufacture of finished (signed and stamped)

product
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Finished productspecification e Shall be presented by stability testing site
signed and stamped
e Shall include list of tests, specifications
and reference to analytical procedures
andacceptance criteria
e Shall include the following:
= Physical analysis
= Chemical analysis
Shall include assay of active
ingredient(s), quantitation of
impurities andrelated
substances, and content of
preservative(s) and/or
antioxidant(s)

(When applicable)
e Microbiological analysis biological
analysis (when applicable)

Report from Central Administration of Shall state batch type (e.g.: pilot,

Operations (in case of any production...), batch order (e.g.: 1%,2"...)

variations) and type ofvariation (when applicable)

Certificate of analysis e Shall be presented by stability testing site
Folder 2 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 assay of active
ingredient(s), quantitation of
impurities andrelated
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
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Method of analysis

Shall be presented by stability testing site
signed and stamped

Shall include stability-indicating
analytical procedure used for physical,
chemicaland microbiological analysis
Shall submit reference if analytical
procedure used found in a pharmacopoeia

Stability study table(s)

Shall be presented by stability testing site
signed and stamped
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
productpack in details
Shall include the following:

= Physical analysis

= Chemical analysis
Shall include assay of active
ingredient(s), quantitation of
impurities andrelated
substances, and content of
preservative(s) and/or
antioxidant(s) (when
applicable)
= Microbiological analysis
= Biological analysis (when
applicable)
Any skipped test shall by
scientifically justified by the
site responsible forstability
testing
May include (when applicable):
e In-use stability study
Shall include results within shelf-life
specifications
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Stability study contract e Required when stability testing
applicable) (<l ) )3 a3c ) site is different from applicant
(when company ormanufacturer of

finished product

¢ 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

Folder 3 = Assay chromatogramsannex e Shall state product name, batch number

and injection date

e Shall include chromatograms of
assay of active ingredient(s),
quantitation ofimpurities 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
intervalShall be stamped
by stability testing site

Validation of analyticalprocedure 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 chromatogramsannex 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

requiredfor each concentration

e  For accuracy: 3 concentrations

are recommended with 3 injections

requiredfor each concentration

e  Forruggedness: 3 injections are
required for each random
variation

e  For robustness: 3injections are

required for each small variation in

methodparameters
Shall be stamped by stability testing site
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Dossier content for stability study for locally manufactured pharmaceutical products

submitted for fulfillment of variation committee or reqistration license

requirements

Folder 1

Registration License andattached
composition (incase of minster decree
425/2015 and 645/2018)

or

Tentative Registration License and
attached composition (in case of mister
decree 296/2009)

Valid Registration Licenseand attached
composition

If Tentative Registration License is not valid,
time frame extension shall be submitted

Is a must in case of shelf-life extension or
storage condition change

Stability general administration
technicalreport for approval of
Accelerated study

Only in case of products following
ministerial decree 296/2009 and
submitted forlong term production

Evidence for submission of product for
re-registration (in case of invalid
Registration License)

In case of product submitted for variation

Any other EDA approvalsand/or
decisions (e.g.: variation approval...)

In case of any approvals or decisions issued
for the product and not reflected in the last
released registration license

Stability general administration
technical reports approval for other
variations in submitted product

Certificate of analysis of Central
Administration of DrugControl

When available

Certificate of analysis of Central
Administration ofDrug Control

When available

Stability summary sheet

(Template 1)
Shall be presented by Applicant company in two
formats:

e Word format

o PDF format (signed and stamped)

Commitment for storage (in case of
proposed storage conditions at
temperature not exceeding25°C

(Template 3)
Shall be presented by Applicant company signed
and stamped
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Certificate of responsibility (Template 4)
Shall be presented by Stability testing site
(signed and stamped)

Declaration letter for manufacturer of (Template 5)
activepharmaceutical Shall be presented by Applicant company
(signed and stamped)

ingredient(s) entering in the manufacture
of finishedproduct

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

applicable)
Report from Central Shall state batch type (e.g.: pilot,
Administration of Operations production...), batch order (e.g.: 15,2, )
and type ofvariation
Payment receipt Required when stability study is submitted for

the purpose of change of storage conditions or
shelf life extension
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Certificate of analysis e Shall be presented by stability testing site
Folder 2 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 assay of active
ingredient(s), quantitation of
impurities andrelated
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
Shall submit reference if analytical procedure
used found in a pharmacopoeia
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Stability study table(s) o 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
productpack in details
e Shall include the following:
= Physical analysis
= Chemical analysis
Shall include assay of active
ingredient(s), quantitation of
impurities andrelated
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 forstability
testing
e May include (when applicable):
e In-use stability study
e Shall include results within shelf-life
specifications

Stability study contract e Required when stability testing
applicable) (wlill 4wl 2 sie ) site is different from applicant
(when company ormanufacturer 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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Folder 3 | Assay chromatograms annex e Shall state product name, batch number
and injection date

e Shall include chromatograms of
assay of active ingredient(s),
quantitation ofimpurities 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

o 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 chromatogramsannex e Shall include chromatograms of
validation of analytical procedures for
assay of active ingredient(s),
quantitation of impurities and related
substances, and contentof
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

requiredfor each concentration

e  Foraccuracy: 3 concentrations

are recommended with 3 injections

requiredfor each concentration

e  Forruggedness: 3 injections are
required for each random
variation

e  For robustness: 3injections are

required for each small variation in

methodparameters

Shall be stamped by stability testing site
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Common Technical Dossier content for stability study submitted for locally

manufactured human pharmaceutical products (new registration according to ministerial

decree 820/2016 or 645/2018 where CTD is a condition for registration)

EDA
Approvals

Product
Documents
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Box Approval

Naming Approval

Quality Approval including

approved composition
Composition

Shall state that the dossier shall be submitted as full
Common Technical Dossier CTD (i.e.: Both drug
substanceand drug product)

In case of registration according to 645/2018

Shall be presented by Applicant company
(signed andstamped) 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 usingactive moiety

Shall include all finished product
components (e.g.: components of capsule
shell, components of ink.........c.ccceevevveiniiennnn,
Shall include all components used in the
manufacturing process, including those that
may notbe 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
inactiveingredients

Shall separate core and coat in case of

film coatedtablet

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 whenapplicable and its rationale
Shall state total weight or total volume
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e Shall state grade of any component (when
applicable)and color index of any coloring
agent

Shall state composition statement for purchased
mixture asflavor or capsule shell or pellets (when
applicable)

Certificate of responsibility  (Template 4)
Shall be presented by Stability testing site
(signedand stamped)

Declaration letter for (Template 5)
manufacturerof active Shall be presented by Applicant company
pharmaceutical (signed andstamped)

ingredient(s) entering in the
manufacture of finished

product
Report from Central e Shall state batch type (e.g.: pilot,
Administration of production...),batch order (e.g.:
Operations 15t2md )
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)
Commitment for (Template 2)
authenticity ofdata submitted| Shall be presented by applicant company signed and

stamped

Commitment for storage (in | (Template 3)

case of proposed storage | Shall be presented by applicant company signed and
conditions at temperature | stamped

not exceeding 25°C)

Required Section 3.2.P.1:

CTD Description and

Sectionsfor Composition of the Drug
Product

Drug Section 3.2.P.3.1:

Product Manufacturer(s)
Section 3.2.P.5.1: e Shall include test, specification and
Specification(s) reference forspecification

e Shall include the following:
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= Physical analysis

= Chemical analysis
Shall include identification and assay
of active ingredient(s), quantitation of
impuritiesand 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: e Shall include stability-indicating analytical
AnalyticalProcedures procedureused for physical, chemical and
microbiological analysis

Section 3.2.P.5.3: e Shall include validation of analytical
Validation of Analytical procedures forassay of active ingredient(s),
Procedures quantitation of impurities and related

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

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

e In case of analytical procedure used found in a
pharmacopoeia, verification of analytical
proceduresshall be conducted in which the
following validation

characteristics should be considered
including:specificity, precision and
accuracy
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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
impuritiesand 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
ClosureSystem

Section 3.2.P.8.1:
StabilitySummary
and Conclusion

Section 3.2.P.8.2: Post-
approvalStability
Protocol and Stability

Commitment
Section 3.2.P.8.3: Stability e Shall include the following:
Data = Physical analysis

= Chemical analysis

Shall include assay of active
ingredient(s), quantitation of impurities
and related substances,
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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 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 relatedsubstances, and assay
of preservative(s) and/or antioxidant(s)
(when applicable) at each time interval
e Shall include 3 injections for standard and test
at eachtime interval
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Required
CTD
Sectionsfor
Drug
Substance
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Validation chromatograms e Shall include chromatograms of validation
annex of analytical procedures for assay of active
ingredient(s), quantitation of impurities
and relatedsubstances, 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 aren required in addition to
placebo and blank injections
= For precision: 6 injections are required
= For linearity: 5 concentrations are
recommendedwith 3 injections required
for each concentration
= For accuracy: 3 concentrations are
recommendedwith 3 injections required
for each concentration
= For ruggedness: 3 injections are required
for eachrandom variation
= For robustness: 3 injections are required
for eachsmall variation in method
parameters

In case of availability of valid Certificate of Suitability of the European
Pharmacopoeia (CEP):
*CEP specifying a retest period that is the same as or longer than that proposed
by the applicant,and storage conditions are the same or at a higher temperature
and humidity than those proposedby the applicant, the applicant is waived from
submission of CTD Sections for Drug Substance OR
*CEP stating a container closure system while not stating a retest period and storage
condition, theapplicant is waived from submission of analytical procedure and
validation of analytical procedure
Section 3.2.S5.2.1: In case of more than one manufacturer for an
Manufacturer(s) active ingredient(s), declaration letter from
License Holder mentioning manufacturer(s)
of active pharmaceuticalingredient(s) for
each batch submitted

Section 3.2.S.3.2: Impurities
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Section 3.2.5.4.1: e Shall include test, specification and
Specification(s) reference forspecification
e Shall include the following:
= Physical analysis
= Chemical analysis
Shall include identification and
assay ofactive ingredient(s) and
quantitation of impurities and
related substances
= Microbiological analysis (when

applicable)
= Biological analysis (when applicable)
Section 3.2.5.4.2: ¢ Shall include stability-indicating analytical
AnalyticalProcedures procedureused for physical, chemical and

microbiological analysis
e Shall submit reference if analytical
procedure usedfound in a pharmacopoeia

Section 3.2.5.4.3: e Shall include validation of analytical

Validation of Analytical procedures forassay of active ingredient(s)

Procedures and quantitation of impurities and related
substances

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

¢ In case of analytical procedure used found in
a pharmacopoeia, verification of analytical
proceduresshall 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 3.2.5.6: Container
ClosureSystem

Section 3.2.5.7.1:
StabilitySummary
and Conclusions
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Section 3.2.5.7.2: Post-
approvalStability
Protocol Commitment

Section 3.2.S.7.3: Stability 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)
Any skipped test shall by scientifically justified
Shall include results within shelf-life
specifications

Assay chromatograms e 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
e 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 arerequired in addition to placebo
and blank injections
= For precision: 6 injections are required
= For linearity: 5 concentrations are
recommendedwith 3 injections required for
each concentration
= For accuracy: 3 concentrations are
recommendedwith 3 injections required for
each concentration
= For ruggedness: 3 injections are required for
eachrandom variation

= For robustness: 3 injections are required for
eachsmall variation in method parameters
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Common Technical Dossier content for stability study submitted for human

pharmaceutical products imported from reference or non-reference countries

(New registration according to ministerial decree 820/2016 or 645/2018 where CTD is a

EDA Approvals

Product
Documents

condition for registration

Box Approval

Naming Approval

Certificate of Pharmaceutical Product
(CPP) and attached Summary of Product
Characteristics (SmPC) or Product
Information Leaflet (PIL) (if applicable)

Shall state that the dossier shall be submitted as
full Common Technical Dossier CTD (i.e.: Both
drug substanceand drug product)

The certificate shall establish up to date status and
data of theproduct in the exporting country or
region at the time of issuing of certificate. This
data may include (when applicable):

e Product Trade name in Egypt, its strength
and dosageform

e Complete composition of the product

e License Holder, Manufacturer and
Packager of theproduct

e Summary of Product
Characteristics (SmPC) orProduct
Information Leaflet (PIL)

e Shelf life, storage conditions, in-use
shelf life (whenapplicable) 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 statingshelf
life, storage conditions, in- use shelf life
(if applicable), in-usestorage conditions
(if applicable) and/or container closure
system (indetails) (if not stated in CPP or
attached SmPC or PIL or if

updated than those mentioned in
registration license)

o 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

e Original legalized declaration letter
shall be submitted by the applicant
company to StabilityGeneral
Administration once stability
dossier isaccepted
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e Incase 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 EDAChairman decision

Legalized composition (if notstated e Composition for the product shall be

in CPP or free sale) presented fromLicense Holder and
legalized by Health Authority incountry
of License Holder, Chamber of
Commerce, and Egyptian Embassy or
Consulate

e Original legalized composition shall be
submitted bythe applicant company to
Stability General Administration once
stability dossier is accepted

e Incase 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),
guantitation of impuritiesand
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
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Applicgnt Stability summary sheet (Template 1)
Commitments Shall be presented by applicant company in two
formats:

e Word format
e PDF format (signed and stamped)

Commitment for authenticity ofdata (Template 2)
submitted Shall be presented by applicant company signed
and stamped
Commitment for storage (in case of (Template 3)
proposed storage conditions at Shall be presented by applicant company signed
temperature not exceeding 25°C) and stamped
Required Section 3.2.P.1: Description and
CTD Sections = Composition of the Drug Product
for Drug Section 3.2.P.3.1: Manufacturer(s)
Product Section 3.2.P.5.1: Specification(s) e Shall include test, specification and

reference forspecification
e Shall include the following:

= Physical analysis

= Chemical analysis
Shall include identification and
assay of active ingredient(s),
guantitation of impuritiesand
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 Shall include stability-indicating
Procedures analytical procedureused for physical,

chemical and microbiological analysis
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Section 3.2.P.5.3: Validation of e Shall include validation of analytical

Analytical Procedures procedures forassay 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 beconducted in which
the following validation characteristics
should be considered including:
specificity, precision, linearity, accuracy,
ruggednessand robustness

e In case of analytical procedure used
found in a pharmacopoeia, verification
of analytical proceduresshall be
conducted in which the following
validationcharacteristics should be
considered including:
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

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
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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 relatedsubstances, 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 annex 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) at least specificity
and forced degradation chromatograms

e Shall include the following:
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Required
CTD Sections
for Drug
Substance
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= For specificity: injections for
samples stored under relevant stress
conditions: light, heat, humidity,
acid/base hydrolysis and oxidation
arerequired in addition to placebo
and blank injections
= For precision: 6 injections are required
= For linearity: 5 concentrations are
recommendedwith 3 injections
required for each concentration
= For accuracy: 3 concentrations are
recommendedwith 3 injections
required for each concentration
= For ruggedness: 3 injections are
required for eachrandom variation
= For robustness: 3 injections are
required for eachsmall variation in
method parameters
In case of availability of valid Certificate of Suitability of the European Pharmacopoeia (CEP):
*CEP specifying a retest period that is the same as or longer than that proposed by the
applicant,and storage conditions are the same or at a higher temperature and humidity than
those proposedby the applicant, the applicant is waived from submission of CTD Sections
for Drug Substance OR
*CEP stating a container closure system while not stating a retest period and storage condition,
theapplicant is waived from submission of analytical procedure and validation of analytical
procedure
Section 3.2.S.2.1: 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

Section 3.2.5.3.2: Impurities

Section 3.2.5.4.1: Specification(s) e Shall include test, specification and
reference forspecification
e Shall include the following:
= Physical analysis
= Chemical analysis

Shall include identification
and assay ofactive
ingredient(s) and
quantitation of impurities
and related substances
= Microbiological analysis (when
applicable)
= Biological analysis (when
applicable)
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Section 3.2.5.4.2: Analytical e Shall include stability-indicating
Procedures analytical procedureused for physical,
chemical and microbiological analysis
e Shall submit reference if analytical
procedure usedfound in a
pharmacopoeia

Section 3.2.5.4.3: Validation of e Shall include validation of analytical
Analytical Procedures procedures forassay of active
ingredient(s) and quantitation of
impurities and related substances
e Complete validation of analytical
procedures shall beconducted in which
the following validation characteristics
should be considered including:
specificity, precision, linearity, accuracy,
ruggednessand robustness
e In case of analytical procedure used
found in a pharmacopoeia, verification
of analytical proceduresshall be
conducted in which the following
validationcharacteristics 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.S.7.1: Stability
Summary and Conclusions

Section 3.2.S.7.2: Post-approval
Stability Protocol Commitment

Section 3.2.S.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

e  Shall include results within shelf-life
specifications
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Assay chromatograms annexes e Shall include chromatograms of
assay of active ingredient(s) and
guantitation 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
arerequired in addition to placebo
and blank injections

= For precision: 6 injections are required

= For linearity: 5 concentrations are
recommendedwith 3 injections
required for each concentration

= For accuracy: 3 concentrations are
recommendedwith 3 injections
required for each concentration

= For ruggedness: 3 injections are
required for eachrandom variation

= For robustness: 3 injections are
required for eachsmall variation in
method parameters
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Dossier content for stability study submitted for human pharmaceutical products
imported from non-reference countries non-CTD (new registration according to
ministerial decree 296/2009,425/2015 (Add))

EDA Box Approval

Approvals Naming Approval

Product Certificate of Pharmaceutical The certificate establishes up to date status

Documents Product(CPP) and attached and data ofthe product in the exporting
Summary of Product country or region at the time of issuing of
Characteristics (SmPC) or Product | certificate. This data may include (when
Information Leaflet (PIL) (if applicable):
applicable) e Product Trade name in Egypt, its

strength anddosage form

e Complete composition of the product

e License Holder, Manufacturer and
Packager ofthe product

e Summary of Product Characteristics
(SmPC) orProduct Information
Leaflet (PIL)

e Shelf life, storage conditions, in-use
shelf life (ifapplicable), 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 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 byHealth Authority in
storageconditions (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 SmPCor PIL e Original legalized declaration letter
shall be submitted by the applicant
company to StabilityGeneral
Administration once stability dossier
isaccepted

e In case of legalization is not available
at time ofsubmission due to current
situation,
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Commitment for legalization of
declaration letterwithin 6 months
according to EDA Chairman decision

Legalized composition (if not e Composition for the product shall be
stated inCPP or free presented from License Holder and
sale) legalized by Health Authority in

country of License Holder, Chamber
of Commerce, and Egyptian Embassy
or Consulate

e Original composition letter shall be
submitted bythe 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 letterwithin
6 months according to EDA Chairman
decision shall be submitted

Declaration letter stating e Declaration letter shall be
manufacturerof active presented from License Holder
pharmaceutical ingredient(s) Shall state product name, its

strength, formulation, batches
number on which stability study
was performed,name of active
pharmaceuticalingredient(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 ofactive
ingredient(s), quantitation of
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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 (Template 1)
Commitments | Stability summary sheet Shall be presented by applicant company in
twoformats:

e Word format
e PDF format (signed and stamped)

Commitment for authenticity of (Template 2)
dataSubmitted Shall be presented by Applicant company
signed andstamped

Commitment for storage (in case of | (Template 3)
proposed storage conditions at | Shall be presented by Applicant company
temperature not exceeding 25°C) signed andstamped

Stability data | Finished Product Specification e Shall include test, specification and
reference forspecification
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 Shall include batch(es) number, batch(es)
protocol 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
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 Bulk
Products)
Shall include results within shelf-life
specifications

Analytical Procedures e Required only for imported products
from non- reference countries or
when stability testing siteis in non-
reference country

o Shall include stability-indicating
analyticalprocedure used for
physical, chemical and
microbiological analysis

Validation of Analytical Procedures Required only for imported products

from non- reference countries or

when stability testing siteis in non-

reference country

e Shall include validation of analytical
proceduresfor 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
proceduresshall be conducted in
which the following
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Assay chromatograms annexes

Validation chromatograms annex

148 |Page

ucts

validation characteristics should be
consideredincluding: specificity,
precision, linearity, accuracy,
ruggedness and robustness
e In case of analytical procedure used
found in apharmacopoeia,
verification of analytical procedures
shall be conducted in which the
following validation characteristics
should be considered including:
specificity, precision and
Accuracy

e Required only for imported products
from non- reference countries or
when stability testing siteis in non-
reference country

e Shall include chromatograms of
assay of activeingredient(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 eachtime interval

e Required only for imported products
from non- reference countries or
when stability testing siteis 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 storedunder relevant
stress conditions: light, heat,
humidity, acid/base hydrolysis
and oxidationare required in
addition to placebo and blank
injections
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= For precision: 6 injections are
required
= For linearity: 5 concentrations
are recommended with 3
injections required foreach
concentration
= For accuracy: 3 concentrations
are recommended with 3
injections required foreach
concentration
= For ruggedness: 3 injections are
required foreach random
variation
= For robustness: 3 injections are
required foreach small variation
in method parameters
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Dossier content for stability study submitted for human pharmaceutical products
imported from non-reference countries non-CTD (re-registration)

EDA -Transfer Letter and attached
Approvals composition (in case of
296/2009)

-Preliminary Re-registration
Approval(in case of 425/2015)

Registration License and
attachedcomposition

EDA Labs composition (in In case the composition is not inferred by
case composition is not EDA Labs,Stability General
attached to Registration Administration accredits the composition

License or variation
approval for changing composition)

In case of any approvals or decisions issued
for the product and not reflected in the last
released registration license

Any other EDA approvals and/or
decisions (e.g.: variation

approval...)
Product Certificate of Pharmaceutical The certificate establishes up to date status
Documents Product(CPP) and attached and data ofthe product in the exporting
Summary of Product country or region at the time of issuing of
Characteristics (SmPC) or Product | certificate. This data may include (when
Information Leaflet (PIL) (if applicable):
applicable) e Product Trade name in Egypt, its

strength anddosage form

e Complete composition of the product

e License Holder, Manufacturer and
Packager ofthe product

e Summary of Product Characteristics
(SmPC) orProduct Information
Leaflet (PIL)

o Shelf life, storage conditions, in-use
shelf life (ifapplicable), 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
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Legalized declaration letter e Declaration letter for the product
stating shelf life, storage shall be presented from License
conditions, in-useshelf life (if Holder and legalized byHealth
applicable), in-use storage Authority in country of License
conditions (if applicable) and/or Holder, Chamber of Commerce, and
container closure system (in Egyptian Embassyor Consulate
details) (if not stated in CPP or e Original legalized declaration letter
attached SmPC or PIL or if shall be submitted by the applicant
updatedthan those mentioned in company to StabilityGeneral
registrationlicense) Administration once stability dossier
isaccepted

e In case of legalization is not available
at time of submission due to current
situation, Commitment for
legalization of declaration letterwithin
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 forchanging of Commerce, and Egyptian
composition) Embassyor Consulate

e Original composition letter shall be
submitted bythe 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 letterwithin
6 months according to EDA Chairman
decision shall be submitted

Declaration letter e Declaration letter shall be
statingmanufacturer of presented fromLicense Holder
active

pharmaceutical ingredient(s) Shall state product name, its

strength, formulation, batches
number on which stability study
was performed, name of active
pharmaceuticalingredient(s) and
its/their manufacturer
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Certificate of analysis

e For any batch of finished product
¢ 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
Commitments

Stability summary sheet

(Template 1)
Shall be presented by applicant
company in twoformats:

e Word format

e PDF format (signed and stamped)

Commitment for authenticity of
dataSubmitted

(Template 2)
Shall be presented by Applicant company
signed andstamped

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

(Template 3)
Shall be presented by Applicant company
signed andstamped

Stability data

Finished product specification(s)

¢ Shall include test, specification and
reference forspecification
e Shall include the following:
= Physical analysis
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= 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 Shall include batch(es) number, batch(es)

protocol 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 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
Analytical Procedures e Shall include stability-indicating
analyticalprocedure used for
physical, chemical and
microbiological analysis
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Validation of Analytical Procedures

Assay chromatograms annexes

e Shall include validation of analytical
proceduresfor assay of active
ingredient(s), quantitation of
impurities and related substances, and
assay of

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

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 proceduresshall be conducted
in which the following validation
characteristics should be considered
including:specificity, precision and
accuracy

e Shall include chromatograms of
assay of activeingredient(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 eachtime interval
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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 assay of
preservative(s)and/or antioxidant(s)
(when applicable)

e Shall include the following:

= For specificity: injections for
samples storedunder relevant
stress conditions: light, heat,
humidity, acid/base hydrolysis
and oxidationare required in
addition to placebo and blank
injections

= For precision: 6 injections are
required

= For linearity: 5 concentrations
are recommended with 3
injections required foreach
concentration

= For accuracy: 3 concentrations
are recommended with 3
injections required foreach
concentration

= For ruggedness: 3 injections are
required foreach random
variation

= For robustness: 3 injections are
required for each small variation
in method parameters
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Dossier content for stability study submitted for human pharmaceutical products

imported from non-reference countries non-CTD (submitted for variation)

EDA
Approvals

Product
Documents

Variation Committee Approval
(ifapplicable)

Valid Registration License
andattached composition
Evidence for submission of
product for re-registration (in
case of invalid Registration
License)

EDA Labs composition (if not
attached to Registration License
or

variation approval for
changingcomposition)

Certificate of Pharmaceutical
Product(CPP) or Free sale and
attached Summary of Product
Characteristics (SmPC) or Product
Information Leaflet (PIL) (if
applicable)

The certificate establishes up to date status
and data ofthe product in the exporting
country or region at the time of issuing of
certificate. This data may include (when
applicable):

e Product Trade name in Egypt, its
strength anddosage form

e Complete composition of the product

e License Holder, Manufacturer and
Packager ofthe product

e Summary of Product Characteristics
(SmPC) orProduct Information
Leaflet (PIL)

o Shelf life, storage conditions, in-use
shelf life (ifapplicable), 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

o Declaration letter for the product
shall be presented from License
Holder and legalized by
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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 or if
updatedthan those mentioned in
registrationlicense)

Health Authority in country of

License  Holder, Chamber of
Commerce, and Egyptian Embassyor
Consulate

e Original legalized declaration letter
shall be submitted by the applicant
company to StabilityGeneral
Administration once stability dossier
isaccepted

¢ In case of legalization is not available
at time of submission due to current
situation, Commitment for
legalization of declaration letterwithin
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 twoformats:
e Word format
e PDF format (signed and stamped)
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Commitment for authenticity of
dataSubmitted

(Template 2)
Shall be presented by Applicant company
signed andstamped

Stability data

Commitment for storage (in case of
proposed storage conditions at
temperature not exceeding 25°C)
Cover Letter for scope of variation
(incase of variation)

Payment Receipt (in case of
variation of shelf-life, storage
conditions, in- use shelf-life or in-
use storage conditions)

Finished Product Specification

(Template 3)
Shall be presented by Applicant company
signed andstamped

e Shall include test, specification and
reference forspecification
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 assay of active
ingredient(s),quantitation of
impurities and related
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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
BulkProducts)
e Shall include results within shelf-life
specifications

Analytical Procedures e Shall include stability-
indicating analyticalprocedure
used for physical, chemical and
microbiological analysis

Validation of Analytical Procedures e Shall include validation of analytical
proceduresfor 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
consideredincluding: specificity,
precision, linearity, accuracy,
ruggedness and robustness

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

Assay chromatograms annexes e Shall include chromatograms of
assay of activeingredient(s),
quantitation of impurities and
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related substances, and assay of
preservative(s)and/or antioxidant(s)
(when applicable)
Shall include 3 injections for standard and
test at eachtime interval

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

e Shall include the following:
= For specificity: injections for
samples storedunder relevant
stress conditions: light, heat,
humidity, acid/base hydrolysis
and oxidationare required in
addition to placebo and blank
injections
= For precision: 6 injections are
required
= For linearity: 5 concentrations
are recommended with 3
injections required foreach
concentration
= For accuracy: 3 concentrations
are recommended with 3
injections required foreach
concentration
= For ruggedness: 3 injections are
required foreach random
variation
For robustness: 3 injections are required for
each small variation in method parameters
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Common Technical Dossier content for stability study submitted for Human
pharmaceutical products imported from reference or non-reference countries
(New registration)

EDA Approvals | Box Approval Shall state that the dossier shall be submitted as
full Common Technical Dossier CTD (i.e.:
Both drug substanceand drug product)
(Note: required in case of ministerial decree
820/2016 and645/2018)
Naming Approval
Product Certificate of Pharmaceutical The certificate shall establish up to date status and
Documents Product (CPP) and attached data of theproduct in the exporting country or
Summary of Product region at the time of issuing of certificate. This
Characteristics (SmMPC) or Product | data may include (when applicable):
Information Leaflet (PIL) (if e Product Trade name in Egypt, its
applicable) strength and dosag_e_form

e Complete composition of the product

e License Holder, Manufacturer and
Packager of theproduct

e Summary of Product
Characteristics (SmPC) orProduct
Information Leaflet (PIL)

e Shelf life, storage conditions, in-use
shelf life (whenapplicable) 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- be presented from License Holder and
use shelf life (if applicable), in-use legalized by Health Authority in
storage conditions (if applicable) country of License Ho!der, Chamber of
and/or container closure system (in Commerce, and Egyptian Embassy or
details) (if not stated in CPP or Consulate _
attached SmPC or PIL or if e Original legalized declaration
letter shall be submitted by the
applicant company to Stability
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updated than those mentioned in General Administration once

registration license) stability dossier isaccepted

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 EDAChairman decision

Legalized composition (if not e Composition for the product shall be

stated in CPP or free sale) presented fromLicense 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 bythe 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 EDAChairman 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),
guantitation of impuritiesand
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
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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 authenticity of
data submitted

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

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 CTD
Sectionsfor
Drug Product

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

Section 3.2.P.3.1: Manufacturer(s)

Section 3.2.P.5.1: Specification(s)

e Shall include test, specification and
reference forspecification
e Shall include the following:
= Physical analysis
= Chemical analysis
Shall include identification and
assay of active ingredient(s),
quantitation of impuritiesand
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
Procedures

e Required only for imported products
from non- reference countries or when
stability testing site is in non-reference
country
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Section 3.2.P.5.3: Validation of e Required only for imported products

Analytical Procedures from non- reference countries or
when stability testing site is innon-
reference country

e Shall include validation of
analytical procedures forassay 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 beconducted in
which the following validation
characteristics should be considered
including: specificity, precision,
linearity, accuracy, ruggednessand
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 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

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 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):
= 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 innon-
reference country
¢ Shall include chromatograms of
assay of active ingredient(s),
quantitation of impurities and
relatedsubstances, and assay of
preservative(s) and/or
antioxidant(s) (when applicable)
e Shall include 3 injections for standard
and test at eachtime interval
Validation chromatograms annex e Required only for imported products
from non- reference countries or
when stability testing site is innon-
reference countries
e Shall include chromatograms of
validation of analytical procedures
for assay of active ingredient(s),
quantitation of impurities and
related
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substances, and assay of
preservative(s) and/orantioxidant(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 arerequired in
addition to placebo and blank
injections
= For precision: 6 injections are
required
= For linearity: 5 concentrations
are recommendedwith 3
injections required for each
concentration
= For accuracy: 3 concentrations
are recommendedwith 3
injections required for each
concentration
= For ruggedness: 3 injections are
required for eachrandom
variation
= For robustness: 3 injections are
required for eachsmall variation
in method parameters

Required In case of availability of valid Certificate of Suitability of the European

CTD Pharmacopoeia (CEP):

Sectionsfor *CEP specifying a retest period that is the same as or longer than that proposed
by the applicant,and storage conditions are the same or at a higher temperature

Drug and humidity than those proposedby the applicant, the applicant is waived from
Substance submission of CTD Sections for Drug Substance OR

_(note: required *CEP stating a container closure system while not stating a retest period and

In case 0_f storage condition, theapplicant is waived from submission of analytical procedure
ministerial and validation of analytical procedure

decree Section 3.2.S.2.1: Manufacturer(s)  In case of more than one manufacturer for
820/2016 and an active ingredient(s), declaration letter
645/2018) from License Holder

mentioning manufacturer(s) of active
pharmaceuticalingredient(s) for each
batch submitted

Section 3.2.5.3.2: Impurities
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Section 3.2.S.4.1: Specification(s) e Shall include test, specification
and reference forspecification
e Shall include the following:

= Physical analysis

= Chemical analysis
Shall include
identification and assay
ofactive ingredient(s)
and gquantitation of
impurities and related
substances

= Microbiological analysis
(when applicable)

= Biological analysis (when

applicable)
Section 3.2.5.4.2: Analytical e Shall include stability-indicating
Procedures analytical procedureused for

physical, chemical and
microbiological analysis

e Shall submit reference if
analytical procedure usedfound in
a pharmacopoeia

Section 3.2.5.4.3: Validation of e Shall include validation of
Analytical Procedures analytical procedures forassay of

active ingredient(s) and
quantitation of impurities and
related substances

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

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

Section 3.2.S.4.4: Batch analyses
Section 3.2.S.4.5: Justification of
Specification(s)
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Section 3.2.S.6: Container Closure
System

Section 3.2.S.7.1: Stability
Summary and Conclusions
Section 3.2.S.7.2: Post-approval
Stability Protocol Commitment
Section 3.2.S.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
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
e Shall include 3 injections for standard
and test at eachtime interval
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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

e Shall include the following:

= For specificity: injections for
samples stored under relevant
stress conditions: light, heat,
humidity, acid/base hydrolysis
and oxidation arerequired 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 recommendedwith 3
injections required for each
concentration

= For ruggedness: 3 injections are
required for eachrandom
variation

= For robustness: 3 injections are
required for each small variation
in method parameters
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Dossier content for stability study submitted for human pharmaceutical products in CTD

format Imported from reference and non-reference countries (re-registration)

EDA -Transfer Letter and attached
Approvals composition (in case of
296/2009)
-Preliminary Re-registration
Approval(in case of 425/2015)
Registration License and
attachedcomposition
EDA Labs composition (in case | In case the composition is not inferred by
composition is not attached to | EDA Labs,Stability General
registration license or variation | Administration accredits the composition
approval for changing composition)
(note: in case of 425/2015)
In case of any approvals or decisions
?”Y cher EDA ap_pr_ovals and/or issued for theproduct and not reflected
ecisions (e.g.: variation ) TR
in the last released registration license
approval...)
Product Certificate of Pharmaceutical The certificate establishes up to date status
Documents Product(CPP) or free sale and and data ofthe product in the exporting

attached Summary of Product
Characteristics (SmPC) or Product
Information Leaflet (PIL) (if
applicable)

country or region at the time of issuing of
certificate. This data may include (when
applicable):

e Product Trade name in Egypt, its
strength anddosage form

e Complete composition of the product

e License Holder, Manufacturer and
Packager ofthe product

e Summary of Product Characteristics
(SmPC) orProduct 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 incountry 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
storageconditions (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 byHealth
Authority in country of License
Holder, Chamber of Commerce, and
Egyptian Embassyor Consulate
Original legalized declaration letter
shall be submitted by the applicant
company to StabilityGeneral
Administration once stability dossier
isaccepted

In case of legalization is not available
at time ofsubmission 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
inCPP, 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
Embassyor Consulate

Original composition letter shall be
submittedby the applicant company
to Stability General Administration
once stability dossier is accepted

In case of legalization is not available
at time ofsubmission 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 ofactive
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
twoformats:

e Word format

e PDF format (signed and stamped)

Commitment for authenticity of
dataSubmitted

(Template 2)
Shall be presented by Applicant company
signed andstamped

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

(Template 3)
Shall be presented by Applicant company
signed andstamped

Required
CTD Sections

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

Section 3.2.P.3.1: Drug
ProductManufacturer(s)

Section 3.2.5.2.1: Drug
SubstanceManufacturer(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: Drug Shall include test, specification
ProductSpecification(s) and referencefor specification
Shall include the following:
» Physical analysis
= Chemical analysis
Shall include identification
and assay ofactive
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
Procedure from non- reference countries or

when stability testing siteis in non-
reference country

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

Section 3.2.P.5.3 Validation e Required only for imported products

ofanalytical procedure 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)
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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 apharmacopoeia,
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
ofSpecification(s)
Section 3.2.P.5.4: Batch Analyses
Section 3.2.P.7: Container
ClosureSystem
Section 3.2.P.8.1: Stability
Summaryand 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/or
antioxidant(s) (when applicable)
= Microbiological analysis
= Biological analysis (when
applicable)
e Any skipped test shall by
scientificallyjustified
e May include (when applicable):
=  In-use stability study
=  Photo stability study
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= 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 siteis in non-
reference country

e Shall include chromatograms of
assay of activeingredient(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 eachtime interval

Validation chromatograms annex e Required only for imported products
from non- reference countries or
when stability testing site is in non-
reference countries

¢ 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 storedunder relevant
stress conditions: light, heat,
humidity, acid/base hydrolysis
and oxidation are required in
addition to placeboand blank
injections

= For precision: 6 injections are
required
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= For linearity: 5 concentrations
are recommended with 3
injections required foreach
concentration
= For accuracy: 3 concentrations
are recommended with 3
injections required foreach
concentration
= For ruggedness: 3 injections are
required foreach random
variation
For robustness: 3 injections are required for
each smallvariation in method parameters
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Dossier content for stability study submitted for human pharmaceutical products in CTD
format imported from reference non-reference countries (variation)

EDA Approvals | Variation Committee Approval
(ifapplicable)

Valid Registration License Is a must in case of shelf-life extension
andattached composition or storagecondition change

Evidence for submission of product
forre-registration (in case of invalid
Registration License)

EDA Labs composition (if not
attached

to Registration License or variation
approval for changing composition)

Product Certificate of Pharmaceutical The certificate establishes up to date status
Documents Product(CPP) and attached and data ofthe product in the exporting
Summary of Product country or region at the time of issuing of
Characteristics (SmPC) or Product | certificate. This data may include (when
Information Leaflet (PIL) (when applicable):
applicable) e Product Trade name in Egypt, its

strength anddosage form

e Complete composition of the product

e License Holder, Manufacturer and
Packager ofthe product

e Summary of Product Characteristics
(SmPC) orProduct 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 incountry of License Holder,
Chamber of Commerce, and Egyptian
Embassy or Consulate

Legalized declaration letter stating e Isamustin case of shelf-life
shelf life, storage conditions, in-use extension orstorage condition
shelf life (if applicable), in-use change

storage
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conditions (if applicable) and/or e Declaration letter for the product
container closure system (in shall be presented from License
details) (if not stated in CPP or Holder and legalized byHealth
attached SmPCor PIL or if updated Authority in country of License
than those mentioned in registration Holder, Chamber of Commerce, and
license) Egyptian Embassyor Consulate

e Original legalized declaration letter
shall be submitted by the applicant
company to StabilityGeneral
Administration once stability dossier
isaccepted

e In case of legalization is not available
at time ofsubmission 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

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

e Shall include the following:

= Physical analysis
= Chemical analysis
Shall include identification
and assay ofactive
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)
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Commitment for authenticity of
dataSubmitted

(Template 2)
Shall be presented by Applicant company
signed andstamped

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

(Template 3)
Shall be presented by Applicant company
signed andstamped

Cover Letter for scope of variation
(incase of variation)

Payment Receipt (in case of
variation

of shelf-life, storage conditions, in-
useshelf-life or in-use storage
conditions)

Required CTD
Sections

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
SubstanceManufacturer(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

Section 3.2.P.5.1: Drug
Product Specification(s)

e Shall include test, specification
and referencefor specification
e Shall include the following:
» Physical analysis
= Chemical analysis
Shall include identification
and assay ofactive
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 e Required only for imported products

Procedure from non- reference countries or
when stability testing siteis in non-
reference country

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

Section 3.2.P.5.3 Validation e Required only for imported products

ofanalytical procedure 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
In case of analytical procedure used
found in apharmacopoeia,
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
ofSpecification(s)

Section 3.2.P.5.4: Batch Analyses
Section 3.2.P.7: Container
ClosureSystem

Section 3.2.P.8.1: Stability
Summaryand Conclusion

Section 3.2.P.8.2: post-approval
Stability Protocol and
StabilityCommitment
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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
scientificallyjustified

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

¢ Shall include chromatograms of
assay of activeingredient(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 eachtime 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

¢ 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 storedunder relevant
stress conditions: light, heat,
humidity, acid/base hydrolysis
and oxidation are required in
addition to placeboand blank
injections

= For precision: 6 injections are
required

= For linearity: 5 concentrations
are recommended with 3
injections required foreach
concentration

= For accuracy: 3 concentrations
are recommended with 3
injections required foreach
concentration

= For ruggedness: 3 injections are
required foreach 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 authenticity of data submitted

2
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Template 3
Commitment for storage conditions
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Template 4
Certificate of responsibilit
ala
daal Al LAl i jo Jams aB il R dgc
sia g AlalS Al gicua lgic Jgicua 9. HanTusa
A Aadia dd jal)

Batch number| Type of batch| Type of study

= CrsSall Jandl 328 48 a0 cian Al
Performed by (Q.C. analvst): ............
Checked by (Q.C. Head): ................

Authorized by (Q. assurance Head):.............

Stamp: .........
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SECTION SEVEN

File Content for Submission of Inserts
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SECTION SEVEN: File Content for Submission of Inserts

Checklist of requirements for medical insert submission
General Requirements for leaflet submission

1 | Cover letter

2 | Proposed Insert (in Word format (SmPC & PIL), *For cases of exceptions of Arabic insert, see
technical committee decisions in 26/3/2009 &25/8/2022.

3 | The most Updated reference for both SmPc & PIL

4 | EDA approved product composition (stability/NODCAR) (Excluded for 820, Phase 2 Registration
Path 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 inserts,
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 insert 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.
A declaration letter from the scientific office declares that the letter is to be legalized within 6
months

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, Phase 2 registration) and to be submitted immediately after
releasing from responsible department.

4 | Pricing (not required in case of: 820, Phase 2 registration, tender & export)

PV for approval (requested for 425, 645& excluded for export ,Phase 2 Registration)

6 | Receipt (1000 LE)
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For Tentative to final products:
If the insert approval date is within 5 years and no updates &/ warnings are required, it is permissible NOT
to submit to insert administration, but if it exceeds 5 years the following should be submitted.
Tentative license

Transmission letter

last approved insert

Accelerated Stability

License Extension (Optional)

Naming or Layout approval (in case Arabic name is not written in the registration license)
Receipt(500 LE)

N oo B~ W N

For registered products:

1 Last approved insert

2 Valid Registration License

3 Naming or Layout approval (in case Arabic name is not written in the registration license)

For re-registration products:
If the insert approval date is within 5 years and no updates &/ warnings are required, it is permissible NOT to
submit to insert administration, but if it exceeds 5 years the following should be submitted.

1 Last approved insert

2 Registration License

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)
Pv approval required for products following 150 decision.
7 Receipt(1000 LE)

Requirements for leaflet update:

1 Receipt: 500 L.E
2 Tracked Change
3 Last approved inserts

For warning addition:

1 Warning to be added highlighted inside the insert
2 Last approved insert

For variation:
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1 Variation approval
2 Receipt (500 L.E)
3 Last approved insert
For appeals:
1 Receipt:1000 L.E
2 Cover letter in Word format
3 Where applicable, a comparison table (in Word format) between the two inserts the appeal is
submitted for.
4 Relevant documents to the raised issue.

In case of Replacement insert:

1 Receipt: ( 500.1.E)
2 Copy of last approved leaflet

Checklist for Revising Submitted Insert L eaflets

Before starting the revision make sure that:
1) The leaflet was not submitted before. m
2) It has a previously revised template or not. O
3) All its registration papers are complete and correct:
a) Box approval/re-registration approval O
b) Naming approval O
c) Pricing approval m
d) Stability committee approval O
e) Pharmacovigilance approval (425,645) O
f) Trademark approval if present O
4) The data in leaflet complies with the submitted file (the data of these items is
brought from the administration approvals):
a) Trade name O
b) Equivalence O
c) Active and inactive ingredients O
d) Physical characteristics O
e) Shelf life o
f)  Storage conditions O
g) Pack 0
h) Manufacturer and licensor information m
5) The presence of suitable updated reference O
6) Committee approval for non-reference products O
7) If there is any warning for the active and the inactive substances m
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SECTION EIGHT

File Content for Submission of Mock-Up
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SECTION EIGHT: File Content for Submission of Mock-up

This section will provide information about file content for any human pharmaceutical
product submitted for Mock-up approval

Type of
Request

Docume
nts

Notes

Mock-up
approval
for new
registration
License.

Mock-up
approval for
Tentative to

Final License.

Mock-up
approval for
Re-
Registration
License.
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Registration request
Scientific committee approval
Trade name approval letter
Stability approval

Price certificate

Valid Legalized CPP

original Pack

Monograph of the product according
to latest )

edition of pharmacopeia
Colored stamped outer and inner
mock-ups =~

Tentative registration license
Tentative registration license
Extension

Stability approval for
Accelerated stabilitystudy and
Long-Term stability study (if
present)

Price certificate

Valid Approved Leatlet
Latest Approved Mock-up
Approved variation letters.
Valid legalized CPP
Monograph of the product according
to latest )
edition of pharmacopeia
Colored stamped outer and inner
mock-ups

Registration License
Registration license Extension
Stability approval for
Accelerated stabilitystudy and
Long-Term stability study (if
present)

Price certificate

Vald Approved Leaflet
Latest Approved Mock-up
Approved variation letters.
Valid legalized CPP
Monograph of the product
according to latestedition of
pharmacopeia

Colored stamped outer and inner
mock-ups

In case of Non reference products.

In case of imported or under license
products ]

In case of imported or under license
products ]

In case of Compendial Products

Editable PDF form is preferable.

It registration Ticense 1s not valid.

IT relevant.
In case of imported products.
In case of Compendial Products

Editable PDF form is preferable.

It registration Ticense 1s not valid.

IT relevant.
In case of imported products.
In case of Compendial Products

Editable PDF form is preferable.
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5
1 Registration License
4 Mock-up 2 Cover letter On company letterhead signed,
change stamped and dated,
Y Specifies changes requested.
3 Latest Approved IVIoCK-up
4 Fees payment receipt (1000 LE)
1 Cover letter On company letterhead signed,
5 specifies products
names, strengths, dosage forms
Logo Change and registrationnumbers.
2 Colored copy of new Logo
3 Fees payment receipt (1000 LE) / Product
1 Cover letter On c_?_mpanydletterhead signed,
specifies products
6 | Telephone & names, strengths, dosage forms,
Fax Number registration numbers and new
Change Telephone & Fax Number.
2 Fees payment receipt. (1000 LE) / Product
Appeal for 1 Registration License
3 Colored copy of required mock-up
nappr r
?m?z?l?dol\\;l%?:lgup 4 Latest Approved Mock-up
5 Fees payment receipt. (1000 LE) / Product
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SECTION NINE

File Content for Submission of Final Registration
[File
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SECTION NINE: File Content for Submission of Final Registration File

This section will provide information about file content for human pharmaceutical products

submitted for final registration/Re-registration

Guidance for Human pharmaceutical product final registration/Re-

reqistration file

submission according to different Ministerial Decrees (296/2009 -425/2015-

645/2012-150/2022)

Scope:

This guidance applies for any human pharmaceutical product submitted for registration / re-

registration according to different Ministerial Decrees (296/2009 -425/2015-645/2018-

150/2022).
Objective:

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

preparing and submitting the final registration/ re-registration file for human pharmaceutical
products submitted according to different Ministerial Decrees (296/2009 -425/2015-

645/2018-150/2022).

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.

Required Documents

Origi
nal

Copy|

Original
to review

Separator (1)
Company commitments

Application form & Commitment (Attached)
On company letter head signed, stamped and dated

108 (a gl Ala B

Dl sl il e ol g Ay a1 (udaa (i) &858 A gal (380 la g 18I0V Galaa iy @
(£ 353U Jual) (s el

ana B aY) Galana (i) 08 g 5l Ay (oo o5 (31850 sl g 2B IY) Qs iy 08 gy (a0
(2420 Jua¥)) (s land) el S i) e a5 Ay

Letter of Attorney for Company representative )
i) (e 2 55 daay Baaa o gaiall A8 H&l) Gy od

Declaration for other concentrations (Attached)
On company letter head signed, stamped and dated
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Production / Importation status declaration
G g L) i) gl Lgalis) ol Apalid) Al AT a8 ) Laalia 31 i) / gUSY) (e paaioaal) (i gay ) )
Apal) dada slgt) iy gV
(For Re- Registration Products)
On company letter head signed, stamped and dated

Fees payment receipt (Total fees for New Products)
Lyl ¢ gal) Aingd 424380 AU lanaly 2020 Liad 777 a8 &1 580 ulaa iy ) A G
LAIN i JAa () g 83 ) glesall g Aplanall i paaienal) G o gon s anaiall g 2019 Adeal 157 5! Uiy
2020/3/20 ¢ 1 s
.(15000 L.E.) (slaa saaiesa®
(20000 L.E.) 2, 5iua paalicia®

Fees payment receipt (Total fees For Re- Registration Products) )
i) puaainall Japadt BAlSY gabal) Silial) a3 2021/5/17 (2 4 aall £ 5al) At iy 3 il Tida
sgead 2018/600 a2 s s 1AL ) g 4 i) Adualll  y/
(10000 L.E.) (slaa saaxicwa®
(15000 L.E.) 3 giua yaaliua’

Fast Track Fees Payment receipt (According to EDA chairman decision on 27/9/2021)
it el g peal) Jousil) aUSS A3 (33025 2021/9/27 (2 Ay paal) 51 gal) Abid (i ) B il Uil
(15000 L.E.) o saba il julii 4yl &) panieal)
1AL gald

(15000 L.E.) gl Janusll alliiy (aldd) Jlay) dagde

L) ) allaly (el adal) Jua Jual o juantiaal) ad g AS i) and 44US 2l

ALY By g o Jguandl s paidall o U i) 4y U gaa adal) Juayl Jual anbeds sl

2o ) Jaal) U Jlasly Aalild) aSEa) 8 ) gus 4 (3 2 SLalS Jaauil) Cila ad yu S ) o sl

Separator (2)
EDA Approvals

Action Letter & Name Approval (For New Products)
Registration license & Preliminary approval for the re-registration v v
(el Bals) cilg) ) b ped) 4881 5a) (For Re- Registration Products)

Pricing License (Not required in tender and export) v v

Pharmacovigilance approval (Not required in:" Export only and ministerial decree v v
296/2009")

Any other approvals (e.g. Fast track, Technical committee approval.)
(For New Products)

Any Pre-approved letters from EDA concerning product during previous registration v v
period (e.g. Variation approval, Technical committee decisions, ....... ) (For Re-
Registration Products)

Pilot batch samples withdrawal record (by inspection department),
with the product composition attached (signed or stamped by EDA inspector) v
(For New Products)(Not required in export only)
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Production / Importation status report

A b AL3ES 352 9 0 BB (...n. TR e ) plaal) o Aaiill dalad) 3 51aY) (e 213)
paaiual) (3 dadlal)

sl &y s dali) AL jhgi pse Alla b

(2018/600 ) & ok ) i) 5 LN Aga (pa pEEN) o ) Lial) A88) ga oyl V| Vv
(For Re- Registration Products)

<

Importation approval for each API (For New Products) (Not required in export only)
Importation approval / plan for each API (For Re- Registration Products)

Separator (3)
Imported / Under license documents

Certificate of Pharmaceutical Product (CPP) issued by Competent Authorities in
Country of Origin v
(In Case Of Imported Or Imported Bulk Or Under license Products)

= Valid
= From the country of origin
= Issued and authenticated by the competent authority
= Signed and stamped by:
Chamber of Commerce or Notary Public or Foreign Affairs (If applicable)
Legalized by the Egyptian Embassy
The Arab Republic of Egypt is mentioned as Importing Country
Date of issue is specified
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)
» Manufacturing, packing & batch release site(s) involved in the manufacturing process of
the product is/are specified.
=  Good Manufacturing Practice (GMP) of the manufacturer & Primary Packager is specified.
= Pack Presentation and pack size(s) of the Product is (are) specified (could be as attachment)
(If available)
= Inner leaflet (could be as attachment) (If available)
= 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.
Shelf-life of the Product is specified (could be as attachment) (If available)
Storage Conditions of the Product is specified (could be as attachment) (If available)
Summary of Products Characteristics or package insert of the product (could be as
attachment) (If available)
= |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).

Certificate of the Good Manufacturing Practice (GMP) v v
(In Case Of Imported Or Imported Bulk)
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= Legalized

= valid

= The name of the plant by its address should be specified

= The date of the last inspection should be specified.

= The invalidation date should be mentioned.

= The production lines are specified.
Note:
It should be submitted for manufacturer &Primary Packager involved in the manufacturing
steps of the product.

Technical Committee approval on Inspection Report v v
(in case of products imported from non-reference countries & not marketed in any
reference country)

List of Countries in which the product is registered & marketed v

Separator (4)
Committees' approvals, Leaflet and Layout

Stability Approval v v
Bioequivalence Approval/Decision "if applicable™ (Not required in export only) v v
Quality committee approval (module 3 S&P part) (If Required) v v
Approved leaflet (Original + 2 Copies)

+ original leaflet (In case of Under license, Imported or Imported bulk products) v

+ original leaflet marketed in Egypt (For Re- Registration Products)

Approved layout v

Outer & Inner label of the Product
3 Colored Copies approved by Naming & Labeling Department

Original pack (outer &inner) (In case of Under license, imported products or Imported v
bulk products).
Original pack marketed in Egypt (For Re- Registration Products)

Separator (5)
Reference

The reference (on-line or text book)
The reference product should be identical to the submitted product in terms of the active v
ingredient, concentration & dosage form.

Latest Edition of the reference text book (e.g. BNF)

Recent on-line reference:

FDA, MHRA, EMA, ANSM, Swiss medic, TGA, Pmda, etc.
(Note: The Reference product should be registered and marketed)

Leaflet of the reference product v

Specialized committee and (pharmacology or non-reference committee) approvals (in
case of non-reference new products) v v
Non-Reference committee and pharmacology committee approvals (in case of non-
reference Re- Registration products)

Separator (6)
Product certificates
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EDA Labs certificate + EDA Labs composition v v

Declaration to state if product_had been analysed / Undergoing analysis / will be
analysed after registration license in EDA Labs v
(For New Imported/ Imported Bulk Products from reference Country)
On company letter head signed & stamped

Composition Certificate (5 Copies)
Kindly submit as the composition attached with stability approval & Update Specifications

On company letter head Signed and Stamped

Trade name of the Product is specified.

Dosage form of the Product is specified.

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

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- Attach the calculation of dose of Parabens for oral liquid dosage forms on the company
letter head signed and stamped

Inactive Ingredient(s) with its (their) quantity (ies) per unit dose is (are) specified.

Active & Inactive specifications should be specified (the In house Specification, USP, EU,
JP, British pharmacopoeia)

e Specify only one specification for each ingredient.

o Specifications should be recent

Active & Inactive ingredients should be separated in composition.

Any Overage should be mentioned.
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N.B
Please write the Composition Per:
1gm Iml 5mi Dosage Form
A. Cream A. Dropst A. Syrup A. Tablet?
B. Ointment B. Vial contains | B. Suspension® B. Capsule®
C. Powder for solution (After Re- C. Patch
external use constitution) D. Sachet*
D. Gel C. Emulsion E. Suppository *
E. Paste D. Elixir F. Vial contains
E. Lotion powder®
F. Topical Solution | G. Prefilled Syringe
H. Cartridge
I. Ampoule

1. Coated tablets:
*Write the core and coat composition separated & mention the weight of tablet.
*Coating composition (e.g. Opadry coat) on the supplier head letter should be
attached.
2. Hard gelatin capsules:
* write the body and cap. composition separated & mention the size of capsule.
*Composition of the capsule shell on the supplier head letter should be attached.
3.  Write the total Weight
4. Write the composition & volume for the solvent.
5. Please attach calibration for the drop volume on the company letter head signed and
stamped. i.e. (each 1 ml contains ...... drop)
Note:
*In case of pellets: composition on supplier letter head should be attached &
attach the calculation of pellets (weight /capsule) on company letter head
*Premix Composition on supplier letter head should be attached
*For the Local manufactured products the composition should be submitted on the
manufacturer and applicant head letter.
*For Imported / Imported Bulk /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.

Certificate of Analysis of Finished Product v

Signed and Stamped by the Company or the concerned centre or laboratory that held the
analysis

Product name, strength and dosage form are specified

Manufacturing date is specified

Expiry date is specified

Batch number is specified

Note:

- All the Physical, Chemical and Microbiological tests should be mentioned.

- Physical properties before and after reconstitution should be mentioned (In case of vial
containing powder, sachet, powder for suspension & granules)
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Separator (7)
APl Documents & Specifications

Certificate of Analysis of Active Substance v

Signed and Stamped

Active Substance is specified

Manufacturing date, Expiry date are specified

Batch number is specified

GMP of the manufacturer v

Specification

Recent edition of specifications (pharmacopeias) and/or in-house specifications of all v
active ingredients.

In house specification of all inactive ingredients. v
On the company letter head signed and stamped

Separator (8)
Company Documents & Agreements

For Local Products
Factory License and GMP Report v
The register of trade v
For F-Toll Products
Factory License (for both parties) and GMP Report v
The register of trade (for both parties) v
Manufacturing agreement between the applicant factory and the manufacturer. v v
= Valid
= Authenticated by the bank & Legal department of EDA
= The manufactured products should be specified (Trade name / Dosage form &
strength)
Storage agreement v v
= Valid
= Authenticated by the bank & Legal department of EDA
For Toll Products
Factory License and GMP Report v
The register of trade (for both parties) v
Toll Manufacturer License v
The following should be mentioned:
= Factory & Storage site
= Product (Trade name / Dosage form & strength)
* Pharmacist consultant name
Manufacturing agreement between the Toll company and the manufacturer. v v
= Valid
= Authenticated by the bank & Legal department of EDA
= The manufactured products mentioned (Trade name / Dosage form & strength)

GUIDELINES ON File Content of Human Pharmaceutical
Products for Registration & Re-registration

201 |Page




Central Administration of Pharmaceutical Products
Central Administration of Pharmaceutical Care

Storage agreement v v
= Valid
= Authenticated by the bank & Legal department of EDA
Store License (If different from factory) v
Declaration letter stating the list of (Registered & Under-Registration) products
owned by the toll company. v
On company letter head signed, stamped and dated
For Under License Products
Factory License v
The register of trade v
License agreement v v
= Valid
= Legalized by the chamber of commerce & the Egyptian embassy
= The manufactured products mentioned (Trade name / Dosage form & strength)
Storage agreement v v
= Valid
= Authenticated by the bank & Legal department of EDA
Store License (If different from factory) v
Declaration letter from the license holder specifying the APl manufacturers. v
(should be legalized if different entity)
For Imported / Imported Bulk Products
Declaration letter from the supplier stating the form of bulk (strips, Capsules, v
etc...... ) (In case of bulk products)
= Legalized by the chamber of commerce & the Egyptian embassy
= Incase of same entity or affiliate it might be on the applicant letter head
Agency Agreement or Authorization letter v v
= Valid
= Legalized by the chamber of commerce & the Egyptian embassy
= The manufactured products mentioned (Trade name / Dosage form & strength)
Storage agreement v v
= Valid
= Authenticated by the bank & Legal department of EDA
Store License v
= Imported Bulk products: if different from manufacturer
= For Imported finished products: if differ from that stated in the Importers register
license.
Factory License and its register of trade (In case of bulk products) v v
Packaging agreement (In case of Bulk Imported) v v
= Valid
= Authenticated by the bank & Legal department of EDA
License of Scientific Office (if the Scientific office is the applicant) v
Importers register license v
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@
=
Q.
@
=
@

Special requirements

Original

Copy

Original to
review

Scored products

If the product (according to the physical description in the stability
approval) is not identical to the reference product concerning the tablet
scoring, kindly submit:

-Reference identical to the product
Or

-A declaration letter to state that the product will be manufactured as the
reference.

On company letter head signed, stamped and dated

Generics for a patent product

If the active ingredient has a patency, please submit the following
commitment
On company letter head signed, stamped and dated

Aladl) 3alall £1 530 3oy (e 3aa Jl gl sgandl puaaiicuall J gl admy 4S H&I) agatis
Beln 0538 CAlAS N Gl gad) avan AS ) Jaali g (. )
R Al \huéa.;}a.d\ 9\3&\@&9@33@@3@4&3?&3&\}5?\

Solvents

If a solvent is attached with the product, kindly submit:

Registration license for the solvent (If required)

Devices

If a device is attached with the product, kindly submit:

Declaration of conformity of the device

Pharmacopeia products

If the submitted product is a pharmacopeias product, kindly submit:

The latest recent pharmacopeia for the finished product.
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aullapING

Application form & Commitment

For Ministerial Decree 425/2015-645/2018

ceceany s Apla Ay

Trade Name:
English and Arabic

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:

Therapeutic Group:

Applicant:

License Holder:

Manufacturer:

Manufacturer of Solvent/ Accessories
(If Applicable):

Packager:

Batch releaser:

Storage Site & Address:

Type of registration:

Market status:

Name of API:

Name of Manufacturer & country of
origin:
""Address as in the manufacturer's GMP"":

Name of Supplier &country of origin :

Note: The above box can be repeated according to No. of APIs in Product.
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Contact person :

Telephone number:

E-mail:

A8 il (ebaaYl i siall fnniiall guaall/ }i) Bl Gl ) e, oL &8 sall Gl agasl 5
S E R

ALK 52880 g damca odlef 5 KAl bl 48K L o

B o A g ol (90 Al aiaiY 5 2002 L 82 by &y Sall AL (5 gia Agen o5l ASaly Al 5T @
A yeadl ¢ 5al)

) pumaniisall (5 sul) 8 3ol ASIe 4S8N ansl ) umaiadl) S0 AS N 5 43 sie 5 phiaall sl Aoy o 5V @
A5 dadlall elgiil g o s Y )b 5 (Aediall CPP salgid lids lld 5 jumsiuual) A0 A 50 (o Yau 83 ) sl
48l g o Jpand) 2y V) uaatid) 3 s gl Glaa) aae g dn Jall S gl e pradly il ) 5 Alaial
A padl o) sall A

O (o 3SU 5 ags dalall i) e Tk s sliy guaainall Cpe 3 sall aen slanls 4 juadll ol sall L i) @
Slo osll Aalad) 3031 8 e Windies (GDP & GSP) sl a5l s ciadll ael i Galay adinal) ¢ 55l

,@LAA\
‘)LEA! G’Jﬁ Yl 6273‘)»3.\3\ Ll\)m;l.ud\ M Aalall 5ylaYy) 435‘}4 2z V) Alagl) (:u\ alall las juid o @
el

raniual dilhae ge s uaniuall pial dal e aes Go s alad) sl 035 Ge AL Al gl Jasi e
s Lad je giad) 058 o by il ) winal) s 85 @il ola s giiall 0 jad 5 Al Clieal sall
el Gliy 2007 4l 539 (o1l LA 35 ey wal) wieaill ael g6 ) AN 13g )l bl V) arens o il
Addapall @l pastiall aall aiaill ol 3y jead) 4 adll

Jdaa) Al Y1 A i) G puaaiiaall Gl dalall 5 51aY) 4881 ga aey V) AL J8 o iadl) GlSe JB AL Y o
il

Jomnstl Aalal) 5 laY) 48 gy Jaall Jolail) o <l gis OO 5 30 22¥) Agdaall & paniied) A8k Ji5 25 Y @
daaal) JUad) (ol V) e il Gl juanill

ol iy Fagai o3 Ll Aldae yumaiosall 450 ool 4408 51 3558 pall 5 eyl dolaill il daciall Gl aaen ol @
Aaalall il e o g daaia lild) g colatiua) auaa o) 5 3 eaal) o) sall Ly

@l Lale 4 slhall il )al) apes el Lo Al Jee &5 1 sl 23l jiiae Gudly juasiodl 7L @
badliall 5 ypaaill ol sl J glaill dadia 5 Llae daiiaal) < sl

GUIDELINES ON File Content of Human Pharmaceutical
Products for Registration & Re-registration

205 | Page




Central Administration of Pharmaceutical Products
Central Administration of Pharmaceutical Care

D) Slacal F sl Cre i eed A dpali) @Bl 6 J 5l e sl Al sha s Alaaall LN Clul 40 a8 @
daaadll jad] (2l V)5 il

e @lldy Jomasill HUadl) jlaal Gl e 1ied pdie dpld JA (5 sl <l jumaivaall o) iuY) LYl o
il jUad) (2L V)5 calbadll o (il dalall 3 5101 (e pdiall y il

O paiall gyl e I3 5 cipalns) alds HaT Aadla o)l elglil U (52 ) siusall Ol juaniosall o) ,i50Y1) £L5Y1 @
Jaaasil) jad) Al Vg calbadl e i) dalall 5 510Y)

Ayl o) sall Ly Hlall alall ol iy acill die Glld g calall salally dalall Jidaill salgd s GMP ) 5algs aii o
8w g pmaiadll 138 e Wy A 5 phd e BT Gl e Adaall Akall daadl 5y ¢34 e
Carall T g @l 5 260 5al) Al Al wran 20k g gl yuimninn 4 sale 4ailia <Periodic Safety Update Report
S (e Aadall 55 yaliall A gall Adadll sauad) A jlaal) Gy 3350 6l 2 g8l g 3aasall
ASY) S Al 3 yk e emaioadll ;) 55 ah Cise @

) AT e asiudl (Variations) < sie @l das & &) / 4891 (Variations) < siedl Jac sie
el Jad
(BJ.JA;J\ u\M) (,MY\ il :\Aﬂ\}n / (d,);.uﬂ‘ BJ\:—:}()

Type of Variation From To
slaa¥ly A3l G2 giall o) B10Y) (ulaa (i) FERRAITY
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e )
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Declaration of other concentrations

(eecdny s Al Fa

G g GFuad Sl A8 3l (eisal) guanll /3 )13) alaa i ) Ul agai
1Y) hamall il ol

Product Name:

Active Ingredient (s) & Strength: (s)

Dosage Form:

Type of Registration: New/Re-Registration
Applicant:

Manufacturer:

..................... sV 1Al Biada 2 5l ) puaniunall dpalail) () 52300 3 510Y paiall
(Y a5 Janall JLal il (amiil) can / Alaise) s AT 38 il aa 0 Y / aa
S
2

DB pa (B
(Maesdll (5 AY) @l 38 5ill) S pantondll Jnos ol jlad) -
(el ani (5 A1 38 5all) <l pemninall (5 il ) 4581 g5 Daial) lla 4881 50 -

pLaaYl 4dl) (a ghall 5f 50991 Gudaa s 4s,a pia
. &)g gl
& Ll
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Application form & Commitment

For Ministerial Decree 296/2009

Ceeedny g Anka Auas

Trade Name:
English and Arabic

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:

Therapeutic Group:

Applicant:

License Holder:

Manufacturer:

Manufacturer of Solvent/ Accessories
(If Applicable):

Packager:

Batch releaser:

Storage Site & Address:

Type of registration:

Market status:

Name of API:

Name of Manufacturer &
country of origin:

""Address as in the manufacturer's
GMP'":

Name of Supplier &country of
origin :
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Note: The above box can be repeated according to No. of APIs in Product.

Contact person:

Telephone number:

E-mail:
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Declaration of other concentration

Ca g Sl S Sl AS il (aiiall giandl /3 13) (ulaa (put ) Ul agas]
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Product Name:
Active Ingredient (s) & Strength: (s)

Dosage Form:

Type of Registration: New/Re-Registration
Applicant:
Manufacturer:
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Batch type declaration
¢eeday g dpda 4aal
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Product Name:

Active Ingredient (s) & Strength: (s)

Dosage Form:

Type of Registration: New (Local/Toll/F-Toll/Under-license)
Applicant:

Manufacturer:
2009/296 gsjb';“ D) Al 13—\2 Al O paadiiaall Al ¢ 530 5 lay eﬁfdb
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Guidance for submission of Module | of the registration file

According to Ministerial Decree 820/2016

Scope:

This guidance applies for any human pharmaceutical product submitted for registration

according to the Ministerial decree 820/2016.

Objective:

This guidance aims to provide applicants with the documents and information required for
preparing and submitting Module I of the registration file for human pharmaceutical

products submitted according to the Ministerial decree 820/2016.

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.

Origi |Cop| Original
Required Documents nal | y |to review
section (1)
Company commitments

1.1 |Application form & Commitment (Attached) v

On company letter head signed, stamped and dated

108 (e gl Ala B
el sl il e ol g Aniay T B I udana (i) &8 58 A gal (380 la g 1BV Galaa iy o
(8230 Jua¥l) (s ki)
Laina 3 Y1 Galana (i) 08 g gl Ay (sdag 55 (31850 sla 2B IY) Qe Qs ; 08 igli (e
(220 (V1) (s land) gl of i) (e a5 Ay
1.2 |Letter of Attorney for Company representative ) v v
il (e ol 5 Aoy Baaa i gaiall A8 Hdl) G 5i

1.3 |Declaration for other concentrations (Attached) v

On company letter head signed, stamped and dated
1.4 |EDA Labs status declaration :

On company letter head signed, stamped and dated v

Declaration to state if product_had been analyzed / Undergoing analysis / will be

analyzed after registration license by EDA Labs
1.5 |Pricing status declaration:

On company letter head signed, stamped and dated

Declaration to state if,

-Product’s price is(approved & pricing license is received/approved & pricing license

isn't received yet)

-Pricing file is (submitted &price isn't approved yet/ not Submitted)
1.6 |Fees payment receipt (According to ministerial decree 820/2016 ) :

- For imported products : (152,500 L.E with file submission & 152,500 LE with Final

license release) v

-For local products : (102,500 L.E. with file submission & 102500 LE with Final

license release)

GUIDELINES ON File Content of Human Pharmaceutical
Products for Registration & Re-registration
213 |Page




Central Administration of Pharmaceutical Products
Central Administration of Pharmaceutical Care

Section (2)
EDA Approvals

2.1

Action Letter & Name Approval

<

2.2

Pricing License ( if released )

<

2.3

Any other approvals (e.g. Technical committee approval,............ )

215

Pilot batch samples withdrawal record (by inspection department),
with the product composition attached (signed or stamped by EDA inspector)
(For Local Products)

2.6

Importation approval for each API (For Local Products)

S S YN

Section (3)
Imported / Under license documents

3.1

Certificate of Pharmaceutical Product (CPP) issued by Competent Authorities in
Country of Origin (In Case Of Imported Or Imported Bulk Or Under license Products)

Valid
From the country of origin
Issued and authenticated by the competent authority
Signed and stamped by:
Chamber of Commerce or Notary Public or Foreign Affairs (If applicable)
Legalized by the Egyptian Embassy
The Arab Republic of Egypt is mentioned as Importing Country
Date of issue is specified
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)
»  Manufacturing, packing & batch release site(s) involved in the manufacturing process of
the product is/are specified.

= Good Manufacturing Practice (GMP) of the manufacturer & Primary Packager is specified.
= Pack Presentation and pack size(s) of the Product is (are) specified (could be as attachment)

(If available)

= Inner leaflet (could be as attachment) (If available)
= 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.
Shelf-life of the Product is specified (could be as attachment) (If available)
Storage Conditions of the Product is specified (could be as attachment) (If available)
Summary of Products Characteristics or package insert of the product (could be as
attachment) (If available)
= 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).
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3.2

Certificate of the Good Manufacturing Practice (GMP)
(In Case Of Imported Or Imported Bulk )

V

= Legalized

= valid

= The name of the plant by its address should be specified

= The date of the last inspection should be specified.

= The invalidation date should be mentioned.

= The production lines are specified.

Note: It should be submitted for manufacturer &Primary Packager involved in the
manufacturing steps of the product.

3.3

Technical Committee approval on Inspection Report
(in case of products imported from non-reference countries & not marketed in any
reference country)

3.4

List of Countries in which the product is registered & marketed

Section (4)
Committees' approvals, Leaflet and Layout

4.1

Bioequivalence Approval "if applicable& released"

4.2

Original leaflet (In case of Under license, Imported or Imported bulk products)

4.3

Original pack (outer &inner) (In case of Under license, Imported products or Imported
bulk products).

Section (5)
Reference

5.1

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.

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)

5.2

Leaflet of the reference product

5.3

Specialized committee and pharmacology committee approval

(in case of non-reference products)

Section (6)
Product certificates

6.1

EDA Labs certificate + EDA Labs composition ( If released)
EDA Labs Submission receipt (if undergoing analysis )

6.2

Composition Certificate (5 Copies)
Kindly submit as the composition attached with stability approval & Update Specifications

On company letter head Signed and Stamped

Trade name of the Product is specified.

Dosage form of the Product is specified.

GUIDELINES ON File Content of Human Pharmaceutical
Products for Registration & Re-registration

215 | Page




Central Administration of Pharmaceutical Products
Central Administration of Pharmaceutical Care

T - 2@‘)' =
S IS oA

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

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- Attach the calculation of dose of Parabens for oral dosage forms on the company letter

head signed and stamped

Inactive Ingredient(s) with its (their) quantity (ies) per unit dose is (are) specified.

Active & Inactive specifications should be specified (the In house Specification, USP, EU,
JP, British pharmacopoeia)

e Specify only one specification for each ingredient.

e Specifications should be recent

Active & Inactive ingredients should be separated in composition.

Any Overage should be mentioned.

N.B
Please write the Composition Per:
1gm 1ml 5ml Dosage Form
F. Cream C. Dropst G. Syrup J. Tablet?
G. Ointment D. Vial contains | H. Suspension® (After | K. Capsule3
H. Powder for solution Re-constitution) L. Patch
external use . Emulsion M. Sachet?
I. Gel J.  Elixir N. Suppository
J. Paste K. Lotion O. Vial contains powder®
L. Topical Solution P. Prefilled Syringe
Q. Cartridge
R. Ampoule

6. Coated tablets:
*Write the core and coat composition separated & mentions the weight of tablet.
*Coating composition (e.g. Opadry coat) on the supplier head letter should be attached.
7. Hard gelatin capsules:
* write the body and cap. composition separated & mention the size of capsule.
*Composition of the capsule shell on the supplier head letter should be attached.
8. Write the total Weight
9. Write the composition & volume for the solvent.
10. Please attach calibration for the drop volume on the company letter head signed and stamped.
i.e.(each 1 ml contains ...... drop)
Note:
*In case of pellets :composition on supplier letter head should be attached &
attach the calculation of pellets (weight /capsule) on company letter head
*Premix Composition on supplier letter head should be attached
*For the Local manufactured products the composition should be submitted on the manufacturer and
applicant head letter.
*For Imported / Imported Bulk /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.

6.3 \Certificate of Analysis of Finished Product v
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Signed and Stamped by the Company or the concerned center or laboratory that held the
analysis

Product name, strength and dosage form are specified

Manufacturing date is specified

Expiry date is specified

Batch number is specified

Note:

- All the Physical, Chemical and Microbiological tests should be mentioned.

- Physical properties before and after reconstitution should be mentioned (In case of vial
containing powder, sachet, powder for suspension & granules)

section (7)
APl Documents & Specifications
7.1 |Certificate of Analysis of Active Substance v
Signed and Stamped
Active Substance is specified
Manufacturing date, Expiry date are specified
Batch number is specified
7.2 |GMP of the manufacturer v
7.3 |Specification
Recent edition of specifications (pharmacopeias) and/or in-house specifications of all v
active ingredients.
In house specification of all inactive ingredients. v
On the company letter head signed and stamped
section (8)

Company Documents & Agreements

For Local Products

8.1 |Factory License and GMP Report v
8.2 [The register of trade v
For F-Toll Products
8.1 |Factory License (for both parties) and GMP Report v
8.2 |The register of trade (for both parties) v
8.3 |Manufacturing agreement between the applicant factory and the manufacturer. v v
= Valid
= Authenticated by the bank & Legal department of EDA
=  The manufactured products should be specified (Trade name / Dosage form &
strength)
8.4 |Storage agreement v v
= Valid
= Authenticated by the bank & Legal department of EDA
For Toll Products
8.1 |Factory License and GMP Report v
8.2 |The register of trade (for both parties) v
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8.3

Toll Manufacturer License

V

The following should be mentioned:
= Factory & Storage site
= Product (Trade name / Dosage form & strength)
= Pharmacist consultant name

8.4

Manufacturing agreement between the Toll company and the manufacturer.

* Valid
= Authenticated by the bank & Legal department of EDA
= The manufactured products mentioned (Trade name / Dosage form & strength)

8.5

Storage agreement

* Valid
= Authenticated by the bank & Legal department of EDA

8.6

Store License (If different from factory)

8.7

Declaration letter stating the list of (Registered & Under-Registration) products
owned by the toll company.
On company letter head signed, stamped and dated

For Under License Products

8.1

Factory License

8.2

The register of trade

8.3

License agreement

LKL

* Valid
= Legalized by the chamber of commerce & the Egyptian embassy
= The manufactured products mentioned (Trade name / Dosage form & strength)

8.4

Storage agreement

»  Valid
= Authenticated by the bank & Legal department of EDA

8.5

Store License (If different from factory)

8.6

Declaration letter from the license holder specifying the APl manufacturers.
(should be legalized if different entity)

For Imported / Imported Bulk Products

8.1

Declaration letter from the supplier stating the form of bulk (strips, Capsules,
etc...... ) (In case of bulk products)

= Legalized by the chamber of commerce & the Egyptian embassy
= Incase of same entity or affiliate it might be on the applicant letter head

8.2

Agency Agreement or Authorization letter

= Valid
= Legalized by the chamber of commerce & the Egyptian embassy
= The manufactured products mentioned (Trade name / Dosage form & strength)

8.3

Storage agreement

= Valid
= Authenticated by the bank & Legal department of EDA

8.4

Store License

V
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= Imported Bulk products: if different from manufacturer
= For Imported finished products: if differ from that stated in the Importers register
license.

8.5

Factory License and its register of trade (In case of bulk products)

8.6

Packaging agreement (In case of Bulk Imported)

* Valid
=  Authenticated by the bank & Legal department of EDA

8.7

License of Scientific Office (if the Scientific office is the applicant)

8.8

Importers register license

section (9)

Special requirements

Scored products

If the product (according to the physical description in the stability approval) is
not identical to the reference product concerning the tablet scoring, kindly submit:

-Reference identical to the product

Or

-A declaration letter to state that the product will be manufactured as the
reference. On company letter head signed, stamped and dated

Generics for a patent product

If the active ingredient has a patency, please submit the following commitment
On company letter head signed, stamped and dated

Aladl) 3alal) £) 330 e gy Gy B2a Jlgh ) ggandl puaaiosal) Jglai adny 4S H)) agacii
£ AAY Bl g G oild CANAS Al ) gal) asan AS HA) Jaalii 0l g (. )
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Solvents

If a solvent is attached with the product, kindly submit:(For Local Products)

Registration license for the solvent (If required)

Devices

If a device is attached with the product, kindly submit:(For Local Products)

Declaration of conformity of the device

Pharmacopeial products

If the submitted product is a pharmacopeial product, kindly submit:

The latest recent pharmacopeia for the finished product.

V
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aullapING

Application form & Commitment 820/2016

Alapall ¢ a4 5S jall 3 )Y Gas ) /) s3Sall apll
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Trade Name:
English and Arabic

Active Ingredient(s) & Strength (s):

Pharmaceutical dosage form:

Physical Characters:

Shelf Life:

Storage Condition:

Approved Price Pack:

Price:

Reference:

Therapeutic Group:

Applicant:

License Holder:

Manufacturer:

Manufacturer of Solvent/ Accessories
(If Applicable):

Packager:

Batch releaser:

Storage Site & Address:

Type of registration:

Market status:

Name of API:

Name of Manufacturer & country of
origin :
"Address as in the manufacturer's GMP"™":

Name of Supplier &country of origin :

Note: The above box can be repeated according to No. of APIs in Product.
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Contact person :

Telephone number:

E-mail:
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Declaration of other concentrations
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Product Name:

Active Ingredient (s) & Strength(s) :
Dosage Form:

Applicant:

Manufacturer:
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Guidance for Human Pharmaceutical Product Initial Re -Registration File
Submission according to EDA Chairman decree 150/2022

Scope
This guidance applies for any human pharmaceutical product submitted for re-registration
according to EDA Chairman decree 150/2022

Objective:

This guidance aims to provide applicant with the documents and information required for
preparing and submitting the initial re-registration file for human pharmaceutical products
submitted according to EDA Chairman decree 150/2022.

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.

Submission guidance for preliminary approval release first time
Required Documents

Section |
Company commitments
1. Application form (Attached)
On applicant letter head signed , stamped and dated
2. Letter of Attorney for Company representative
il (ya o 55 Ay Baias o saiall AS 800 (g o8
3. Production/Importation status declaration

Gebis Lol il ol Lealii) o3 Lalis) Aladi AT 3 5 Vel 3l i) [ Z WY (e yemaiosal) Ci ey i i)
il 12 5310 4&;).;4 PPt @)U} Gt\i\‘}]\_
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 Il
(EDA Approvals)
5. Registration Final license

(©an s o). Jemnll Uad) 335583 il ) il ga a8 .1
sl ) 338 olifi) dile aai
sale) jUad] Hlaay e.ﬁﬂ\ Jud o g Al 80 laviuly agat (38 ) els yn il jall clasin ale da 4 3
Sl dasstl
6. Any Pre-approved letters from EDA concerning product during previous registration
period
(e.g. Variation Approval, Technical Committee approva,, ....... )
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7. Production/Importation status report
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Section Il
(Imported / Under license documents)

8. Certificate of Pharmaceutical Product (CPP) issued by Competent Authorities in Country
of Origin (In Case Of Imported Or Imported Bulk Or Under license Products)

= Valid

=  From the country of origin

* |ssued and authenticated by the competent authority

*  Signed and stamped by:
Chamber of Commerce or Notary Public or Foreign Affairs (If applicable)

» Legalized by the Egyptian Embassy

*  The Arab Republic of Egypt is mentioned as Importing Country

» Date of issue is specified

*  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)

= Manufacturing, packing & batch release site(s) involved in the manufacturing process of
the product is/are specified.

*=  Good Manufacturing Practice (GMP) of the manufacturer & Primary Packager is specified.

»  Pack Presentation and pack size(s) of the Product is (are) specified (could be as
attachment) (If available)

= Inner leaflet (could be as attachment) (If available)

*  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.

= Shelf-life of the Product is specified (could be as attachment) (If available)

=  Storage Conditions of the Product is specified (could be as attachment) (If available)

*  Summary of Products Characteristics or package insert of the product (could be as
attachment) (If available)

= 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).
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Section IV
(Reference)
9. 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.

Latest Edition of the reference text book (e.g. BNF)

Recent on-line reference:

FDA, MHRA, EMA, ANSM, Swiss medic, TGA, Pmda, etc.

(Note: The Reference product should be registered and marketed)

10. Leaflet of the reference product
Section V
(Company documents & agreements)
11. 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......)
12. For Imported / Imported Bulk Products
Declaration letter from the supplier stating the form of bulk (strips, Capsules, etc......) (In

case of bulk products)
* Legalized by the chamber of commerce & the Egyptian embassy
* Incase 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).
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Submission guidance for Renewal of preliminary approval or stability conversion according

to ministerial Decree 150/2022

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 +0Id preliminary approval or stability referral letter
5. Production/Importation status report
Aadlall Ay jl Alai sy (oo BN (L gl ca pumaa) Gl Aalall B l0Y) (e BaU)
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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 communicati

on on behalf of the applicant Company

Applicant Mail & Phone number:
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