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Executive summary

The aim of this master thesis it to identify and define the regulatory requirements for
maintenance procedures of marketing authorization for medicinal Products in the

countries of the Middle East and North Africa.

The importance of marketing authorizations of medicinal products is not only limited
in the approval of new marketing authorization. It is more important to maintain
existing marketing authorizations in these countries to ensure the prevention,

diagnosis and treatment of diseases and for patient rehabilitation.

In the last 10 years the MENA region has become one of the most emerging markets
in the world. This is due to the growth of the population, the increasing affluence and
the increase of life expectancy. Inside the region, the tendency of the increased
numbers of MAH and manufactures increased since several is still ongoing and the
authorities are developing and modifying new regulations and laws in order to justify

this development.

Even the developing process of adequate regulations for medicinal products is still
ongoing, in most of the MENA countries there are a lots of challenges. Many of the
regulations are only available in Arabic. For the Maghreb States the submission
dossier has to be provided in French. Additionally the political situation in some
MENA country is not stabile and the processes are not transparent enough. These
barriers complicate the authorization and maintenance for medicinal products in the
MENA region. Finally the population has to face up with the consequence of these

barriers.

This master thesis will provide an overview about the maintenance procedures for
marketing authorizations in the MENA region and to compare them with the
European procedure. This comparison conveys how far the development of the
pharmaceutical sector in the MENA region is in opposite to Europe and how the trend

will develop in the next years.
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1. Introduction in Regulatory Affairs Department in MENA

The MENA region is one of the “emerging” markets in the pharmaceutical sector in
the world. The importance of this region for many multinational pharmaceutical
companies is very high. This section will provide some basic information to gain a
better understanding of how the pharmaceutical market is organized and to maintain

a marketing authorization in the MENA region.

1.1. Definition of MENA and geographical location
The term “MENA” is defined as “Middle East and North Africa” and includes in
general 22 countries from Morocco at the eastern border until Iran in the north of the

region. (1)

Due to the fact, that a firm definition does not exist, there are several opinions that
Turkey belongs to the MENA region. In this case we will follow the definition of the

World Bank and exclude Turkey in this analysis.

According to the Word Bank and UNICEF the following countries belongs to the
MENA region: Algeria, Bahrain, Egypt, Iran, Iraq, Israel, Jordan, Kuwait, Libya,
Morocco, Oman, Qatar, Saudi Arabia, Syria, Tunisia, United Arab Emirates (UAE),
West bank and Yemen. (2)

g Lebanon
Tunis Beirut

West Bank & Gaza Stri '
Jerusalem
\ \/J

Syria

Figure 1: Overview of countries of the MENA region

Source: https://www.researchgate.net/figure/s-a-map-showing-list-of-MENA-countries-1_figl_ 318837933
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Inside the MENA region we have to divide three subgroups:
Middle East:

e GCC countries: Saudi-Arabia, UAE, Bahrain, Oman, Qatar, Kuwait, Yemen
e Levant countries: Iran, Iraqg, Syria, Lebanon, West Bank, Jordan, Israel,

Egypt, Libya: These countries are not part of any union. (3)
North-Africa:

e Maghreb-States: The countries Morocco, Algeria and Tunisia belong to the

Maghreb countries.

The political situation in the MENA region is middling. Since the beginning of the Arab
revolutions in 2011, the political situation in some countries is quite instable. In Syria,
Yemen and Libya the current situation is not transparent and there are still civil wars
in these countries. The medical supply is quite inadequate and the procedures to
authorize import or maintain medicinal products into the affected markets are not up-
to-date and not in use. Due to this fact these three countries will not be taken into

account for the aim of this master thesis.
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1.2. Pharmaceutical & Healthcare sector in the MENA region

The pharmaceutical and healthcare sector in the MENA region grows up since the
1970’s. The need of medicinal products and healthcare was growing up due to the
growth of the population of 532 Million people. The increased life expectancy of the
population and the decreased death mortality are one of the most important reasons.
Additionally, the change of the life cycle during the last years leads to many

widespread diseases, such as Diabetes, cancer or cardio-vascular diseases. (4)

The region belongs to one of the Emerging markets in the world after China. The
amount of the MENA region in the world belongs to $32 Billion dollar, which makes
only a percentage of 2 percent. (5) The pharmaceutical sector is estimated to grow
from 9 to 11 percent until 2020. (6)

increase

. EUR 222.4%
2035

Figure 2: Increase of Diabetes as widespread disease in the world

Source: https://www.huffingtonpost.com/riva-greenberg/diabetes-stats_b_4273505.html

The increased demand of medicinal products is shown in the figure. The amount of
people with diabetes will be increased in the MENA region about 96.2 percent until
2035.

Inside the MENA region nearly all competent authorities and Institutions are in the
process to develop easier procedures for granting authorization of medicinal products
to counteract against this need. This challenge leads to the growth of the
pharmaceutical sector in the region. Since 1970 more than 140 local pharmaceutical

companies are located in countries of the MENA region.

4
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Figure 3: Development of MENA Health Expenditure in comparison with other markets

Source: http://www.gphaonline.org/media/cms/Osama_Nabulsi.pdf

Most of the domestic pharmaceutical companies are generic drug manufacturer. This
is due to the fact that the development of new innovative drug substances is not well
advanced in the MENA region. A large part of the countries are dependent on import
of medicinal products from USA, Europe and China. Especially for the manufacturing,
the import of active drug substances and ingredients are essential. This heavy
dependence aggravated the development of the pharmaceutical sector in the MENA

region.

Another point is the strong individuality and the status of development inside the
MENA region. The Gulf States are well-advanced in the development of appropriate
procedures and regulations, but the Maghreb States are backward in this case. In the
Maghreb States a strong dependence on laws, regulations and procedures during
and after the authorization of medicinal products to the French Authority ANPP. This
can be judged from the fact that the price for medicinal products in Algeria, Morocco

and Tunisia are similar to the actual prices of medicinal products in France.

In the last decade, local authorities and institutions are in the progress of developing
appropriate procedures for authorization and maintenance of MA of medicinal
products in regard to ICH-Guidelines. This development leads also to an increase of

the amount of privatization of pharmaceutical companies.
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Figure 4: Number of pharmaceutical companies in the countries of the MENA region (private and non-
private companies)

The figure shows, that the pharmaceutical market size in almost all countries is
mainly generated by state-own enterprises, except for Irag, where private
pharmaceuticals companies makes more than 50 percent of the market size. It is
expected that the amount of private companies will increase in the next years. This
development shows that with the privatization of companies in the countries leads to

more independence on imports of medicinal products in the region.

All these points show that the development of the pharmaceutical industry in the
MENA region is in progress, but many important milestones still need to be reached.
In contrast to the industrial nation as the United States, Europe or Japan the
development and manufacturing of new innovative drug substances and biologicals
are not well developed in the countries of the MENA region. Additionally the
manufacturing and authorization of medicinal products is difficult in many countries,
due to the long approval timelines of the authorities. The missing resources inside the
authorities complicate the access of pharmaceutical products to the local markets. In
nearly all countries the Ministries of Health contain appropriate departments for
authorization of medicinal products instead of European countries, where “own”
competent authorities are responsible for marketing authorization and post-approval

activities of medicinal products.
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1.3. Overview of Competent Authorities in the MENA region
To understand the procedure of the maintenance of marketing authorizations in the
MENA region it is important to get an overview about the National Competent

Authorities in each country.

1.3.1. Competent Authorities in the Gulf States
Kingdom of Saudi Arabia (KSA)

Since 2003 the Saudi Food and Drug Authority (SFDA) is the competent authority for
registrations, maintenance, quality, pharmacovigilance and import of medicinal

products. (7) It is an independent authority from the Ministry of Health.

United Arab Emirate (UAE)

Seven Emirates belongs to the United Arab Emirate. Abu Dhabi (the capital), Dubai,
Sharjah, Ajman, Umm Al-Qaiwain, Ras Al-Khaimah and Fujairah.

In UAE there are two competent authorities who are responsible for all regulatory

issues of medicinal products.

The Health Authority of Abu Dhabi (HAAD) is responsible for medicinal products in
the capital emirate Abu Dhabi and for Dubai it is the Dubai Health Authority (DHA).
For the other emirates, the Ministry of Health and Prevention is responsible for all
drug related issues. For the management and regulation of health services the Health
Authority of Abu Dhabi and the Dubai Health Authority merged together. (8)

Bahrain

For all pharmaceutical issues as licensing, healthcare professional’s regulation,
Healthcare facilities regulation and complaints the National Health Regulatory
Authority of Bahrain (NHRA) takes the responsible. (9) The NHRA is an independent

institution to the Ministry of Health.
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Oman

The Directorate of Pharmaceutical Affairs & Drug Control as part of the Ministry of
Health is responsible for registration, import, maintenance and quality of medicinal
products authorized in Oman. (10)

Qatar

In Qatar, the department of Pharmacy & Drug Control as part of the Ministry of Public
Health takes the responsibility for all drug related issues such as registration, quality

control, inspection and drug release. (11)
Kuwait

The Kuwait Drug and Food Control Administration (KDFC) is part of the Ministry of
Health. This department is the competent body for all drug related issues as quality
control, authorization and assessment of marketing authorizations for medicinal
products. (12)
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1.3.2. Competent Authorities in the Levant countries
Eqypt

The Egyptian Drug Authority (EDA) is a competent authority body within the MoH,
which is responsible for issues regarding authorization and control of medicinal
products. (13)

e The Central Administration of Pharmaceutical Affairs (CAPA) is an entity within
the EDA, which takes the responsibility for the assessment and licensing for
medicinal products. (14)

e The National Organization for Drug Control & Research (NODCAR) is
responsible for all Quality related issues of nationally authorized products in
Egypt. (15)

e For Biologicals the National Organization for Research and Control of
Biologics (NORCB) is the main department of authorization, import & quality

related issues for Biologicals. (16)

Irag

In Iraq there is a special situation. The Iragian Directorate of Technical Affairs (DTA)
as part of the MoH is responsible for all drug related issue as registration, inspection

and quality control for medicinal products in the Iragian market. (17)

Since 1992 the MoH in the Kurdish autonomous area establish the Kurdistan Medical
Control Agency (KMCA). This competent body is responsible for the registration,
quality control, distribution and quality control of medicinal products in Kurdistan. (18)

Iran

The Food and Drug Department of the Ministry of Health and Medical
Education (MOHME) is responsible for all issues related to the authorization,

maintenance and marketing of medicinal products in Iran. (19); (20)

Israel

For the authorization, control and marketing of medicinal products (human, herbal
and veterinary products) the MoH in Israel is responsible. The Registration

Department is responsible for the licensing processes while the Institute for
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Standardization and Control of Pharmaceuticals is responsible for the quality control

of authorized medicinal products in Israel. (21); (22)
Jordan

The Jordan Food and Drug Administration (JFDA) belong to the MoH and take the

responsibility for licensing processes for medicinal products and food products.

Inside the JFDA the Registration Division is the main directorate for the authorization

for medicinal products in Jordan. (23)

Lebanon

The Ministry of Public Health (MoPH) is responsible for all drug related issues.
The “Service of Pharmacy” as part of the MoPH has the following activities:

e Issuing certificates related to pharmacies and pharmacists’ practice
e Drug pricing

e Drug industry management and control

e Narcotic drugs’ imports, distribution, and statistics

e Medicinal imports/exports

e Drug registration and control

e Registration of non-medicinal health-related items

e Pharmacies’ and drugstores’ inspection

e Controlling fraud in the pharmaceutical industry (24)
West Bank

The General Directorate of Pharmacy as part of the Ministry of Health take the
responsibility of all licensing, quality control and price issues for medicinal products
authorized and marketed in Palestine. Inside the Directorate there are separate

departments for each section

e Registration Department

e Drug Quality Department

¢ Pharmaceutical Policy Department

e Dangerous Drug Department (narcotics and psychotropic drugs)

e Drug Information Department
10
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e Import and Export Department (25)

For the authorization of medicinal products, medical devices, food products and
cosmetic products the Drug Registration Department of the General Directorate of

Pharmacy is the main contact point. (26)

11
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1.3.3. Competent Authorities in the Maghreb States

Morocco

In Morocco, the Ministry of Health is the main body for healthcare for public health.
The department “Direction des Médicaments et de la Pharmacie“(DMP) is
responsible for all drug related issue, as authorizations, maintenance, monitoring and

distribution of pharmaceutical products. (27)

Algeria

The “Pharmacy and Medicine Directorate” (DPM) is an independent body of the
Ministry of Health and Population, which is responsible for all regulatory topics for
medicinal products. (28) Since 2017, the National Agency of Pharmaceutical Product
(ANPP) replaced the DPM and took the responsibility as independent and non-
government agency for all drug related issues as drug registration, maintenance and
distribution. (29) (30) (31)

Tunisia

The Ministry of Public Health is the main body related to regulatory issues for
medicinal products. Since 1981 the Directorate of Pharmacy and Medicine (DPM) is
a part of the Ministry of Public Health is responsible for the management of drug

related issues in Tunisia. (32)

12
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1.3.4. Gulf Central Committee for Drug Registration
The Gulf Central Committee for Drug Registration is a committee founded by six of
the Gulf States in 1999. The members of the committee are

e Saudi Arabia

e Qatar

e Oman

e Bahrain
e Kuwait

e United Arab Emirates

e Yemen

The committee is responsible for the assessment and authorization of medicinal
products, which should be authorized via the “Central Drug registration”. Marketing
authorizations from the GCC-DR will get a marketing license for all members of the
GCC. (33)
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2. Marketing Authorization in the MENA Region
In the last years, the MENA region became more important for international
pharmaceutical companies. This is due to the fact that 32 Billion Dollar was made in

pharma sales and the trend is still growing (34).

Inside the MENA region, besides the diversity of culture, language, and tradition,
there are significant differences in the processes for obtaining marketing
authorizations in the countries. Therefore, it is difficult to describe the processes for
the whole region. In this part we will take the opportunity to summarize the most

important parts of marketing authorizations in the MENA region.

A main reason for the complexity and diversity of the processes for marketing
authorization of medicinal products are due to the development of the health- and
pharmaceutical sector in the respective countries. In the last years significant
progresses were done in the MENA region, mainly in the GCC-States and in some
Levant States as Egypt and Israel. The numbers of local manufacturers increased in
this region over the recent years. (34). This indicates that the region tries to get
independent from medicinal products imported from other parts of the world. The
pharmaceutical and health sector grows in these countries also due to the increased

population and medical needs in this region.

Even there are positive trends for the whole region, inside the MENA region there are
significant differences in the regulatory “know-how” and experience. While many
GCC countries and several Levant States as indicate much progresses in the
healthcare and pharmaceutical development and regulatory of medicinal products,
the Maghreb States are not on the same level. There is a historical background
behind the significant differences inside the MENA region. Until 1956 the Maghreb
States were under French colonial power and this had a major impact on all
administrative bodies, including the Ministries of Health and the Committee for all
drug related issues. Especially the Algerian and Tunisian Authorities often refer to the
decision of the French NCA ANSM (Agence nationale de securité du médicament et

des produits de santé).
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Despite the numerous progresses in the recent/ past few years, there are still many
aspects inside the pharmaceutical sector, which are not yet regulated adequate
enough. The NCA of the MENA region have limited experience in the fields of
biologicals and gene-therapy. Their experience with such kind of medicinal products
cannot be compared with the European or American NCA’s. There are only a few
special laws and regulations for these kinds of medicinal products and this indicates
that this field is still in progress. (35)

The timeline to get a marketing authorization depends on certain countries. A general
statement is not possible. While the authorization procedures in the GCC States,
Maghreb States and some Levant countries take 2 — 4 years, the same procedure
can take up to 5 years in Iraq and Iran, even it is the same dossier for a medicinal
product, which were submitted to other MENA countries. In comparison to this, a
marketing authorization for a Centralized procedure in Europe takes 300 days,

including the decision of the European Commission.

In the most countries of the MENA region, a local agent is required for the
communication and the submission to the Health Authorities. For a MAH outside the
respective country, it is not allowed to submit any application to the authorities,
except for medicinal products, which were authorized centrally by the Drug
Registration of the GCC (GCC-DR). Due to this fact, many multi-national companies
have several establishments in these countries to facilitate the communication to the
authorities and to fulfill the local requirements. The local agent is the main contact
point between the local authority and the MAH. This obligatory is a problem for small
and medium enterprises, because due to financial aspects and the short range not
every company can establish local agents in these countries. The result is that
medicinal products of these companies cannot be marketed in the MENA region or
only a small portfolio is available.

Another important role beside the local contact point in the certain country is the
format of the dossier. Nearly all countries require the dossier as CTD format (agreed
in line with the ICH-M8 Guideline), but till now it is not possible to submit the dossier
electronically in all countries of the MENA. Especially in some Levant states and in
the Maghreb states, an electronically submission of an eCTD is currently not
possible. (36)
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Many authorities still require the dossier in hard and soft copies as CDs/DVDs. The
reason for this is that many countries are not yet ready for eCTD submissions
because the technical conditions are still missing. On the contrary, Saudi Arabia and
Bahrain require eCTD submissions via electronically portals since 2015. (37) In Egypt
and Lebanon, the CTD is still not implemented. The documents have to be provided

electronically as simple pdf dossier via Email and paper-based. (38)
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The CTO triangle. The Common Technical Document is organized into five modules. Module 1is
region specific and modules 2, 3, 4 and S are intended to be comman for all regions.

Figure 5: Definition of CTD dossier according to ICH

Source: http://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/CTD/CTD_triangle.pdf

For the Maghreb States, the documents in the CTD should be provided in French.
This leads to a serious problem for the applicant, because for the two biggest
markets - the US and Europe and most of the countries in the world, the language
requirements of submission dossiers are in English. Therefore, it is quite complicated
if the whole submission package needs to be translated into French. This additional

workload leads to a high workload and a massive loss of time for the applicant.

Another special feature for marketing authorizations is that all authorities required a
legalized CPP from the country of origin (COQO). This requirement is valid for all MAH
outside the respective country. The country of origin is defined as the country where

the batch release takes place. (39)

It is also required, that the medicinal product has a valid license in the COO. In many
countries it is not possible to maintain a marketing authorization (MA) without a valid
license in the country of origin. If the MA is expired in the COO, the HA’s requires a
justification in the application form.
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All these points have to be taken into account for pre- and post-marketing

authorization activities especially for renewal procedures.

The assessment processes at the authorities’ sites are not transparent and clear to
the applicant. The timelines are not well communicated and this leads to the
consequence that the applicant has to consider a delay for market access of the
medicinal product due to the absence of information about the timelines and the
assessment process. Due to the missing information about timelines, the applicant
must always be prepared for further requests from the authorities at any time of the

renewal procedure.

Another point of discussion for receiving a marketing authorization in the MENA
region is the fact, that there are no mutual recognition procedures inside the region.
The authorities do not accept any approvals from other authorities of the region for
guarantying a MA in the respective country. In opposite to the countries of the
European Union, where a MA can be guaranteed via the Centralized, De-centralized
or Mutual Recognition procedures, only national procedure for MA is available. The
only exception is the central authorization procedure in the Gulf States. Since 1999 it
becomes possible to get a marketing license for a medicinal product with one central
procedure for all Gulf States and Yemen. Therefore, the Applicant has to submit a
dossier for marketing authorization to the Gulf Central Committee for Drug
Registration (GCC-DR) and after the assessment and the positive approval, the

medicinal product can be marketed in all Gulf countries.
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3. Maintenance of Approved Medicinal Products — Middle East and
North Africa

This part contains information about relevant procedures to maintain a marketing
authorization of a medicinal product in the MENA Region. The main focus is the
description of “renewal procedures” in this region. The first part of this section will be
an overview about the renewal processes in the MENA region as whole region and in
each individual country. In the second part of this section, there will be a discussion
about other procedures to maintain a marketing authorization in different countries.
The last part of this section will expand the issue of availability of harmonization

processes of renewal or other “maintenance” procedures in the MENA region.

3.1. Renewal as procedure to maintain marketing authorizations in
the MENA Region

For all countries in the Middle East and North Africa the Marketing Authorization
holder is obligated to submit a renewal application to maintain the marketing

authorization in the relevant countries.

As mentioned in the previous part, the MAH should have a local agent within a
country, if the MAH is stated outside the affected country. This local agent is
responsible for the renewal application and he is stated as main contact point for the
authorities.

Due to the fact that the development of regulations affecting the marketing
authorization of biological are still in development, the requirements for renewal
applications do not differ between chemical entities and biological. Only in Israel and
Egypt, the national competent authorities require other documents for the renewal
applications for chemical entities and for biologicals. (40); (41)

In general, all marketing authorizations have to be renewed every 5 years from the
beginning of the initial registration. Except in Iran the timelines for renewal of
marketing authorization is 4 years. (42) In Israel there is the exemption that if the
product is not changed in the manufacturing processes; the renewal has to be done
10 years after the initial registration.
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The renewal application has to be submitted within the last year of the marketing
authorization. Most of the countries require that the applicant has to submit the
dossier within 3 upon 9 months before the marketing authorization expires. In Jordan,
it is usually that the renewal will be submitted at latest 6 months after expiry of the

marketing authorization. (43) (44)

In many MENA countries it is required to submit the dossier of the initial marketing
authorization to the competent authorities for renewal application. It is unusual to
submit a shortened dossier containing only Module 1 and Module 2 for the initial
renewal application. For further renewals, some authorities as the DMP in Morocco
only require a cover letter containing a declaration that the license should be

continued in the relevant country. (45)

In some countries, there are minor differences between the required documents from
local manufactured where the MAH is stated in the country and for imported
products, where the MAH is stated outside the country. In cases that the medicinal
products where imported from foreign countries, the authorities always require a CPP
of the country where the batch release takes place. For renewal applications, the
applicant has to submit a list of all approved variations, which were submitted and
approved during the time of the marketing authorization. This requirement is valid for
all MENA countries.

In many MENA countries, a valid license of the current manufacturing site is a
condition for submission of renewal applications. Especially in the Gulf and Levant
states, the authorities require a “manufacturing site renewal” before the renewal of
the marketing authorization. Without a valid manufacturing license, a renewal

application for a MA is not possible.

Another important requirement for a renewal application in the MENA region is a valid
marketing authorization in the country, where the MAH is stated (except the MAH is
stated in one country of the MENA region). Some countries refer during the renewal
assessment to the marketing authorization and the opinion of FDA, EMA or from
other authorities. For the Maghreb States as Algeria, the opinion of the French

authority ANPP will be take into consider for the assessment. (46)
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Nearly all countries require a submission of a renewal application dossier as CTD
sequence. In the Gulf countries, a submission of an eCTD becomes mandatory. (36),
(39) (47)

In other countries, a submission of hard and soft copies of the dossier to the NCA’s is
required. Only in Egypt and in Lebanon a submission of the renewal as CTD format is
not possible. It is required to submit the dossier via Email or as hard copy to the
different departments of the authorities, which are involved in the assessment of the
renewal application. (48); (49); (50)

The timeline for renewal applications in the MENA countries are different. The
assessment timelines can take from 15 days up to 24 months. In Tunisia the
assessment of a renewal takes only 15 days, but in Egypt a renewal application can
take up to 24 months. (51) In general, a renewal application takes 6 months. For a

part of the countries, a procedure timeline is not applicable.

Another important point to consider is the fact, that in most cases the assessment
procedure after submission of the renewal application is not well communicated to
the applicant. Due to this fact, the applicant has to consider that the authorities may
send questions or a request for more documents to any time of procedures.
Additionally the approval of the renewal application cannot be foreseen and this
should be involved in the planning of the submission

The countries of the MENA region are very individual and every authority refers to
their own standards. In the next section, the renewal application for each country will

be discussed.
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3.2. Renewal procedure in the countries of the MENA region

In this section, the renewal procedure in each country will be discussed. At the
beginning, the procedure of renewal in the GCC States, the Levant States and the

Maghreb States will be specified.

3.2.1. Renewal application in the Gulf States

3.2.1.1. Kingdom of Saudi Arabia
Legal Basis

In the “Law of Pharmaceutical Establishments and Preparations” from 2004 and the
“Executive Rules of the Institutions and Pharmaceutical Products Law” the mandatory
for renewal of a MA in KSA is stated. The renewal application has to be submitted
within 6 months before the marketing authorization expires. (37) (47)

Required documents

The Applicant has to submit the renewal dossier in CTD format. The application form
for renewals is the same as for the initial marketing application. (37) (47)

For the renewal application it is mandatory to submit the Module 1 and Module 3
within the CTD format to the SFDA. It is mandatory to submit the renewal dossier
electronically via “Saudi Drug Registration System (SDR System). Additionally, it is

required to submit the dossier via paper.
The following documents are required for the submission (52)
Module 1

o Cover Letter

e Application form [Annex | - Application Form for Renewal application in KSA]
e Table of content

e Product Information

e Certificate of suitability for TSE, and the

e price list
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For MAHSs, which were not stated in Saudi Arabia it is required to include a Certificate
of Pharmaceutical Product (CPP). (52)

e The CPP from COO
Module 3

¢ specification of the drug substance (3.2.S.4)
e specification of the finished product (3.2.P.5.1)
o stability data of the finished drug product (3.2.P.8).

Assessment procedure and timelines

The renewal process can be divided into two main phases.
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Figure 6: Schematic figure showing the renewal process of a marketing authorization

Source - Saudi Food & Drug Administration Regulatory Framework for Drug Approvals (version 5.0)

The validation phase (Phase Il) takes 10 days for authority to ensure that all

requirements for the renewal application were fulfilled by the applicant.
The next phase is divided into three main sub-processes:

¢ The related product manager will start the assessment by distributing the

renewal application to three departments (Quality, Efficacy, and Safety). All
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three departments have to finish the assessment within 50 days and forward
their assessment reports back to the project manager. (47)

e Within 30 days the price department has to check the rules for pricing of the
affected medicinal product. (47)

e Lastly, the inspection department of the Authority checks if the manufacturing
line is valid to the last inspection. If there are any changes, which were not
included in the last valid inspection report, the manufacturing site has to be
inspected again. This phase can take up to 50 days.

After this processes the assessment report of the renewal application will be
forwarded to the “Renewal committee”. Within 10 days the committee can decide
about the renewal application for approval, rejection or ask for further information

from the applicant.

After the positive approval of the renewal application, the marketing authorization is

valid for 5 years. (47)

3.2.1.2. United Arab Emirates
Legal Basis

For medicinal products authorized in the Arab Emirates, the Circular 28 and 29 from
2007 describes the mandatory and requirements for renewal applications of

medicinal products. (53)

A marketing authorization for a medicinal product in UAE is valid for 5 years. To
maintain a marketing authorization for medicinal products in the UAE it is required
from the Ministry of Health to submit a renewal application within 3 months before the

marketing authorization expires. (53)

Required documents

The Ministry of Health differs between originator and generic medicinal products.
Additionally it is required to use different application forms for the renewal of
“commercial medicinal products”, herbal medicinal products, and products for general
sales. (54)
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The MAH or the local partner (if the MAH is stated outside the UAE) is obligated to

submit a renewal application. It is required to submit the following documents: (54)

e Cover Letter
e Application form
o [Annex Il - Application Form for Renewal of a conventional medicinal
products UAE];
o [Annex Ill - Renewal Application Form for General sale - UAE];
o [Annex IV - Application form for Renewal for Herbal Medicinal Product -
UAE]

e declaration for the intention of the renewal of a marketing authorization. This
declaration is important; otherwise the Authority will withdraw the marketing
license for the affected medicinal product without () notification. (54) for MAH
located outside of UAE

e legalized CPP from COO

e approved SmPC, PIL and approved artworks

The applicant has to submit an appointment for the submission of the renewal and

have to pay the fees before submitting.

Assessment procedure and timelines

After submission of the required documents, the Registration Department will send a
confirmation about the receipt of the renewal dossier to the Applicant. The renewal
procedure will take 3 months after submission of the dossier. (54)

3.2.1.3. Bahrain
Legal Basis

The Pharmacy Law 18 from 1997 clearly states, that a medicinal products authorized
in Bahrain needs a valid license for manufacturing and sales purposes. In Bahrain, a

renewal application should be submitted every five years. (39)

Required documents

The NHRA has published a Renewal Guideline which includes all relevant
information for the applicant.
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For the renewal application, it is required that the manufacturing site registration is
still valid at the time of the renewal. Any variation should be approved before the
renewal application, while a common submission of a renewal and a variation

application for the same medicinal product is not allowed. (39)

The renewal application should be submitted via eCTD. The dossier should include

the following documents: (39)

e Cover letter
e application form for renewals in Bahrain (see Annex V - Renewal Application

Form — Bahrain)

e checklist from the NHRA for renewal applications [Annex VI - Renewal
Checklist — Bahrain]

e approved SmPC, PIL and artworks

e CPP of the country where the batch release of the medicinal product takes
place.

¢ A valid GMP certificate of the manufacturing site

e Certificate of Suitability for TSE

e Certificate of analysis for the active substance and the finished drug product
and

e Manufacturing registration certificate in Bahrain.

Assessment procedure and timelines

The application should be submitted three months before the marketing authorization
expires. Before the submission, the Applicant has to request an appointment of

submitting the renewal application.

For the renewal application, it is mandatory to perform a laboratory analyze of the
medicinal products upon assessment. Therefore, the NHRA requires samples of the
product and several certificates of the product composition, method of analysis,
product specification and safety data of the material used in the medicinal product.
(39)

There is no timeline for the renewal assessment for medicinal products in Bahrain.
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3.2.1.4. Oman
Legal Basis

A special feature for marketing authorizations in Oman is that the process of
“renewal” is called “re-registration” at the Ministry of Health (MoH) and the Directorate
General of Pharmaceutical Affairs & Drug Control (DGPA&DC).

As in all Gulf countries, the renewal of a marketing authorization has to be done
every 5 years. The renewal application should be submitted within 6 months before

the expiry date of the marketing authorization of the affected medicinal products. (55)

Required documents

Before submission of the “re-registration” the applicant has to submit a “submit

request” to the MoH before submitting the renewal application.

The applicant has to submit the renewal application via eCTD. The following

documents have to be provided (55)

e Cover Letter

e Application form (see Annex VIl - Application Form for Marketing and Renewal
Application - Oman]

e Samples of the medicinal product

e Pharmacovigilance system

e Risk Management Plan

e CPP

e Certificate of analysis for drug substance & finished product

e Alcohol content declaration

e Pork content declaration

e diluents & color agents in the product formula

e Price list

Assessment procedure and timelines

The DGPA & DC does not publish any information about the timelines and the

procedures for re-registration of marketing authorizations in Oman.
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3.2.1.5. Qatar

In the “Law No. 1 of 1986 on the Registration of Pharmaceutical Companies and their

Products” it is not stated, that a renewal application for medicinal products authorized

in Qatar is required. (56).

Moreover the MoH in Qatar does not publish any information about information about
renewal procedures for national marketing authorizations. It can

therefore be concluded that a renewal application for a MA of a medicinal product is
not required in Qatar and a MA receive an unlimited validity after approval.

Only if the product was approved via the centralized GCC procedure, a renewal
according the GCC is required. The renewal application of the centralized procedure

in the GCC region will be discussed in a later section.

3.2.1.6. Kuwait
Legal basis

In the ministerial decree 302/80, it is stated, that a medicinal product has to be
renewed. The decree is not available for the public. The MoH publish a guidance
document for the submission of registration and renewal applications based on the

ministerial decree. (57)
A renewal application has to be submitted within 3 months before the MA expires.

Required documents

The following documents are required for the renewal application: (57)

e checklist for renewal application [Annex VIII - Renewal Checklist — Kuwait]
e legalized CPP

e currently approved SmPC

e long term and accelerated stability studies from production batches

e Samples of the finished medicinal product

Assessment procedure and timelines

Information about the assessment procedure and the timelines are not available.
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3.2.2. Renewal application in the Levant States
In this section, the renewal process of marketing authorization of medicinal products
in Levant states will be discussed.

3.2.2.1. Eqypt

Legal Basis

The renewal of medicinal products in Egypt is regulated in two main ministry decrees.
For medicinal products, the decree 425/2015 includes all requirements for
registration in Egypt. (48) For Biologicals, the renewal process is described in the
Ministry decree 297/2009. (58)

For medicinal products according to Ministry Decree 425/2015 the renewal process
should be done every 10 years. (48) For Biologicals, a renewal of the marketing

authorization is required every 5 years. (58)

There is no exact timeline, when the Marketing Authorization Holder has to submit
the renewal application to the authority. In the Ministry Decree, it is only stated that
the submission should be done in the last year of the expiry date of the marketing
authorization. (48), (58)

Required documents

For local and imported medicinal products, the renewal should be performed within 2
years after the previous registration certificate. (48), (58)

In Egypt, the submission dossier cannot be submitted as eCTD sequence. The

applicant has to submit the dossier as simple PDF documents.
The renewal application should be submitted to the following email addresses:

e For human drugs: hf296 @eda.mohealth.gov.eg
e For Biologicals: Biological App@Eda.mohealth.gov.eg (59)

It is mandatory to send a request before submission to the EDA. For medicinal

products, it is required to submit the following documents: (48), (58)

e request form the latest certificate of registration, and the latest price certificate.
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o for biologicals, the applicant should provide beside the certificate of analysis
and the latest price certificate, a list of all variations, the last batch release

certificate and the renewal fee receipt.

After reply of the authority on the request for the renewal, the applicant has to submit
a “preliminary re-registration file” via Email. This dossier should contain: (48); (58);
(59)

e Application form [Annex IX - Renewal Application Form — Egypt]
e Registration certificate

e legalized CPP

e Letter of Authorization between MAH and local partner

e registration fees receipt

Procedure and Timeline

The EDA will inform the applicant via “Renewal Status Letter” that the marketing

authorization is under renewal registration.

At the same time, the applicant has to submit the “preliminary re-registration file” to

the following department for approval:

e Scientific committee: If no scientific reference is available

e Egyptian Pharmacovigilance Center

e Technical committee communication section:

e Naming & labels committee: if the trade name was changed or for the
approval of changes of the labeling for post-stability and pharmacology

committee
e Variation committee
e Pricing committee
e Stability committee
e Pharmacology committee

e Bioequivalence committee:

Assessment procedure and timelines

The timeline for the renewal approval can be from 12 up-to 24 months. (48); (58);

(59)
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3.2.2.2. lraq
In Iraq there is a special situation, that two authorities are responsible for all drug

related issues. The Iragian Directorate of Technical Affairs (DTA) as part of the MoH

is responsible for all medicinal products authorized and marketed in Iraqg.

For the Kurdish autonomous region, the KMCA in Erbil is responsible for the

assessment of renewal applications.

Legal Basic

The legal basis for the renewal of marketing authorizations in Iraq is two important

guidelines, which describes the renewal process in Iraqg.

A marketing authorization in Iraq has to be renewed every five years for imported

products and every 10 years for medicinal products manufactured locally. (60)

Required documents

The renewal application must be submitted three months before the expiry date of
the marketing authorization. The product can be still placed on the market after

submission of the renewal application. (61)

The documents have to be sending out to the Directorate of Technical Affairs (DTA)
as hard and soft copies. For the submission, an application form is not required.

Instead of this, the manufacturer has to insert the following document: (60)

e Declaration that the composition of the finished product has not been
changed.

e checklist for renewal application [Annex X - Renewal Checklist — Iraq]

e CPP from COO or CPP from one reference country and a letter from the

Iragian National Laboratory - This letter should confirm that the finished

product has pass all required testing for the last five batches. In this case, it is

allowed to import the medicinal product upon one year until the requirements
are fulfilled. (60)

The other requirements for renewal application are the same as for an initial

marketing authorization. (60)

Assessment procedure and timelines
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The DTA will start the assessment of the renewal application after receipt of all
required documents. A detailed description of the procedure is not available. For the

timeline of renewal, there is no timeline available.

3.2.2.3. Kurdistan

The KMCA in Erbil is responsible for the assessment of renewal applications in the

Kurdish autonomous area in Iraq it is required to submit two samples of the medicinal

product.

Legal Basis

The authority published a guidance document, which includes all relevant information
for renewal applications of medicinal products authorized in Kurdistan. (62)

According to the Guideline, a marketing authorization has to be renewed every 5

years. (62)

Required documents

Additionally the following documents are required: (62)

e Original CPP from the country of origin of the manufacturer legalized by the
chamber of commerce and the Iragi embassy in the country of origin.

e Product composition certificate signed and stamped by the manufacturer;

e Finished product specifications signed and stamped by the manufacturer;

e Specifications of active and inactive ingredients signed and stamped by the
manufacturer,

e Letter from the manufacturer company declaring that there are no changes
made on the formula, manufacturing method and the specifications of active
and inactive ingredient and finished product;

e Proof of payment of the registration fees.

3.2.2.4. Iran
Legal basis

The renewal process for medicinal products authorized in Iran is stated in the law No.
D/1243 dated 9" April 2009 by the Ministry of Health & Medical Education (63) and
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the “GUIDELINES ON REGISTRATION OF PHARMACEUTICAL PRODUCTS FOR
IMPORTS” provide the legal basis for renewal applications for medicinal products

authorized in Iran. (42)
A marketing authorization of a medicinal product in Iran is valid for 4 years. (42)

The renewal application has to be submitted within six months before the marketing

authorization expires. (63); (42)

Required documents

For the renewal dossier it is required to include the following documents: (42)

e Letter of authorization (in copy)

e Valid Representation Registration Certificate issued by the Iranian Ministry of
Commerce

e Certificate of a pharmaceutical Product (CPP)

e A photocopy of the Responsible Pharmacist’s license

e The bank receipt for license renewing fee

e A photocopy of the existing Marketing Authorization License

e An approval issued by the Product License Holder (PLH) or its Marketing
Authorization Holder (MAH) on non-variation in the formulation, manufacturing
methods and manufacturing site, and etc. of the medicine in question

e A sample of the packaging (including the box, label, strip, cartridge or vial,
carton labeling or shrink-wrap)

e A specimen of the product

e The latest approval of the Division of Quality Control Laboratory of Deputy for
Food and Drug on the imported consignment of the medicine in question

Assessment procedure and timelines

The Iranian MOHME does not publish any information about the assessment

procedure and the timelines for approval.
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3.2.2.5. Israel
Legal basis

The basis for the requirement of renewal processes of medicinal product in Israel is

stated in the “Pharmacist Regulations for Medicinal products” from 1986. (64)

Additionally, the Guideline EX 005/02 from 2016 includes all processes for renewal

applications in Israel. (65)

Required documents

Medicinal products, which were authorized and marketed in Israel has to be renewed

every 5 years for the first time. In the Guideline it is stated:

“The director is authorized to renew the validity of a registration of a medicinal
product in the Drug Registry for additional period, each of which is not longer than ten

years, after the expiration of the registration in the Registry." (65)
The renewal follows two steps

1. Atfirst, the MAH has to request a renewal of the “quality certificate” to the

Institute of Standardization and Control of Pharmaceuticals in Jerusalem.

The Institute of Standardization checks the quantitative and qualitative composition of
the medicinal product against the approved specification. After a positive outcome,
the Institute certify, that the medicinal product meets the required standards. (65)

Submission

The renewal dossier for the quality certificate should be submitted as CTD dossier
according to the ICH-M5 Guideline (65). The following parts of the dossier are

required:
Module 1:

e Checklist for submission of renewal application (for chemical entities and
biological.
o0 [Annex XI — Application Form for renewal of chemical entities - Israel]
o [Annex XII - Renewal Checklist for Biologicals — Israel]

e Cover Letter
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e Proof of Payment

e Valid GMP certificate

e QP approval for the active ingredient

e TSE statement

e CEP

e Certificate of Analysis for the drug substance and the finished product

e Valid MSDS for the active substance and exipients

e Currently approved SmPC & PIL

e Summary of validation status and information about the medicinal product for

chemical entities
Module 3:

For the first renewal, it is required to submit all documents from this part of the CTD.
For the next renewal applications the Institute required a reduced Module 3 which

should include the following documents: (65)

e specifications for drug substance and finished medicinal product
e stability data from the last 5 years

e significant Type Il Variations - If significant variations (variations of type Il that
require the replacement of entire chapters in the registration file) occurred
since the last renewal and the version of the file at the Institute does not
correspond to the file in the hands of the MAH as a result of that, a complete
updated file should be filed at the time of renewal.

e For any submission of a complete file a signed statement by the Appointed
Pharmacist stating that the submitted file does not contain any non-reported
changes or changes not approved by the Ministry of Health should be
attached.

The file evaluator is authorized to request the submission of the complete file at

his/her own discretion, even if it is not the first renewal.

Assessment procedure and timelines

Information about the assessment process and the timeline for the approval of a
renewal application are not published.
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3.2.2.6. Jordan
Legal Basis

In Jordan, the renewal application is regulated in the Jordan Law No. 12 of 2013, the
Criteria for Drug Registration from 2015 and Circular No. 2/9/1/12448 of 2015.
(43) (44)

A renewal application should be submitted every 5 years. (66) The applicant should
submit the dossier within 3 months after expiry of the marketing authorization. Every
year, the JFDA informs the local representatives with a list of all renewed products

about the upcoming renewals.

Required documents

For the first renewal of a medicinal product, the JFDA requires the following
documents, which have to be submitted in a CTD structure.

The following documents has to be included in the renewal application (43)
Module 1:

e Cover Letter from local representative, the Marketing Authorization holder or
manufacturer

e Cover Letter from of the technical manager of the company or the responsible
pharmacist.

e Application form - [Annex XllI - Renewal Checklist — Application form for
Marketing and Renewal Application - Jordan]

e Comparison table between registration file for initial registration and re-
registration dossier

e List of all ingredients (human or animal origins) including all relevant
certificates

e Confirmation letter from manufacturer that the manufacturing processes does
not change

e Approval letters from JFDA about all post approval changes

e Technical agreement

e Product Information and approved artworks
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e Summary of Product Characteristics (legalized from the NCA) of the country of
origin

e Price certificate
Module 3:

e Drug composition
e Shelf life specification of the drug substance
e Certificate of Analysis of the finished product

e Stability Studies
Module 5:
e Periodic Safety Update Reports (PSUR)

If it is not the first renewal, the applicant has only to submit a legalized CPP of the

COO and a price certificate.

Assessment procedure and timelines

There are no specific timelines for the renewal. According to the information of the

authority it can take around two years for the assessment of the renewal.
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3.2.2.7. Lebanon
Legal basis

The Decision 528/2017 and 293/2017 provides the basis for the requirement for the
renewal (re-registration) of marketing authorization of medicinal products in Lebanon.
(49); (50)

Since 2017 it is required for MAH to submit a renewal application for all registered
medicinal products to the MoPH (Ministry of Public Health). The Technical Committee
of the MoPH is responsible for all issues related to registrations of medicinal

products.

The Marketing authorization will be cancelled, if the MAH does not submit a re-
registration dossier for all registered medicinal products to the MoPH. Additionally the
applicant has to provide a renewal plan with information about the importance of the
affected medicinal products for Lebanon, the date of the registration and the

countries, where the manufacturing takes place.

For renewal applications where the submission dossier is hot completed until the 31"
December 2017, the marketing authorization will be on hold. This has the
consequence that it's forbidden to bring these medicinal products to the market. They

will be listed as “non-marketed drugs” (49); (50)

In a Memorandum from 2016, the Ministry stated that the new re-registration process
is still ongoing. Therefore it is not possible to give a timeline and procedure about the

renewal process.
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3.2.2.8. West Bank
Legal Basis

According to the Guidance document “GUIDANCE ON PHARMACEUTICAL
PRODUCTS REGISTRATION IN PALESTINE” from 2007, a marketing authorization

for a medicinal product has to be renewed every 5 years. (67)

The renewal application has to be submitted at least 4 months before the MA expires
to the Drug Control and Registration” Department of the MoH. It is possible to submit
the application later, but if the submission will be performed more than 2 months after

expiration date of the MA, the MA will be suspended.

Required documents

The application shall include the following: (67)

e Application form for the renewal — [Annex XIV — Application Form for Renewal
- Palestine]

e Proof of Payment

e Approved method of analysis for the finished medicinal product

e Specification of the finished product

e Current master formula for the product

e Current stability study (Shelf life study)

e Sufficient samples for analysis accompanied by a reference standard material
from the active constituent(s). Palestinian National Authority General
Directorate of Pharmacy Ministry of Health Drug Control and Registration Dept
DC 002-0 37 December 2007

e Samples from the latest secondary packaging materials and from the

aluminum foil primary packaging material.

Assessment procedures and timelines

The Department of Drug Control and Registration reserves the right to ask for any

additional documents with regard to the registered drug file.

A timeline for the procedure and an overview about the assessment report are not

available.
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3.2.3. Renewal application in the Maghreb States

3.2.3.1. Morocco
Legal basis

In Morocco, the following laws mention the obligatory and requirement for the

renewal of marketing authorizations of medicinal product

e Law No. 17-04: Code of Medicine and Pharmacy; (68)
e Circular No. 48 DMP/00: Procedure for the Marketing Authorization Application

of Pharmaceutical Products; (45)

A marketing authorization of a medicinal product has to be renewed every 5 years.
The local contact of the MAH has to submit a renewal dossier 180 days before the
marketing authorization expires. For medicinal products imported from outside the

marketing authorization has to be valid in the COO as well. (45)

Required documents

Concerning the submission of the renewal application, the DMP differs between the
first renewal application and the following renewal applications. For the first review,
the applicant has to submit a full CTD dossier of a medicinal product except of
Module 4 (Non-clinical) and Module 5 (Clinical).

It is required to submit two application forms (45)

e “DMP” application form — [Annex XV — DMP Application Form for Renewal -
Morocco]

e “LNCM” application form — [Annex XVI — LCNM Application Form for
Renewal - Morocco]

For the following renewal applications, it is only required to submit a cover letter,
which states that the marketing authorization will be renewed. (45)

Assessment procedure and timelines

The assessment of the renewal application will be submitted to the DMP. The review
of the quality part of the dossier will be done by the LNCM and the administrative

review by the DMP. Within 6 months, the marketing application will be renewed.
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3.2.3.2. Algeria
Legal Basis

The legal basis for the renewal of marketing authorization is the Decree No. 92-284
of 1992. (46)

In Algeria a marketing authorization of a medicinal product has to be renewed every
5 years. The submission of the renewal has to be done at earliest in 6 months and at
latest in 3 month by the local agent of the MAH before the marketing authorization
expires to the ANPP. (46)

Required documents

The ANPP differs between two types of scenario: (46)

1. In case that the dossier of the initial registration does not changed or if all
variations were submitted on-time (which means that the dossier is at the time
of renewal up-to-date), the applicant has to submit the following documents

e Statement of the MAH, that the content of the technical information of
the medicinal product has not been changed since the first registration

e Proof of payment of the registration fees (also from variations which
were submitted in the last five years)

e legalized CPP from the country of the MAH

2. In case, that the current dossier of the medicinal product does not correspond
to the initial registration dossier or if variations were not submitted previous the
following dossier requirements has to be fulfilled

e Renewal letter (2 copies) and statement from MAH (3 copies) that the
changes of the medicinal product were approved.
e Submission receipts of variations
e CheckKlist list of local application form
e Form A (legalized) —
o Annex XVIII — Annex A Application Form for Renewal - Algeria
o Annex XVII — Application Form for Renewal - Algeria
o Annex XIX — Annex Il Application Form for Renewal - Algeria
e CPP and/or marketing authorization Approval letters with annexes

issued by the country, where the MAH is stated

40



Maintenance of Marketing Authorizations in the MENA Region

e Manufacturing license for all sites involved in drug product
manufacturing.

e GMP certificates for all sites participating in the drug product
manufacturing.

e Free On Board (FOB) price attestation

e Therapeutic information form

e 1 finished product sample along with the corresponding original
certificate of analysis;

e Copies of certificate of analysis for the active ingredient and excipients;

e Updated soft copy of the Common Technical Document (CTD) Module
3 (no hard copy is needed; only a CD/DVD) in addition to the updated
labelling and summary of product characteristics;

e Proof of payment of the registration fees;

e Authenticated certificate of suitability (CoS) or Drug Master File (DMF)
with letter of access;

e Statement mentioning all the parties involved in the product
manufacturing;

e Copy of the Active Pharmaceutical Ingredient (API) GMP certificate;

e Variation forms signed and stamped by the MAH.

Legalization of required documents has to be done by the Chamber of Commerce, by
the Ministry of Foreign Affairs and by the Algerian embassy in the country of origin of
the MAH)

Assessment procedure and timelines

The renewal will be assessed within three to six months by the ANPP. (46)
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3.2.3.3. Tunisia
Legal basis

In the Tunisian Law No. 85-91 from 1985 the requirement for MAH to renew the

marketing authorization of medicinal products marketed in Tunisian is included. (69)

Additionally the Order from the MoH from 1996 describes the obligation and

requirements for a renewal application in Tunisia. (70)

A marketing authorization in Tunis is valid for 5 years. A renewal application has to
be submitted by the local contact point of the MAH 6 month before expiry date (51).

Required documents

The Tunisian law divides the requirement of the renewal application into two

subgroups.

For medicinal products manufactured in Tunisia the following documents has to be

included in the renewal application: (51).

o Cover letter

e Application sheet in French signed by the applicant responsible
pharmacist

e A Certificate from the responsible pharmacist of the company attesting
that there is no change in the medicinal product files that had been
submitted for the initial registration

e GMP certificate of manufacturing sites for the finished product

e Updated SmPC (Word and PDF versions)

e Proof of payment for the renewal fee

e Two samples of the medicinal products (Tunisian market sale model)

accompanied by their certificate of analysis.

For medicinal products imported into Tunisia, the above mentioned documents have

to be submitted too. Additionally it is required to submit: (51)

e Copy of the updated Marketing authorization in the country of origin
(CO0)
e CPP from COO
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e Approved SmPC in the country of origin (COO)

e Two sale model samples (Country of origin market) and the
corresponding certificates of analysis

e Certificate of wholesale price excluding issued by competent authorities
in the country of origin.

Procedure and timelines

The timeline for the renewal assessment is due within 15 days. (51)
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3.2. Other procedure to maintain a marketing authorization of a
medicinal product in the MENA region

In all countries of the MENA region, a marketing authorization of a medicinal product
will be suspended, if the benefit-risk relation is negative and if there are high risks for
the public health.

A MA for a medicinal product can be withdrawn, if the qualitative and quantitative
composition of the finished drug product does not fit with the specification submitted
within the application for marketing authorization or if the documents provided in the
initial registration are not in line with the manufacturing and pharmaceutical profile of
the medicinal product. In some countries, it is required that at least 2 of 3 batches
have to be compliant with the approved drug specification; otherwise the MA will be
withdrawn by the NCA.

For imported medicinal products, it is required that the MA in the COO is still valid.
Otherwise this could be an entitled reason to withdrawn the marketing authorization
in the affected country.

Additionally a large number of MENA countries implement regulations, which defined
that if the medicinal product is not placed on the market over a certain period, the

marketing authorization will be cancelled.

This procedure is well known in the European countries as “Sunset Clause”. The

EMA defines the term as follows:

“The so-called "sunset clause" is a provision leading to the cessation of the validity of

the marketing authorization...” (71)

The EMA differs between two possible scenarios to withdrawn a marketing
authorization according to Sunset Clause: (71)

e if the medicinal product was not placed in the market within three years after the
initial marketing authorization.

e if the medicinal products is not marketed for three years

Many countries of the MENA region implement similar rules, but in the opposite to the
Member States of the European Union, the marketing authorization will be cancelled,

if the medicinal product is not marketed within a defined period of time after getting
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the approval for MA. Only in a few countries of the Levant states and in Morocco,

there are also other defined requirements to obtain a MA in these countries.

For medicinal products registered centrally in the GCC States, a marketing
authorization can be withdrawn if the medicinal product is not placed on the market
within two years after approval. It is required that the medicinal product is marketed
at least in two countries of the GCC otherwise the marketing license will be

suspended. (72)

The following tables provide an overview about existing rules regarding sunset clause

in each country.

3.2.1. Gulf States
Table 1: Overview about Sunset Clause in the Gulf States
Country Sunset available Timelines Other requirements
[Yes/No]
KSA No N/A N/A
UAE Yes 12 months - Medicinal product

has to be marketed
within 12 months

after registration

Bahrain No N/A N/A

Oman No N/A N/A

Qatar Yes 3 months - Sunset clause for
GCC

- Pharmaceutical
company does not
marketed registered
products for 3
months (the
registration of the
pharmaceutical
company will be
withdrawn) (40)

Kuwait Yes 2 years - Medicinal product is
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not imported within 2
years after
registration

3.2.2. Levant States

Table 2: Overview about Sunset Clause in the Levant States

Country

Sunset available
[Yes/No]

Timelines

Other requirements

Egypt

Yes

18 months
2 years

- product has to be
manufactured locally
within 18 months
(42)

- product has to be
manufactured or
imported within 2
years from expiry
date of the last batch
(41)

Iraq

Yes

1 year

Medicinal product

has to be marketed

within 1 year after
initial MAA (73)

Kurdistan

Yes

1 year

- Same requirement

as in lraq (73)

Iran

No

N/A

N/A

Israel

No

N/A

N/A

Jordan

No

N/A

N/A

Lebanon

Yes

1 year

- product has to be
marketed within 1
year after registration
(74)

- if the sales of a
medicinal product is
very low, the MAA

can be cancelled
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(74)

West Bank No N/A

N/A

3.2.3. Maghreb States

Table 3: Overview about Sunset Clause in the Maghreb States

Country Sunset available Timelines
[Yes/No]

Other requirements

Morocco Yes -12 months
- 6 months

- medicinal product
has to be marketed
within 1 year of
obtaining a license
- continuous supply
of goods over 6
months and
maintenance of
safety stock required
(75)

Algeria Yes 12 months

- medicinal product
has to be placed on
marketed within 1
year after registration
(46)

Tunisia No N/A

N/A
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3.3. Harmonization of renewal procedure in MENA region
Inside the MENA region, there are three subgroups, but only the Gulf States has

developed a central renewal procedure for marketing authorizations.

Legal Basis

In Article 29A of the “Executive Board of the Health Ministers’ Council For GCC*, a
marketing authorization for a centrally registered medicinal product in the GCC region

is valid for 5 years. . (76)

In case that the medicinal product was centrally approved by the GCC-Drug
Registration Committee (GCC-DR), the renewal application has to be submitted

within 3 months before the marketing authorization expires. (76)

Required documents

For products, which were authorized centrally via GCC-DR, it is not obligatory, that a
local contact has to submit the application to the authority. The marketing license will
be cancelled, if the applicant fails to submit a renewal application within 6-months

after the expiry of the MA.

The following documents should be submitted to the committee of the GCC-DR,

which is responsible for renewal of medicinal products: (76)

e Application form
e CPP or certificate of free sale legalized by the NCA of the COO
e List of manufacturers including the countries, who handle the medicinal
product
e List of countries, where the product is
0 authorized
0 not authorized and the reasons
e Currently Approved EN version of the SmPC or PIL from COO (approved by
the NCA of the COOQO)
e List of all approved variations and re-registration applications
e Declaration form MAH, that there is no change of the medicinal products. In
case of any changes of the medicinal products (quality, safety or efficacy
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related), the applicant has to submit the changes together with the re-
registration dossier

e Update of Stability data and stability study for two batches

e Certificate of Suitability

e Drug Master File from Manufacturer (in case, if CEP is not available)

e Methods of analysis for finished product according to the last approved
Pharmacopeia

e Certificate of Analysis for finished medicinal products

e result of follow-up studies the product-marketing

e Commercial Samples

e Sample or Artwork for External Package

For biologicals or herbal medicinal products, the Committee required the following
documentation additionally:

e Microbial Contamination Test for oral solutions (if one of the excipients are

animal or plant origin

Assessment procedure and timelines

The timelines for the approval of a renewal application and the assessment

procedure were not communicated by the GCC-DR.
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4. Differences and Similarities to European Procedures

The previous part describes the renewal procedures and maintenance procedures of
MA in the MENA countries.

For pharmaceutical companies located in Europe, it's more interesting to know the

similarities and differences to known European Procedures.

4.1 Renewal procedure for medicinal products authorized via
CP, DCP and MRP in the European Union

To get a better overview about the differences and similarities of maintenance
procedures of MAA between the countries of the European Union and the MENA
region, it is important to get an overview about renewal procedures for medicinal
products authorized in the Member States of the European Union. In Europe there
are three possible procedures to receive a MA for a medicinal product in the member
states of the EU.

4.1.1 Centralized procedure

The centralized procedure allows medicinal products to receive MAA in all Member
States of the EU. For drug substances against cancer, metabolic diseases, infectious
diseases, and biologicals, it is required to submit an application for MA via the

centralized procedure.

Legal framework

In the European regulation EC 726/2004 it is stated, that a MA for medicinal products
authorized via CP is valid for 5 years. The EMA Guideline “Guideline on the
processing of renewals in the centralised procedure” describes the renewal process
for CP products. (77)

The applicant has to submit a renewal application to the EMA within 9 months, before
the MAA expires. It is required, that the Applicant appoints a submission date to the
EMA. This step is important, because the EMA has to agree the proposed
submission date with the Rapporteur and Co-Rapporteurs. (77)
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Required documents

The Applicant has to submit Module 1 and Module 2 of the dossier. Module 2
contains the Quality Addendum, Non-clinical and Clinical Addendum. The Risk-

Management Plan has to be included in the dossier too. (77)

All required documents are listed in Annex XX — Required documents for renewal of

CP products

It is possible to include changes in the renewal application. This has to be stated in
the application form. If new clinical studies are available, it is obligatory to submit the

data within the renewal application. (77)

Assessment procedure and timelines

The CHMP and the PRAC are involved in the assessment of a renewal application
for a medicinal product. If the Rapporteur and Co-Rapporteur agree, that the benefit
risk evaluation is positive, the CHMP recommend a positive opinion. This means that

the MAA will get either an unlimited validity or validity for five years.

If the CHMP comes to the output, that the benefit risk evaluation is not positive and
that the medicinal product has a potential risk for the public health, the Committee will
adopt an “unfavorable” opinion. The MAA will suspend and be withdrawn from the

European Market. (77)

The EMA will prepare an update of the European Public Assessment Report (EPAR),
reflecting the renewal assessment and CHMP opinion. After the Commission
Decision on the renewal, the updated EPAR shall be published.

The renewal process takes 120 days. (77)
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4.1.2 Decentralized procedure/Mutual recognition procedure
The DCP and MRP procedures are two other options to authorize a medicinal
product in countries of the European Union. In opposite of the centralized procedure,

the MAH can select in which countries

Legal Basis

In Article 24 of the European Directive 2001/83/EC, it is stated that a MAA for a
medicinal product is valid for five years. If the the MAA is renewed for once, the
validity will be unlimited. The “Guideline on the Processing of the Renewals in the
Mutual Recognition and Decentralized Procedure” describes the renewal process for
medicinal products, which were authorized via DCP or MRP. There is no difference
between the renewal application of medicinal products authorized via DCP or MRP.
(78)

The Applicant has to submit the renewal application within six months before the
MAA expires. (78) It is important that the Applicant agrees a “common” renewal date
with all Member States, which were involved in the process. (78)

Required documents

As for the renewal application for MAA authorized via Centralized Procedure, the
Applicant has to submit the whole documentation of Module 1 and Module 2 (see

Annex XXI — Required documents for renewal of DCP or MRP products).

The dossier should be submitted in eCTD. (78)

If Applicant wants to implement new amendments in the Product Information, it has to

be discussed and agreed with the RMS before submission.

Assessment procedure and timelines

The aim of the renewal application is to assess the benefit-risk evaluation of a

medicinal product based on new information and on PSURs.

During the renewal procedure, variations should not be included in the renewal
procedures. However it is permitted to include administrative changes of the Product
Information together in this procedure. The changes need to be listed in the

application form (see Annex). It is recommended to discuss proposed amendments
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of the SmPC together with the responsible RMS before submission of the renewal
application.

The timeline for a renewal for medicinal products authorized via DCP or MRP is
around 90 days. During this time, a clock-stop period is possible. The Applicant may
send further documentation to the RMS & CMS upon request within 30 days after the
start of the clock-stop period.

It is possible to submit a “shortened” renewal application. This will follow a 30 days
procedure. In this case, a clock-stop is not possible and the RMS will leads the
assessment of the renewal.

After the first renewal, the MA will have an unlimited validity. In some exceptions, it is
possible that the RMS required a renewal after 5 years.

4.1.4. Other maintenance procedures in the European Union
To maintain a MA for a medicinal product in the EU, it is required to obtain the sunset

clause for medicinal products authorized under regulation 2001/83/EC.

For centrally authorized medicinal products it is stated in Article 14 of the regulation
726/2004 and in Article 24 of the regulation 2001/83/EC, [which is also valid for
medicinal products authorized via DCP or MRP], it is stated that a MA will be valid, if
one presentation of the medicinal product is placed on the market. If a medicinal
product is not marketed within 3 years in any Member State of the EU (including the
EEA States as Norway, Island and Lichtenstein) the MA will be withdrawn from the
pharmaceutical market. (79)
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4.2. Differences and Similarities between the procedures in the
MENA Region and the European Union

In the previous parts of this master thesis, several procedures to maintain a MAA in
the MENA region and the European Union were discussed. The differences and

similarities will be shown in detalil.

Validity

All MA in European countries and in the MENA countries have a validity of 5 years,

except Iran, where a MA for medicinal products is valid for 4 years. (42)

The main difference is if the first renewal application for a MAA authorized via CP,
DCP or MRP is positive, the MAA has an unlimited validity. But this comes with an
exception, except for medicinal products, which were authorized under “conditional
approval or exceptional circumstances”. For these products, they have to be renewed

again.

All NCA's of the MENA countries require a renewal application for every five years.
That also applies, even the qualitative and quantitative composition of the medicinal
products does not change or the benefit-risk evaluation remains the same as in the

initial application.

Date of Renewal

To maintain a MAA via a renewal application, applicant has to submit the dossier
within 9 months for medicinal products authorized via CP, and 6 months for medicinal
products authorized via DCP or MRP. In the MENA region, the timelines for renewal

are quite different.

A majority of the MENA countries have a renewal timeline of 6 months before
expiration of the MA. In several countries the renewal application should be

submitted within 3 months.

Required documents

The Applicant has to submit the Module 1 and Module 2 of the CTD to the Authorities

for renewal application of European MAA.
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In most cases, the NCA of nearly all countries of the MENA region requires
documents from Module 1 and Module 3. The overall summaries of the quality, non-
clinical and clinical part are not part of the assessment of the benefit-risk evaluation.

The European CA does not require documents for Module 3, only on request.

This is a main difference between MENA and Europe, because the assessment of a
renewal application based on information provided in Module 2. For NCA of the
MENA region, the assessors are focused on data based on the CMC part of a
dossier, because most of variations affect the quality of a medicinal product. The
assessment of the benefit-risk evaluation based on the summaries provided in
Module 2 is not sufficient for the NCA of the MENA region.

For the GCC and Levant States another possible reason could be that the data in
Module 3 should improve, that the current manufacturing processes, the analysis and
the specifications are up-to-date and not been changed without a corresponding
notification to the authority. This fact could be seen as “additional” control from the
NCA to avoid medicinal products with content which were not approved by the

authorities.

This “additional control” could also be a possible reason, why the applicant has to
provide a list of all submitted variations including the approvals of the NCA. It can be
seen as further measures against corruption, because the MAH’s and manufacturers
cannot implement changes in the quality and quantity of a medicinal product without
approval of the Authorities. This also indicates that the confidence of the Authorities

to the manufacturers and MAH'’s is not stabilized enough and it can be disassembled.

For imported products or medicinal products, where the MAH is stated outside the
affected country, the applicant has to indicate that a MAA is still valid in the COO.
This can usually be done by submitting a CPP either from the origin country of the
MAH (if outside the affected country) or of the country where the manufacturing takes
place. In some countries it is also required to submit a list of all valid MAA in the
world of the relevant medicinal product. For European renewal procedures, a CPP is
not required for submission. Most of the medicinal products authorized in the MENA
region are mostly imported from European countries and the USA. On the one sid the
initial applications for new drug substances will be done in these countries. Most of

the MAH are located there, the development of potential new drug substances takes
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place there and both markets rank among the most important markets for

pharmaceuticals in the world.

On the other side the development of innovative medicinal products in the MENA
region is not on the same level as in USA, Europe or Japan. The missing innovations
and regulations for potential new drugs are still under development and it will take
decades to reach the same level regarding development and marketing of medicinal

products as the EU, USA and Japan.

The format of the submission dossier is another point, which should be considered.
This point indicates only exceedingly few differences. Most of the MENA countries
require a CTD according to ICH-M4 as in the European countries. Only in Lebanon
and Egypt, a submission of the dossier as CTD format is still not possible. The
dossier language is English, except in the Maghreb States. In these countries, the

applicant has to provide the documents in French.

Assessment procedure

The assessment of renewal applications for European MAA is quite simple. The
benefit-risk evaluation will be assessed based on the overall summaries. For NCA
from MENA, the assessors evaluate the benefit-risk evaluation based on the data

mainly provided from Module 3.

The difference in the approach of an assessment of a renewal application could be,
that most of the NCA in the MENA region are relative “young” in opposite to the
European NCA and not so much experienced with renewal application. In several
countries, such as Lebanon, the obligatory for MAH to renew the MAA of their
products was introduced in 2017 and also the renewal procedure for medicinal
products authorized via centralized procedure of the GCC-DR is not as long as in

Europe.

Another important point to consider is, the NCA of the MENA countries included
other activities (eg. inspection of the local manufacturing) in the assessment of the
renewal process. For European procedures, an inspection during a renewal
procedure is not required. This additional inspection is time consuming and cause

longer periods for the assessment of renewal applications.
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In opposite to the renewal procedures for marketing authorizations granted via CP,
DCP or MRP, the applicant cannot submit variations within the renewal applications.
The authorities recommend that all important variations, which may have an impact
on the safety, efficacy and quality of a medicinal product, should be submitted and
approved prior to the renewal application. This is also a reason, why the applicant
has to submit all variations, which were submitted and approved prior to the renewal
application- due to the fact that the Authorities try to avoid additional workload during
the renewal process. Another plausible reason could be, that the NCA does not have
enough resources for the assessment of variations and renewal application on the

same time.
Timelines

For renewal application for CP, DCP or MRP products the timeline is 120 days. This

consists of 90 days of assessment for the authorities and 30 days as “clock-stop”.

Sunset clause

To maintain a MA for a medicinal product via Sunset clause exist for all European
procedures and for the MENA countries. The requirements are nearly the same,
except in Lebanon. The special situation there is that if the sales numbers for a
medicinal product are not high enough, the product will be withdrawn from the

market.
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Fact Sheet

Table 4:Differences and Similiarites between EU and MENA

Renewal MA — EU

Renewal MA — MENA

Validity

5 years for initial MAA,

unlimited validity after renewal*

Every 5 years

(Iran 4 years)

Renewal Date

9 months for CP products
6 months for DCP/MRP

3 — 6 months

products
Important requirement N/A Valid MAA in COO
Required documents Module 1 Module 1
Module 2 Module 3
Module 4
Module 5

e Documents will be
provided in English

language

e Documents will be
provided in English
language (except
Maghreb States**)

Assessment Assessment of benefit-risk Assessment of benefit-risk
evaluation evaluation
Submission EU- e-CTD CTD (hard copy and soft copy),
(no paper submission) additional paper submission
optional
Timelines 120 days (90 days assessment | 15 days — 24 months

+ 30 days clock-stop) - CP
90 days (DCP/MRP)

Inclusion of other

applications within renewal?

Yes
e variation can be
included within renewal

application (for CP)

No
e variations cannot be
included within renewal

application

Mock-ups required

No

Yes
(not for all MENA countries)

Shortened renewal

applicable?

Yes (for DCP/MRP)

No

(except Morocco)

Sunset clause available

Yes

Yes
except

* except for medicinal products authorized under “conditional approval” or “Exceptional circumstances”

** documentation should be provided in French
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5. Summary, Discussion and Outlook

The detailed reflection of procedures in the MENA region to maintain a marketing
authorization for a medicinal product shows, that the regulatory affairs for medicinal
products is in an ongoing process. During the time, many authorities in the MENA try
to improve the procedures and regulations for pharmaceuticals. Especially due to the
increased need of medicinal products and the development of the pharmaceutical
sectors of local and private manufacturers, the authorities and institutions develop
and improve existing laws and regulation to facilitate the post-authorization
procedures in the MENA region.

On the other side this master-thesis also shows, that many NCA in the MENA region
are still not enough regulated. Many issues need to be improved in future as the

transparency and timelines for renewal procedures in the relevant countries.

The renewal applications for medicinal products authorized in the MENA region are
(dependent from the country) very demanding. All NCA'’s in the region requires
further renewal applications of a medicinal products, even the quality and the
composition of the medicinal product does not changed.

These further renewal applications are not necessary, due to the fact, that neither the
composition nor the quality of a medicinal product changed. Additionally the
assessment of a renewal application is not transparent; in some countries as in
Tunisia, the renewal application takes only 15 days, in Egypt the assessment can

take up to 2 years.

There are some similarities between the European procedures and the procedures in
the MENA region. Nearly all MENA countries, except Egypt and Lebanon, require a

CTD dossier, in the Gulf States a submission even as eCTD is mandatory.

The main difference between European procedures and MENA procedures for

renewal applications is the required documents.

Whereas the European HA'’s require the submission of Module 2, which contains the
overall summaries for the quality, non-clinical and clinical part of a dossier, none of
the HA’s in the MENA region requires documentation from Module 2. In some
countries, it is obligatory to include documents from Module 4 and Module 5 into the

renewal application.
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The most of the authorities in the MENA require the submission of documents from
Module 3. These documents will not be provided to the European HA'’s at time of

renewal.

Regarding sunset clause, there requirements for medicinal products authorized in
Europe or in the MENA region are nearly the same. In this case it is interesting to
see, that a medicinal product can be withdrawn from the Lebanese pharmaceutical
market, if the sales numbers are not high enough, even the medicinal product is

placed on the market.

The maintenance procedures in the MENA are very individual and none of the
countries accept the approval of a renewal from another MENA country, especially
for the Levant and Maghreb States. For these subgroups, there are no “recognition”
procedures for renewal applications. In this case the Gulf States are further
developed, because it is possible to maintain one MA for a medicinal product,
centralized via GCC-DR. The renewal for a MA is valid for all member of the GCC.

The objective of this thesis shows, how demanding the MENA region is. Especially
for small and medium enterprises it is very difficult to authorize and maintain a MA for
a medicinal product, due to the fact that besides the high request of documents, a
local agent is required for all countries of the MENA region. Only in case of a
centrally MA via GCC-DR, a local agent is not necessary.

In the author’s point of view, the pharmaceutical sector of the MENA countries and
the maintenance procedures for MA of medicinal products are in development and it
can be expected with great confidence, that the regulatory procedures will be much

better as today.
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Annex | - Application Form for Renewal application in KSA
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Climical Analbvsis Laboratory

Mame:

el el ik

o

Emal:

License M. s il
Provimce: ikl
T T
Phons: iyl
Ftension: sl
Fax: il
Extension: il gas

Mlalmz Address:

Contact Person Nams

Climics and Inpatient Fooms gl i £ il
Tame: e |
Licemse M. s Jll Ay
Provmie: ki
City: o
Phons: iyl
Exfension: ligad
Fax: E
Extension: Al

Email:

Mlailmz Address:

R

LAl o el

Contact Person MName

:_;_l._'|_l|:| _,;hL 2ess

Center Manager Information

Hama:

] it gl

Hatiomal ID Murmber:

ALl £

Expirv Date

elginfl s s

Professional Fegistration IT No.:

T T
_"_.e.l..._q__'.h_...l_";..:.__

Expiry Date

sl f s

Mlobde:

Emnail:

e

i.'!l:inn 3.2-19/12/2013
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Eesponsible Person for Clinical Laboratory G el e [ i gl

Hame: + adfl

Natiomaliry: Al

National ID/ Igamah No.: Al 4 gl

Expiry Date elyzll f 5

Professional Fegisoation ID No.: sl bl A8k A

Expiry Date elgill G J5

Mlobde: Dl

Email: ST 1
o gl ] gl o il ] 2 el il s [ o] gyl

Responsible Person for Pharmacentical Products Analysis in Biolegical Fluds

Mame: |

Natioaliry: I

Natiomal IDV Igamah No.: Ak i gl

Expiry Date: elgznll g s

Professional Fegismation ID Mo.: )

Expiry Date

Mlobile:

Email:

Responsible Person for BE & BA studies

Hame:

Natiomality:

Natiomal 1DV Igamah M-

Expiry Date

Professional Registration ID No.:

Expiry Date

Mlohile:

Email:

Responsible Person for Quality Control

Name:

Natioaliry:

National 1DV Igamah Mo gLy TR

Expiry Date: el g s

Professional Registration ID No.: s il b Ay

Expiry Date sl g

Mabile: Jedl

Email: 1 u
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e

Natonaliny.

:;-I.-:n.i'

HNatiomal ITY Inamah Mo

AL gl

Expiry Date el g s
Professional Resistration ID No.: il el Al by )
Expiry Dater zelgzadl e s

Mlobde:

el

Emnail:

L

Responsible Perzon for Quality Control

bagadl A2 o o el

Name:

: pedfl

HNatiomal IDV Igamah Mo.:

Ml gl A

Espiry Dat=

el o

Professienal Fegismanon ID Me.:
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Expirv Date:

el o
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Wl

Emnail:

| Eesponsible Person for DPIC
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Ja A il

il 5 S gl e e g ]

. - el

Natiomal IDV Inamah Mo.:

Sl i gl gl A

Expiry D selgial f J
Professienal Fegismaton ID Ma.: il o) Al G )
Evpiry Date il m e

Mfobile:

Wl

Email:

P A

Nanne:

. peayt
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il

HNatiomal TV Inamah Mo :

AL o i gl A

Expiry Date: el s s
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L
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Fax Mo <l A
Extension: il gus
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Maling Address: gl

S e el e ) 9 i ) il i e ot
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o e o o io i
Contact Name |
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Extension: il gad
Mfobile: Dpdl
Invoice No. (Sadad): | ) it |
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Center AManager Commitment el it i
In caze of terminaton of oy conmct with the Bl (s S Il a el (D B et
establishment/companry for amy mason T promisa to inform .L:hﬁgfiiq;:;ﬁldg_,‘:iuﬂi'.l":é;i_;j?_ixﬁjl
SFDA within fifiesn days s@rt by last working day.

1 hawve read all temms and conditions of the Dmg O puinoanl] y Sl AT AT By g gl ABEE S A
Establizhment Execuiive Guidslines issuad by Roval 4 H2EMEM fa 5y 315 5 A g iyl Ll
dedizion Wo. M31 dated 1061425 Hj, (Publizhed n polla gl gl el Lo o L gl y (g g ey ol
SFDA web site) and T promise to follow all fs content and L8 Clwlin o o) Tl g L€ Eogll a7l ) By
amy regulations followsd. Also I promise to follow any o)l g Ul e i s i
regalation izsued by SFDA m fisure.

Manager Signature: - gl o g3
Mame: audf
Diarte- g
Siana - sl
Signature shouwld be mnﬁrﬁled by Commercial Chamber ! e et o2 i’ i
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stamped by company's samp and considered as an official Sk A D s gB 1y sbafl b i
copy. [ take the exireme responsibility for any forgery o - ol o e i L ey S
incorrect information on these doouments.

I promise o update any chanzes m the curent informaton e izt gh o 35Sl Sl e Jum gl
I harve read all ferms and condittons of the Dmg O puannadlly Chiiall dBS LA ) ol g g gl 3BE i F
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regulation issued by SFDA m fisume.
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Diate- gl
Siamm- gl
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Annex Il - Application Form for Renewal of a conventional medicinal
products UAE

T S f - PP S | Pl R )

AL .:'_.I_"_. 4 et 115 5l 5 a

UNITED ARAB EMIRATES
MINISTRY OF HEALTH & PFPREVENTION

DECLARATIONS FOR RENEWAL OF REGISTRATION OF A

CONVENTIONAL PHARMACEUTICAL PRODUCT
»  Read the accompanying notes carefully before completing this
application, any incomect Information will delay the process of
regisiration for the prodoct.
»  Declaration should be properly filled, signed and stamped and no
handwriting or cormection is
v The original cerfificate of principle product and (2) samples+ Certificate
of analysis should be submifted along with this declaration.
» A copy of CPP should be submitfed along with this declarafion.
»  Two seis of oufer pack, inner label and package inserf with a soft copy
in a labeded CD in 2 JPEG format should be submitted along with this
declaration.
»  Soft copy of renewal file should be submitfed in a labeled CD
»  This Form is for each product stremgth
»  This Declaration should be submiffed during 3 months before the
registration of principle product expiry, otherwise the registration of the
product will be cancelled
» A scanned copy of the Remewal Declaration [Section B is accepfed
until the onginal declaration is ready for submission
»  Fees should be paid before submission.
Application Mo
Received Date
Received By

Section A: Product Details

A.1 Details of Local Distributor

Mams
s
Mo. & Expiry
. Gate

Address
= e
_Address -

Ted : Fax |

@ s s e e e s s s e o e e 8 e 8 3 e i e

=-mail

i
Marketing  {
1 i

Haolder

Page 1 of 13
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MINISTRY OF HEALTH & PREVEMNTICHM

Bl Slla oo 3uTlTilpl e’

[ e A .'-_.I_-s-; 8 sl 5 5l

UNITED ARAB EMIBEATES

Address/Girest

City

. Posial
Website: Code

A.3 Details of product

Marne of
Product
Active
_Ingredient (s)
Dgsage Form
ard Unit
Strength
Registration
Mumber in
- UﬁE- - SLRT TID BT R T Y B TEE T I B T B )
Diate of first Diate of last
Registration in Registration in
= UAE
Registersd
FPacks Size(s)
Cesoribe the
packaging of
primiary
andfor
sacondary
material and
color of pack
Shelf Life at
la=st
- [Eflistration
Storage
Conditions | .
Registration Status in other countries since 5 years (List of countries)

Has the Product been subjected to any Minor Variation According to UAE MOH Guidelines?
vee [ Mo O

It ye= pleass aftach a copy of the Minor Varation Hotificationia).

Page 2of 13
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UMITED ARAB EMIRATES
MINISTRY OF HEALTH & PREVEMNTIOMN

Fup=te
Zdn

FProduct has been on the UAE market duning last 3 years?
vee [ Ho O

Product has been banned or cancelled inthe country of ongin or any couniry the product
marketed in it simee last 5 years?

Yee [ Hio O
It, ye= pleasa give datall =)

Product has been recalled in the country of ongin or other countries where the product is
marketed or from UAE market since last 3 years?

vee  [] Ha O

If yes, pleass provids the racall report within & months from the renewal daclaration submission dats:

| €D Marcotics]

| CO{A) [Controlled Drug A]

Mode of dispensing at | CO{B) [Controlled Drug B]

|lz=t registration | POM [Prescription Only Medicing]

| P [Fhamacy Medicine]

| |

i G355 [Zeneral Sale Supsmarket]
Has thers been any change in mode of dispensing in the last five years in the country of
arigin?

vee [ Mo O
It, yes please give detall sf:

Has there besn any change in mode of dispensing in the last five years in LAEY
No

Yos
It, ye= pleasa give datall [s)
=  Single: Average ... Masdmum.. ...
Recommended dose v Daily Average. ... Mlaedmum. ...
Therapeutic
Classification (s)
&
Clinical Indication [s)
at last Registration
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UNITED ARAB EMIRATES =
MINISTRY OF HEALTH & PREVENTION  [NSEE (- WP - S [} ]

ylm =

i

Have the Arabic/English leafiet been presented with the product dunng the |ast registration

¥ H
It Mo, pleass give detall (a) = O . =

Regarding the Phamacoigilance programs, has there been a compliance Protocol for LAE
rmarkst?
vee [ Hae O

If Yes, please answer the following questions:
Dz you conduct any Pharmacovigilance activities in LAET
Yez [ Ho O

Hiow often the PEUR report has been submitted fo Registration and Drug Control
Department?

Ewary & months ] Every 12 montha [ Others. Specify [As per currsnt UAE requirsments) []

Has there been any unexpected or serious Adverse Event occurmed?
Yas a Hio O
If, yea pleasa give datall [z)

Has there been any unexpected or senous Adverse Drug Reaction occumed?
vee [ mHo [
It, yes pleass give oatall [5)

b= the Froduct still under patent protection in COO?
vee [ Ho [l

It ¥z, Alll the Tollowing defalls:

— - Address of
Description of Fatent Murber ng of vsj_;?:y Fatent Holder patent office
patent Ry Issued / Country
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UNITED ARAB EMIRATES
FMINISTRY OF HEALTH & PREVENTICMN

Qualified Authorized Person Details

Qualified Authorzed
Perszon

Qualifications
[Mention briefly]

City Ciounitry

TelFax

International Code F.0 Box

Miobile Phone Moo E-mail

HOTE: Please attach letter of attomey for the gualified authorized person from the company
menticnimg his'her qualifications and responsibilities.

A.4 Declaration

- | hereby make application for the abowve product to be renewed.

- | declare that all of the information provided abowve is true & comect If the
information is incomect. misrepresented | am willing to accept denial of
pemission or termination of this case.

- | declare to provide any documents required.

- | have a standard operating procedure for handling adverse reaction reports on
its products.

- | hawve a standard operating procedure for handling batch recalls of this
product.

- The product covered by this declaration will not be marketed, if any chanpe in
the ownership, addressilocation., manufacturer., therapewtic indication,
packaming of the Principal product without Informing the Drug Control
Department.

- We acknowledge and agree that in the event that there is an unauthorized
change in the manufacturer, ingredients, pharmaceutical formulation, dosage
form, strength, manufacturing process, labeling or commercial presentation and
packaging of the Principal product, will be subjected to the following action.

- Drug Control Depariment suspend the registration of product, and
- | will voluntarily recall the product from the market.

- We agree that the manufacturing site mentioned in the declaration may be
subjected fo inspection any time decided by Drug Control Department to ensure
the GMP compliance. The cost of Inspection shall be at our expense.

- Finally, we agree and bind curselves that any material change in formulation,
labeling, and technical specification in the product in the future will be duly
communicated and cleared with the Drug Control Department

- | hereby declare that | am aware of and comply with pharmacovigilance system
on behalf of the company, and | will notify the Drug Control Department with
any Information related to safety, efficacy and guality of the product.

- | acknowledge and agree that if there is an unauthorized change in the above
information will be subjected to the following action.

&  Drug Controd Department suspend the registration of product, and
... 1will voluntarily recall the product from the market.

Page 5o0f 13
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UMNITED ARAB EMIBEATES
MINISTRY OF HEALTH & PREVEMTICMN

Signature:

Stamp:

Bl on il a1V Sl 3l W

A,

Mame of the Authorized and Qualified Person:

e I SR
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Section B: Product Formulation Details

B.1 Qualified person responsible for batch release
(in Manufacturing site)
Clualified Person
MName
Address
Postal Code
City Country
Tel Fax
- Blobile
E-mai phone Mo
B.2 Manufacturing Site (s)
Manutaciurar(z) of the medicinal product
Mame
Address
Fostal
Ciode
Cily Country
Tel Fax
Website
address
Latest GMP
Certificate
Dietails +
Expiry date
Has the manufacturing Site been registerad in Dﬁ Contrel Department in LIAE?
Yos ﬁ Mo
It, e pleass give the certifcats Mo. and It expiny date:
CERF No.: EXP. Date:
Page Tof 13
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UMNITED ARAB EMIRATES = AT | - W | P WL
MINISTRY OF HEALTH & PREVENTION  [% -"i.:iul o Lyl By gi_a _oali5ylhe
Pl
i

Functions performed by the manufacturing site

Total manutaciunsr [ Bulk Manufachurer []  Packagingis labsling [] Batch releaser []

Give brief description :

If the Manufacmrer is not the same as the applicant for renewal, indicats relationship
[ contract Manutactursr [] Toll Manufaciurar

For each manufacturing facility please refill part B.2

B.2A For Blood products and Vaccines

State laboratony or laboratory desionated for official batch release

Mame
Address
Postal Code
City Courtry
Tel Fax
Mobile
E-mail Fhone
=]

Eriel descriphon of the TUncions pa‘f-:rrmed..

B.3 Qualitative and Quantitatire composition in fterms
of the active substance(s) and the excipient(s)

Name of Active - . Quality standard
ingredient QuantityUnit Dose [Ph Eur{ BP ! U5 i House]

Mame of ChuantityLinit . Quality standard
Excipient [s) Diose — [PhEur ! BP | LIE | House]
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UMITED ARAB EMIRATES
MIMNISTRY OF HEALTH & PREVENTICMN

B.4 Ingredients of Animal Origin

Ingredient (s} of animal crigin contained or used in
the manufacturing process of the medicinal product

Animal ongin susceptible to TSE

All batches of Ingredients of amimal origin are obiained from the following source({s):

Mame of the Supplier Address of the Supplier

The product contains no ingredients derved from animals. If applicable, is any stearate or
stearnic acid in the product is derived from a vegetable source?

veu [ e O

Cipes the product contain (or come into contact during its manufacture) with animal-denved
materials that are potential sources of TSE agents but appropriate precautions are taken in
accordance with the Eurcpean Commission and US Food and Drug Administration
requirements to minimize the risk of contamination with TSE agents?

Yer [ Mo O

NOTE: i a product contains an ingredients |active or excepient, e.g. magnesium or calcum
stearate, skearc acid, lactose, gelating that is. or potentally is of animal origin, or comes inte contact
with matenal of animal angin during manufacture, the source of the material |or contact) must be
deciared, and evidence must be provided that the product is free from vineses, other micno-organism
fransmissible spongform encephalopathy (TSE) agents (e.g. a Eumopean Phamacopoeial
commission C0S is acceptable 35 evidence of freedom from TSE agents.

B.5 Source of Active Ingredients

Mame of Active Ingredient (s)
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UMITED ARAB EMIRATES
MINISTRY OF HEALTH & PREVENTICHN

HOTE:

Cnily one name should be given in the following order of pricty: INM®, Eurcpean
Phamacopoeia, common name, scdentific name. * The active substance should be
indicated by its recommended IMM Intemational non-propristary name, accompanied by its
salt or hydrate form (if any)

Manufacturer of active
Ingredient
Only final manufacfurer
Shouwid be specified.

Address of site of

Manufacture Postal Code

City Courntry

GMP certificate issued by

Mo, of Cerificate / Date of
lssue [ Date of Expiry

Where an active ingredient manufacture has besn inspected by reference country
- name of competent authorty which camed out the inspection, date of inspection & type of
inspection |pre/post-authonzation's pecial're-inspection)

2

For Generic Products:
Has a Ph.Eur. Certificate of suitability been issued for the active substancs(s), or
citained DMF approva by US FDA or from any reference Pharmacopoeial
(Organizations:
vee [ w0 [
It, ye= please glve detall (8) of approval:
Certificate of aultabillity {COS5) Mo Izaue Date:

Or

Drug Maater File [DMF) US Mo, Submisslon Date:

For Innovators:
Has the DMF submitted to UAET?
Yea [ M O

Has the DMF been evaluated by amy reference countries e.g. (TGA, MHRA, EMEA, Health

Page 10 0f 13

91



Maintenance of Marketing Authorizations in the MENA Region

UMITELD ARAB EMIBATES
PMINISTRY OF HEALTH & PREVEMNTICMN

Care Canada, AFSSAPS, LS FDA or Japan Pharmacopeias)?
It yos= please attach a copy of product registration cartificate in this country.

B.6 For Biological, Biotechnology, and Immunological
Medicinal Product

_|:| Active Substance derived from human blood or plasma
Mame of Active Substamce:

|5 each batch of finished product marketed in UAE subject to control authority batch
release
ves [ o d

Diopes all plasma pools used in the manufacture of the active substance (s} conform to
specifications of any Intemational Reference Pharmacoposia on human plasma for
fractionation and pocled and treated for virus inactivation?

ves [ Ho O

If, ye= please give the relarence Phamacopselss (6.9 Ph. Euro. Monograph)

Excipient |s) dermved from human blood or plasma
Mame of Excipient (s}

Is each batch of human blood- or plasma — derived Excipient subject to control authonty
batch release?
Yes [ M O

Does all plasma pools used in the manufacture of this Excipient conform to specifications
of any Imtemational Reference Pharmacoposia on hurnan plasma for fractionation and
pocled and treated for vinus inactivation?

Yes [ M O

If, yoe pleass give the refarencse Pharmacopslas (8.g. Ph. Euro. Monograph)

T Flasma Waster File

Has a cument Plasma Master File [PMF} submitted to UAE drug control departrment andfor
Oither Dnug Conftrol Authorty in other countries to be assessed as Plasma Master File
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UNITELD ARAB EMIRATES
MINISTRY OF HEALTH & PREVENTICMN

Certification Frocedure in respect of the plasma used to manufacture each blood or plasma
— derved substance which is a component of the finished product?
e [ Mz O

It ye= plaass llat the Mams of Drug Controd authority! countries whers the PMF has besn assessed?
1 .
2
.

IT, M, 18 @ PMF attachad fo this application to be ssaesssd by Drug Control Laboratory

Yea [ M O

O Virus Inactivation procedures
Cio the virus inactivation procedures camed ouwt on the manufacturing processes for this
product comply with requirements?
ves [ e [O
It yas, plaass Justify (mck the appropmars)

Inacteation Processes - [ | Heat Treatment [ Soivent detergant [ Low pH
Removal Process: [ Viral fiiration

O Immunological Medicinal Products
Mame of active substance (s)

Is each batch of finished product marketed in UAE subject to control authority batch

release
ven [ Ko O

Page 12 0f 13

93



Maintenance of Marketing Authorizations in the MENA Region

FIMNISTRY OF HEALTH & PREVEMTICN

UMITELD ARAHB EMIEATES = ] LA BT L | P - )
] '-:'_ll_'ﬂ-;_an:n_'i-\_'thB_-"-

B.7T Declaration

1.

2

10.

11.

labeling claims.
MName of Batch releaser (site] :

We cateqorically declare that all data and information submitted with this application
as well as other submission in the future are true and comect and reflect the total
information required. We certify that we have examined the following statements and
we attest to their accuracy that:

The Cwrent Good Manufacturing Practice Guidelines for Drugs is applied in
full in the manufacture of this produwct.

The formulation per dosage form is in agreement with the master formula and
with the batch manufacturing record forms.

The manufacturing procedure is exactly as specified in the master formula
and batch manufacturing reconds.

Each batch of all starting materials is tested or certified (in an accompanying
certificate of analysis for that batch) against the full specifications and fully
complied with those specifications cited in the claimed reference official
mznograph before it is released for manufacturing purposes.

All batches of active pharmaceutical ingredient(s) (AP} are obtained from the
same source mentioned in this application.

Mo batch of active phamrmaceutical ingredient will be used unless a copy of
the batch certificate established by the active ingredient manufacturer is
available.

Each batch of the finished product is tested and cerdified (in an
accompanying certificate of amalysis for that batch), agalnﬁt the full
specifications and fully complied with the specifications cited in the claimed
reference official monograph before it is released for sale.

The person releasing the product for sale is an authorzed andlor qualified
person.

The procedures for control of the finished product have been validated for
this formulation. The assay method has been wvalidated for accuracy,
precision, specificity, and linearity.

We declare that the product does not contain ingredients and additives that
are not permitted for use in human/or animal in accordance with intemational
references regulations and its free from denvatives of pork meat and any
natural and chemical ingredients having harmful effects on human biclogical
and behavioral functions.

We agree that the product may be subjected to analwysis at drug control
laboratory any time to wverify the product’ safety, quality and conformiby with

MName of Qualified persen responsible for batch release:
Signature:

Stamp:
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Annex llIl - Renewal Application Form for General sale - UAE

ADRFIT

DRUG DEPARTMENT il 3ylal

DECLARATIONS FOR RENEWAL / RE- REGISTRATION OF A

GENERAL SALE LIST PRODUCT
v Read the accompanying notes carefully before completing this application, any
Incomect Informadion will delay the process of registration for the produet.

For Official Use Only

Application No.>
Type of product upplamenil]  Medicated Coamatic []
yPe mwcam I:llalnl'e{:lantl_ Migcallanaous [
Received Dafe
Received By
I Detml of Local Distributer
Name
Address
Postal Address
Tel: | Fan: |
Email:
2 Detail of the Applicant
{ Marketing Authorizadon Helder in CO0)
HName of
Mharketing
Authorization
Holder In COO
Address/Sirest
City
Country
N Postal
Website: Cods
Qualify person
Crualification:
mention briefhy
City: Couniry:
Page lof @
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ADRFOTT

DRUG DEFARTMENT i}ﬂ.,.-lli_;la.l

TelFax
International PO Box:
Code:
Email:

I hereby declare that I am aware of and comply with pharmacovigilance system on

behalf of the company, and I will notify the Drug Contrel Department with any
Information related to safety, efficacy and quality of the prodoct.

Name of Applicami:

Name of the Qualify persom:
Signature :

Stamp -

3 Detail of product

MName of
Product

Genenic Name
Dosage Fom
and Unit
Siremgth
Registration
HNumber
Diate of last

SOraon
Registersd
Packs Size

Phrysical
Appearance
Primary
Packagzing
{(Market or
Commercial
Pressntation)
Sheff Life at
L=t regisiration
Storage
Conditions
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ADRFOTT

NMITED ARAR ESAIBATES

AUMISTRY OF HEALTH & PREVENTICHY

DRUG DEFPARTMENT ayilgall iylal

Regstration Stabus in ofver countnes since D years |List of countnes)

Product has been on the UUAE market during last 3 years
yes [l e O

Product has been revoked' banned in the Euntr_\r of urigi]l::L' or any country product marketed
bS] Ho

i, you ploass give detall ja):

Product has been recalled in the conntry of origin or any country product marketed or ffom
TUAE market since registration?

vee LI Ho |
If, yae pleass give detall [a):

Mode of dispensing

at last registration POM O PO EE(5) O

Has there been any change in mode of dispensing in the last five years in the connfry of
origin?

Yea L1 Ho O
if, yee please give deiall [z):

Has there been any change in mode of dispensing in the last five years?
Yea [ Mo [

i, yoe pleass give detall js):

= Simgle: Average ... Mawimom . ... ...
Rec ended dose =  Draily: Average. .. .......oo.oo .o BEKimmam. .o
Page 3 of @
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ADRFOTT

MITED ARAR EMIBATES

AUMNISTRY OF HEALTH & PREVENTION

DRUG DEFARTMENT Ayl iylal

Therapeuntic
Classification (s)
&
Climcal Indication {5)
At last Registration

Have there been any change in therapeutic (5) classification and clinical indications m the
last five years
ves L] wo [

If, you please ghve detall [a):

Are there significant differences in the following parts of the SPC: method of
administration, Pharmacokinetics, contraindications, special warnings and precautions

vea [ No 0 HotaApplicable [
If Yes, Hae an application for variation to harmonize the SPCs been submitted?

ves [ Mo OO ot appicabls [
Jf Fes, Piere provide the Wimor varfaton cerfffonte of phamaneutical proguct

Have the ArabicEnglish leaflet been presented with the product during the last registration
ves [ Mo O Mot Applicable [
If Mo, pleaze give detail (3)

4. Manufacturing Site
Manufaciursriz) of the medicinal product

Namea

Address

Postal
Coda
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ADRFOT

DRUG DEFPARTMENT .ig!l.,.-lli_;h-l

City Comntry

Tel Fax

Mame & Date
of Latest GMP
certification
iszmed:

Has the mamfacring Site bEElu registered iJIJjDrug Conitol Depariment
Mo

Yag
I, yoa plezse ghve the certificats Mo. and its axpiry dats:

CERF Mo.: EXF. Dats:
Funcrions performed by the manufaciuring site
Total manutsctunsr [ Bulk Marufacturer ] Packaging’s labsling L] Satch releaser [
Give brief description ;

If the Manufacturer is not the same as the applicant fior renewal’Te-registration , indicate
relationchip
[ contract Manufacturer [ Toll Manufacturer

Jf the above manyfacturer iz not the Barch releazer, pleaze fill the below Infbrmarion

Hame

A ddress

Postal
Coda

City Country

Tel Fax

Wame & Date
of Latest GMP
certification
iszmead:
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ADRSFOIY

DRUG DEPARTMENT Ailgmll iylml]

Bt descripion O] [hE TNBCOO0N: PErformed 0Y hie Manatacturer

Has the batch releaser been R.EF'ismredin DTF; Conirol Department
Yag L]
If, yoa please ghve the cartificate Mo, and e axpiry dafs:
CERF Mo.: EXP. Date:

Has the mamifacmnng procedores been changed simce last registration
¥as [ Mo |

H, yoe plasas ghve detall [s)

Has the packaging and/or labelling of outer pack and‘or inner pack been changed since
last registration

s [ Ho
H, yes please give defall [a)

5. Qualitative and Quantitative composition in terms of the active
substance(s) and the excipient{s)

Mame of Active Q - - Guality standard
ingredient fity/Unit [Ph Eur § BF i US / House]

Hame of . - . Guality standard
=T CruantityUnit Fuonction T —
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ADRFOTT

DRUG DEFPARTMENT Lilgmlliglal]

Has the pharmacewtical Fonmmla been Changed since last registration?
vez [ Mo |
i, yoa please give deiall [8)

Have any changes been made to quahgl conirol procedures for the finished products?
Yas Ho O
If, yoa please give defall (8

6. Ingredients of Animal Origin
Ingredients af animal crigin conigined or wsed in (he MaMYacmurng process ¢f the medicingl

product
Animal origin susceptible to TSE
Other animal origin
All batches q.f'jugmém af amimal erigin are ebiatned from :.'rc_.l'bi-i!ﬂ'rm'rg Source| Tl
Mame and Address of Mannfacmrer Mame and Address of Supplier

TS5E Declaration By Quality Assurance In charge
The product contains no ingredients dernwed from animals.
Ifapplicable, is any stearate or stearic acid in the product
ir darived from a vegerabis source? Eigmanre d S )
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ADRFOTT

AMIMNIETRY OF HEALTH & PREVENTION i S— T S R - ail

DRUG DEPARTMENT .i.ﬂl.,.n.lli_,l:.l

The product containg (or comer intg contact during s
mamyfactura) with ammal-derived materials that are
potential sources of TS5E agenis but appropriais
Frecauiions are iaken m accordance with the Europaan
Commission and U'S Food and Drug Admimiziragon
requiremenis fo mimimize the risk of contamimaiton with

TSE agenis. {siemanre & Sarmp)

7. Declaration

We categorically declare that all data and information submitted with thiz application
as well as other sobmission in the fuotore are trome and correct and reflect the total
information required. We certify that we have examined the following statements and
we attest to their accoracy that:

I hereby make application for the above product to be renewed.
I declare that all of the information provided above is true & correct. If the
information iz incorrect, misrepresented I am willing to accept demial of
permission or termination of this caze.
I declare to provide any docoments required.
I have a standard operating procedure for handling adverse reaction reporis on
itz prodocts.

I have a stamdard operating procedure for handling batch recalls of this
product.
The product covered by thiz declaration will not be marketed, if any change in
the ownership, addresslocation, manufaciorer, therapentfic mdicaton,
packaging of the Principal product without Imforming the Drugz Control
Diepartment.
I acknowledge and agree that if there iz an unanthorized change in the above
mformation will be subjected to the following action.
Dirug Control Department suspend the registration of produoct, and

I will volontarily recall the produwct from the market.

The Corrent Good Manuofacturing Practice Guoidelimes for Drugs is applied in
foll in the manuofacture of this prodoct.

The formulation per dosage form is in agreement with the master formula and
with the batch manunfacturing record forms.

The mannfacturing procedure iz exactly as specified in the master formula and
batch manofacioring records.

Each batch of all starting materials is fested or certified (in an accompanving
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ADRFOTT

STEY OF HEALTH & PREVENTION IS ) S P W il

DRUG DEFARTMENT igilymlliylal

commuunicated and cleared with the Drug Control Department

certificate of analysis for that batch) against the faoll specifications and folly
complied with those specifications cited im the claimed reference official
monograph before it is releazed for mannfacring porposes.

Each batch of the fimished product is tested and certified (in an accompanying
certificate of amalysis for that batch), against the full specifications and fully
complied with the specifications cited in the claimed reference official
monograph before it is releazed for sale.

The person releasing the product for sale is an awthorized andfor gualified
Person.

The procedores for control of the finished product have been validated for this
formulation. The as:zay methoed has been validated for accoracy, precision,
specificity, and Enearity.

We acknowledze and agree that in the event that there iz an omawthorized
change in the manofactorer, ingredients, pharmacentical formulation, dosage
form, strength, manufacturing process, labeling or commercial presentation
and packaging of the Principal product, will be zmbjected to the following
action.

Dirug Conirol Department suspend the registration of product, and

I will voluntarily recall the product from the market.

We declare that the produoct do not contain ingredients and additives that are
not permitted for nse in homan‘or animal in accordance with international
references regulation: amnd its free from derivatives of pork meat and amy
natoral and chemical ingredients having harmful effects on human biclogical
and behavioral fanctions.

We agree that the produect may be subjected to amnalysis at drug comirol
Iaboratery any time to verify the produoct’ safety, quality and conformity with
labeling claims.

We agree that the manufactoring sife mentioned in the declaration may be
smbjected to imspection amy time decided by Drog Comtrol Department to
ensure the GMF compliance. The cost of Inspection shall be at our expense.
Fimally, we agree and bind ourselves that any material change in formuolation,
labeling, and techmical specification in the produoct in the fotare will be doly

Name of Applicant :

Name of Registrant Officer:

Signare & Siamp
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Annex IV - Application form for Renewal for Herbal Medicinal
Product - UAE

ADRFDNT

DRUG DEFARTMENT 11.51_4.:..“.5.__;1:.'..

DECLARATIONS FOR RENEWAL / RE- REGISTRATION OF A

HEREAL PRODUCT
*  Read the accompanying notes carefully before completing this application, any
Incorrect Informanion will delay the process of registration for the produst.

For Official Use Only
Application No.-
Type of product Distary supplemsnt] |  Meadleatad Cosmatic
Anttssptic and Disinfectant[ ] Miscsllansous

Received Date
Received By
1 Detail of Local Distributor
Mame !
Address
e
_____________________________________ e
R S et B
Email:
2 Detail of the Applicant
{ Markeiing Authorization Holder in COOY
Wame of i
Marksting |
Anthorization |
Holder In CiO0

Addrass Sreet

City
Coumiry
Website: Pus.tal
Code
Omalify person
Chalification:

mention briefly

o ———

]
City: ! Conniry: !
L L
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MINISTRY OF H

ORUG DEFARTMENT

MITED ARAB

AIDRFDIY

MIEATES
ALTH & PREVENTICHN

igilemll 1}1*_-!'.

TelFax
Internatiomal
Code:

PO Box:

Email:

I hereby declare that I am aware of and comply with pharmacovigilance syitem on
behalf of the company, and I will notify the Druog Control Department with any
Information related to safefy, efficacy and guality of the produoct.

Signature :

Sramp :

Name of Applicant:

Name of the Qnalify person:

3 Detail of product

Presentation)

Shelf Life at
st registration

Shorage
Conditions.
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AlDRFOIT

MNITED ARAB EMIEATES Fulon Il day g Bl Dol L’

MMINISTRY OF HEALTH & PREVENTICH e LV Al 8 g g dm <ul

DRUG DEPARTMENT .i.],ﬂ_...:]l.i._;l:..}

Registraton Status in oher countnes smce 0 years (List of countnes)

Product has been on the TTAE market doring last 3 years
vee O  me [0

Product has besn revoked’ banned in the connoy of onigin or any counry product marketed

vez [ Mo O

I, yoe plsass give datall [=):

Product has been recalled in the conntry of origin or any country product marketed or from
UAE market since registraton?

vee [ Mo O
I, yae please ghve datall =)

Mode of dispensing

at last registration FOM [ o0 G3= O

Has there been any changze in mode of dispensing in the last five years in the conntry of
origin?

ez [ Ho O
It, yos plsass give dstall (=)

Has there besn any chanze in mode of dispensing in the last five years?
vee [ Mo

I, yas plsass ghve datall [=):

. »  Gingle: Average ................... Maximouom. .l
Fecommended dose
Danly: Average .. ... . Ddemimom. Ll
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ADRFOIT
MITED ARAB EMIBATES N P [P
AMIMISTRY OF HEALTH & PREVENTICHY el IV sl 8y g -, | iy
ORUG DEFARTMENT HU PR
Therapeutic
Classification (5)

&
Clinical Indication (5)
At last Beglstration

Have there been any change in therapentic (5) classification and clinical indications in the
last fve years

ves [ Ho O
I, ya& pleass give oatall (2]

Are there significant diffsrences in the following parts of the SPC: method of
admimisiration, Pharmacokinetics, coniraindications, special warnings and precaufions

vee [ Ho [0  wotapplicabie [
If Yes, Has an application for vartation to harmonize the SPCs been submimed?

Yee [ Ha O Hot Applicable [

I ¥es, Plaase provide the Mmor varizton certfficate af nharmaceutioal product

Have the Arabic/English leaflet been presented with the product duning the last regisoation
ves [ Ho O Hof applicable  []

If Mo, please give detail (3)

4, Manufacturing Site
Manutacturaris) of the medicinal product

Names

Address

Postal
Code

Pagedo0f @
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A DRFDTT
MITED ARAB EMIRATES Tl L
AUMNISTEY UOF HEALIH & PREEVENTILHY : — | d,
ODRUG DEPARTMENT ml_..:..]Li}l;-.l‘.
City Country
Tel Fax
Mame & Date
of Latest GMP
cerdfication
1s5ued:

Has the mamifacturing Site been registered in Dmg Conirel Deparment

vea [ e [
It, yas pleass give the certifcate Mo. and Its explny date:

CERF No.- EXP. Dake:
Functions performed by the manufachiring site
Total manutacburar [ Bulk Manufacturer []  Packagingi& labeling [] Batch releaser []
ive brief description -

If the Manufacturer is not the same as the applicant for renewal re-registration | mdicate
relationship
[ Contract Manutacturer [[] Toll Manufaciurar

the above man

ciurer iz nat the Baich releazer, plaase fill the balow Informarion

Wamea

Address

Postal
Code

City Coumtry

Tel Fax

MName & Date
of Latest GMP
cerdfication
1zsued:

Page 5 of @
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A DRFONT

AMUMNISTRY OF HEALTH & PREVENTION el A I - ]

DRUG DEFARTMENT ayilgallislal

Brief description of the functions performed by the manufacturer

Has the batch releaser been Fegistered in Dug Control Department

e [ Ho O
It, yaa pleass give the certiflcats Mo, and Its sxplny date:

CERF Mo EXP. Date:

Has the manufacmring procedures been changed since last regisiration

vag [ Mo O
It, yae pleass give oatall (g)

Has the packaging and'or labelling of outer pack and/or inner pack been changed since
last registratdon

vas [ Hao d
If, yoa plaass give detall (=)

5. Qmalitative and Quantitative composition in terms of
the active substance(s) and the excipient|s)

Hame of Active - . Quiality standard

ingredient QuantityiUnit [Ph Eur/ BF | LS [ Housz]

Mame of = - : Quiality standard

Excipient (s) Quantity/Unit S [Ph Eur/ BP / US  House]
Page d of @
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Al DRFONT
JITE | ES T | e Ll I B
AUMNISTEY OF HEALTH & PREVENTICEY Al LN aal TEE -,
DRUG DEFARTMENT .:*5.1_4.:.1Li.__ﬂ~_-.|‘.

Has the pharmacentical Formmla been Changed since last registration?

ves [ Mo O
It. yes please give detall (g)

Have any change: been made to guality control procedures for the finished products?
fed | L] |
It, yea please give detall (g)

6. Ingredients of Animal Origin

Ingredients of mvimel origin coniained or used n e mamyfeciring process of the medicinal
product

Animal origin susceptible to TSE

Other animal origin
AIl barches af Ingrediemes of animal origin are obtained from :heﬁﬁm LT
Mame and Address of Maonfacharer MName and Address of Supplier

T5E Declaration By Quality Assurance In charge

The product confains ne mgredienis dertved from animals.
If applicable, is any siearate or stearic acid in the product
i dernved from a vegerable source” (siemmre & Stamp |

Page T of @
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AlDRFOIT

UMNITED ARAB EMIRATES = L B E L] )

MINISTREY OF HEALTH & PREVENTION [UPL PO | - N P TS,

DRUG DEFARTMENT .i.],ﬂ_...:..]l.i_;l:..l;

The product containg for comes info confact during itz
mamyfaciure) with animal-derived materials that are
potential sources of TSE agents but appropriaie precauiions
are raken m accordance with the European Commizion
and '8 Food and Drug Adminiztration reguiremeants o
minimize the rizk of comtaminaiion with TSE aganiz. (cignanre & Siampl

T. Declaration

We categorically declare that all data and information submitted with thiz application
as well as other submission in the future are troe and correct and reflect the total
inmformation required. We certify that we have examined the following statement: and
we attest to their accuracy that:

I hereby make application for the above product to be renewed.

I declare that all of the imformation provided above is true & correct. If the
mformation is incerrect, misrepresented I am willing to accept denial of
permizzion or termination of this case.

I declare to provide any documents required.

I have a standard operating procedure for handling adverse reaction reparts
on its produocts.

I have a standard operating procedure for handling baftch recalls of this
product.

The product covered by this declaration will not be marketed, if any change in
the ownerzhip, addreszlocation, manofacturer, therapentic indication,
packaging of the Primcipal product withont Informing the Drmzg Control
Department.

I acknowledze and agree that if there is an unanthorized change in the above
mformation will be subjected to the following action.

Dirug Control Department suspend the regiziration of product, and

I will velumtarily recall the produoct from the market.

The Current Good AMannfacturing Fractice Guidelines for Drugs is applisd in
full in the manufacture of this product.

The formulation per dozase form is in asreement with the master formula and
with the batch manufactnring record forms.

The manufacmring procedure is exaciy as specified in the master formula and
batch manufacturing records.

Each batch of all starting materials is tested or certified (in an accompanying
certificate of amalvsis for that batch) against the foll specifications and folly

Page B of @
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ADRFOTT

UNITED ARAB EMMIEATES
MUINISTEY OF HEALTH & PREVENTICH

DRUG DEPARTMENT HPE P

complisd with those specification: cited im the claimed reference official
monograph before it is released for mannfacturing purposes.

Each batch of the finished product is tested and certified {in an accompanving
certificate of amnalvsis for that batch). against the full specifications and follv
complied with the :pecifications cited im the claimed reference official
monograph before it is released for sale.

The person releazing the product for sale is an anthorized and'er gualified
PETsOm.

The procedure: for control of the finished product have been validated for this
formulation. The aszay method has been validated for accuracy, precizion,
specificity, and linearity.

We acknowledge and agree that in the event that there is an nnanthorized
change in the manofacturer, ingredients, pharmacentical formulation, dosage
form, stremgth, manufactoring process, labebing or commercial presentation
and packaging of the Principal produoct, will be zobjected to the following
action.

Drug Control Department suspend the registration of produoct, and

I will voluntarily recall the product from the market.

We declare that the product do not contain ingredients and additives that are
not permitted for mie in human'or animal in accordance with imternational
references regulations and its free from derivative: of pork meat and amv
natural and chemical ingredients having harmful effect: on human biclegical
and behavioral funetions.

We agree that the preduct may be :ubjected fo amalysiz at drog comtrol
laboratery any fime to verify the prodoct’ safety, guality and conformity with
labeling claims.

We agree that the manufacturing zite menticned in the declaration may be
subjected to inspection any time decided by Drog Control Department to
emsure the GMP compliance. The cost of Inspection shall be at our expense.
Finally, we agree and bind ourselves: that any material change in formulation,
labeling, and techmical :pecification in the prodoct in the future will be duly
communicated and cleared with the Drog Control Department

Name of Applicant :

Name of Registrant Officer:

| Sigmature & Stamp

Page @ of @
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Annex V - Renewal Application Form — Bahrain

Medicine Renewal Application Form

Strength Form Pack Sz=

Product name

subztance

Rz gistratian

MAaH name numiber

Inwaicing ATC code=

COMpany namse
and address

First Renewal vas O Mo O Spacify the dats of last ren=wal:

Shelf life

Storaze conditions

Primary packaging

Mathad of sale

L= zfl=t revision date

Name of Manufacturer responsible for batch release=

Name of &M manufacturers

Has the product market uthorization withdrawn during last 5 y=ars from any country where it was marketad?
ves O e

If yes . please clarfy:

[F'we apply for o medicine licanse Renswal in respact of the product for which detgils are provided abowve.

It is Rereby confirmed that oll informaotion rel=vant to the product have bean supgpli=d in the fil= o5 oppropriocte and
they ar= all corract [murst be fillad' by the MAR)

Name of siznatory Signaturs

State capacity in which signed Dat=
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Annex VI - Renewal Checklist — Bahrain

Medicine Renewsl Checklist

Application number Application date

E Strans=th Form Pack Sze

Actres substance

MAH name

Local ag=nt

First Renewal ves O Mo O specify dats of last ran=el:

Module 1 Administrotion information to be submittsd in hand copy in addition to sCTD on (D
1 Cower letter {original, company paper signed and dated). O
2. eCTD validation repart. m|
3. Copy of product ficence. O
4. List of variations approwved and for submitted since time of initial registration. m|
5. Legzalis=d CPP {in WHD format] from the O |batch releaser]. O
a. Copy of valid manufacturer registration certificte in Bahrain {batch releaser). m|
7. Price cartificats. O
8. =CTD {Madules1and 3} Od
a. Labaratory file an a CO. O

| declare that all the doowments which refer to in this chedk list are attached.

Name & Signature of responsible person: Siznature:

Date:

For internal use only
| declare that | have received the documents =s cutlined in the abowe checklist.
Name : Date :
Siznature :
Comments
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Annex VIl - Application Form for Marketing and Renewal Application
- Oman

MIMISTRY OF HEALTH
Directorate General of Pharmaceutical Affairs and Drug Control
Departmant of Drug Contral

[ APPLICATION FORM FOR HEALTH PRODUCT ]

4 Imbs apglieation torm ta e Gled by ehe applicant by toping O%LY (original & wne
liasrineiigiy b

< Al e abcume ns subanittod with his application showld cither e im English or Arabic

4 Avvanpement of the doenments i the folder sheuld fllliny e same seqmence fllewed i

aliks Terim,
U o nnpenes sequived, as pee Artachoest 10& 1 referring o requirensents § 8 9

.....
Faopue ol appheation Mgy LSRN B T

PARET 0 o oo B Sl o doncand et

I arnpe e adediezs of the Local Agent

[ Address o | Adminisiration {Jﬂlr;
RS TVEN
R
] BT
s B
(R T

2o Full deser ,|1|i|"_; ol the ':'-||_||_|;j.,"__|: Irndie ignnee, Strenenh & Pack sized

3 ol e e G e

| Mo ol marketing authorization holder

Ao Repn Mo S0 date, aF the meonfaciorer s registered worth MOH Ciman:

Sene S Mg ol St ol e
1w anthorkal phapisicis pluimiacy
b1l rlaarmscy
1 -4
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PART LD (T fe e e plhe itonfiese g communn)

REQUIREMENT OF DOCUMENTS
YES NO
1 MANLUFACTURER
1.1 Logalieed cOi T Cernlicate of the manufaciser o O
(. Last ol alfilated beanches & related musnulaciurens [} [
with aldress
1.3 Last wef counitnes wnowhich the company = registered O O
= List of the products manufactuned by the Compiny () O
1.3 W the marketmyg authorreaton holder 13 diflerem from the
rnanubacture s h
A Lugalieed eGP Cernificare of the murketing 1 [H]
authwricalon bolder
115 Aceernficate showimyg the rebutaon between 1 O
th v companmes Imarketing authonzation holder
& manufreiurers)
2. INFORMATION ABOUT THE PRODUCT
2 I'mnle Mamc of the product:
21 levtermational Mon progwietaey name {1
2.3 [asage Fom
24 Strengih:
A Mk siee (By wonght, volime or number ol doses):
* Twpe of ppekaging material:
X7 Shell il
L Storuge Condilions in fgures:
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Wies [tr
1
o Legalioed Certiticate of Pharmaceutical Product (0.1 F) |:| L_J
P TI0Y enification Schemie or simefard or Feee Sale Coilicate
4 mcienlie pepor! Conlaining: E D

- Comuesition Topmmla {AeTive & setive ingredients)

- Plarmeclogieal effects fmode of action

- Pherapeulg Cillegory

- Idications

- Dhosmpe resimen & roule of administotion.

- Preciamaosrs, wamings & contea-indications

- Adlverse Eltects

- [ 3rug e rtions

- Incompatib linies

- Lisie e period (shed il alter apeningy - when applicable

- Chver dessige (hrietly stale symploms., son-doag ireatiment.
sappertive therapy & spevilic anti=doe - i available),

- Alvamage clammed over siomlar ather product iTany,

= bral catcoory in e cowmtry of origin,

- Listof Retereinces & Publications,

A0 Pack in=ert (iFavailable) legalzed by the Bealth auiforitics i I-_-I EI
i e commtry o origin and 2 specimens of the
jrech Dnsert are rogquired.

G L el issued Trom Company and Seralized by |:| |:|
it it country of origin shuw ing that the
pronluts e ot comain hormones. beavy metals.
antabeties, steroidat products, pork derivatives or
anv other natural or chemical materials which aftect the
b smd bio-functions of human jand of the prodic
contoms ingredients of aninal origin, type of animal
o b stz aved The part Trom which material is
Liaken anaf atvoluel percentage shoubkd be st with
vectsoams for its vses abeodal comtent shoald be in
Folbowvinme ranges:
- A o chibfren el & veirs
- A children between O amld 1} vears
- e abuse 12 vears i
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Vs Mo
I
7. Stability stedies (IF requested ), _l |_|
#. Ten samples & analvsis requiremenls as per Y
Amnexure [0 of Cireular Mo, 64005 ':l l:
U Pwio speciimens of inner, outer packs dlabels |:| |_
[ outer packs andfor inner labels should contain the
Fillisswing:
Composition of the product
Wamings and precautions
Storage conditions in degree centigrade
[h, st of countries where the product is registensd & marketed l: |:
supported by photocopics of registration ceriificates. .
i awailakle
Mamie & Signaune of Stump of the
e authorized phanmacist CORTTPILIY
n the :.,:-.|||||'|;:|'|}
| FOR OFFICIAL USE ONLY |
Roceived | Mot receved |:|
Checkied by (Reg.): Checked byiQCL):
Signiture: Sigrature:
[ate: [ane:
Fecond Mo Dhane:
i -4
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Annex VIl - Renewal Checklist — Kuwait

State of Kuwait ki o g
Ministry of Health ) el &
Dirug and Foeod Control Al g ddl gall dalZ i

* Pharmaceutical Product Renewal checklist:
* Product Name/Dosage form/strength:

Submitted

+* Registration Certificate of the product. 0
+* Variation approvals since registration. O
+ Last renewal certificate (if applicable). O
+ Manufacturer(s) registration certificate (Primary,

secondary and batch releaser). O
* Product Sample (with COA) and leaflet, OR outer pack,

label and leaflet mock-ups. O
+* Original and legalized CPP:-

-  Name of MAH: O

-  Name of manufacturen(s):

Container Closure system:

Pack size(s):

APl supplier verification:

[1 Letter form the principal company confirming APl supplier(s) for the
product.
GMP certificate:
Mame of APl manufacturer|s) and address:-
1.
2.

Pagelof 2
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State of Kuwait
Ministry of Health
Drug and Food Contral

] _- ol ;.!@a
L i
Sl i 4] ) 2l

= Stability study:-
- Shelf life and duration submitted:

-  MNo. of batches and batch number:

-  Manufacturer:

1 State otherwise, if not submitted:

-------

* Finished product specifications and detailed method of
analysis [3.5.P.5.1 & 2) as a soft copy (CD) or a recent O
submission of specifications update file.

Agent's Signature:

Date: Stamip:

Page 2 of 2
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Annex IX - Renewal Application Form — Egypt

NEW HUMAN MEDICINE PRODUCT

REQUEST INQUIRY FORM

o Please note that, the company profile should be submitted in advance of
the submission of the request inquiry form, in order to proceed with your
application.

o  You should submit a scanned copy of the receipt attached with the form
(1000 L.E.), the company should specify the generic name, and strength
and dosage form inside the receipt.

e Each form should be submitted for every individual product.

o The fee is UN refundable and applicable only for this product.
o Allthe items should be fulfilled completely.

o The company will receive a notification mail within 15 working days; if
the box is closed and an action Letter if the box is opened.

® The reply email or the action letter will state the decline of the request and|
the decline of the request and the inquiry will be stored according to the
recetving time

e For more information: rdhd@eda.mohealth.gov.eg

Abbreviations:

o FToll: Manufacturing agreement between two manufacturing
companies.

® (COO: Country of origin
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’ Company Profile Code: Receipt amount:

’ Receipt Number: Date of stamping of the receipt:

Section 1: Application Type.

1.1 Type of I:l Local I:l F Toll I:I Toll
registration:
I:l Imported |:| Under |:| Imported |:| Toll / Under

license Bulk License
1.2 This Innovator Product
Application
Concern:

Generic Products

Line Extension

Section 2: Applicant Company Information:

2.1. Applicant Company Name:

2.2. Contact Email:

Section 3: Product Information.

strength (s):

3.2. Dosage form:

3.3. Route of administration:

3.4. Pharmacotherapeutic
group:

[e.g. Antibacterial, Diuretic, ect.]

3.5. Dose:

3.6. Indication:

3.7. Reference:

3.1. Active ingredient(s) &
’ 3.8. Pack:
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’ 3.9. Additional information:

Section 4: Manufacturer Information:

’ 4.1. Manufacturer Name;

Section 5: Additional information (For Imported & Under License Products)

5.1. Date of issue & expiration of CPP:

5.2. Marketing Authorization Holder:

5.3. Manufacturing site of the finished product:

5.4. Manufacturer of accessories (if present):

5.5. Packager:

5.6. Batch Release:

Section 6: Declaration.

5.1. Applicant declaration

In accordance with the ministerial decree 296/2009 . | certify that the information supplied is

complete and correct and that no relevant information has been omitted.
*Name head of regulatory affairs manager:
*Date:

*Contact mobile No.
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Annex X - Renewal Checklist — Iraq

J e g
gt 4 ) ay
G g g L gd

sl Ay
Lomall 55,
Ll W52l
Jomadll 3

il Bk | il | BB B el
Product ade DAIIET . ... r e et a et et asemnenes i e BT )

Generic namme S0 COMIBTET. .. oo eeeee e e eme e ereen e s ene e e et B Ty ANl Gl sl

| Markesing suthorizstion BOLSE . . oo ceceeee s ecem e e ececes e eces A8 gl B 8T 2

Mame of scientific bureau Jieal alall 24l 2l
H  or authomzed PETSOM: . ... oo e A ST I gl

 Remistration No. & Ga1...... oo A iy i

IDREquEt fir registration {orizinal capy).
2 A letter from manufaciurer declanng that there 15 no change(s) made oo formmila,
ing process & the speaficagon (signed & stamped by the mamifacnmrer) -
3 Cemificate of anakysis of finiched prodoct (sizned & stamped by meamifacmnres)
EPM of the pharmaceatical product (sizned & starmped by mamifachores) -
SD Specification of Snished product (signed & stamped by manofechmer).
6-|:|'3pedﬁ.cmjmufacﬁw&i.mnive inzredient (simned & stamped by mamnfacturer).
FDMEdmd of analysis in detail (stanmped by the mamufachorer for all pages)
ED'Sl:letiﬁcamufprinmrf& secondary packazing with dimension & colored art
work of outer pack & inner labe] (stamped by mamifachures)
§-|:|'Iwu1.'a]jdsamp]es.
I#DPﬁtecaﬂﬁcmEr.—Fm, CTF price in Irag & neighboring cowntmies {originzl copy).

11- Commpact disk (CDV) of conmplete regisration fils inchdes cormmon technical dooements, stabiliny study &
12- 1 valence siudy (if required). The CD shiould be labeled with the name of prodoct & mamifachores
{smmped by manafacmrer).

13-[ | Certificate of gelatin confirm that it is free from BSE & it is halal
legalized from MOH in the counry of the origin of gelan .
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1¢Dmmﬁmmm{w&mwmj

lS-I:I Copy of certificate of suwtability (C08) for acive ingredients” that fioond in the foromila of the product or
GMP cartificate signed staroped by the manufacnmer conpamy of the product except brand company.

lﬁ-l:l In process specification signed by conpanmy iself

17|:| Letter from company refer that the product See from disthylen ghycol if the formmils contain propylens
glycol signed and stroped by compamy itself

18- ECEﬁ.ﬁmteufplmmmﬂjmlpni]rt{CPPj from the dmg relatory of comniry of ongn (ongnal copy)

Siznamre: Mame:
Cod Mo E-rmzil
(registration pharmacist) Mobkile or Tel. Mo.:

{authorized representative person)

- Oiladad
A 5 i 8 Cafiall Gl s Calall i S5 20 -]
Chgall 18 (pe fa it g BBieca 08 Fad g el g Cpanly cila gl ARl 20 Y D
el
D sl Lo ey mrasall ol o B g 2 -3
a3 g Alaill Galall 5 g pladll pesmaiusall pud
Amieaall &5 il
Aaiiaall 38 pall o e
s arall (o Bl ina e (g5 e 1) paall g dniecall 35 5500 ) 554
calall 85 g gall (395 ,0
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Annex Xl — Application Form for renewal of chemical entities - Israel

Guideline for submission of applications for
renewal of a quality certificate for a medicinal
product

The Institute of Standardization
and Control of Phamaceuticals

Guideline M° EX-D05/02 Page 17 of 19

Appendix 3

Checklist for submission of applications to the Chemical Products Unit

Registration renewal
EX-005B/02
CTD Module 1 - For all applications for the first renewal

O Application for the quality certificate in two copies.

Appendix to the guality ceriificate in two copies.

Criginal receipt

Appendix & (Paris A and B)

CPP

Valid GMP approwval for all manufacturing sites for the medicinal product (for the final
medicinal product, solvent and sterile active ingredients only)

QP statement for the supplier of the active ingredient’

Valid TSE declaration

Analysis certificate for the active ingredient (for each supplier of the last five years) and
the final medicinal product

M5SDS for all active ingredients

Patient leaflet and phy=ician leaflet

Fesponse to previous obligations

O ooono

o oo

O o oo

List of recalls and reports of quality deficiencies of the medicinal product since the most

recent renewal as well as reasons for these.

c

List of variations that were approved since the most recent renewal (Appendix 1 of the

variations guideling?).

' According to the guideline regarding the QF declaration, SX-014

* According to Guideline EX-005/01 “Submission of applications for a quality cerificate for the renewal of the
registration of a medicinal product” (may be downloaded from the website koo www health zov.il)

Minlstry of Haalth - Pharmaceutlcal Divislon

The Inztitute for Standardization and Confrol of Phammiacsuticale
P.0.B 33410 Jeruaalem 31342 Fax: 02-6551777 Tel: 02-6551717
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The Institute of Standardization
and Conftrol of Pharmaceuticals

Guideline for submission of applications for
renewal of a quality certificate for a medicinal
product

Guideline M= EX-005/02 Page 16 of 19

O

O

Summary of the validation status and information about the medicinal product
(Appendix 2 of the renewal guideline2)

Cnly Varations of type 14, which were submitted together with the renewal according to
the checklist for varations.

Quality File

First renewal

CTD Module 2 + CTD Module 3 for (for veterinary medicinal products the application
may be filed in the NTA format)

ar

Complete file according to Appendix 3 of the renewal guideline®.

& statement from the Appointed Phamacist that the complets file according to the
requirements of the renewal guideline? iz submitted.

Second or later renewal

The documents listed in section 5.5.3.2.2 of the renewal guideling®:
O Updated and approved specifications for the active ingredient and the final
medicinal product.
O Stability data for the last five years as well as completion of stability data that was
submitted incomplete in the past.
or
Complete file (in the case that many significant changes occurred)
A statement from the Appointed Pharmacist that the complete file according to the
requirements of the renewal guideling? is submitted.

Laboratory file, samples of the medicinal product and standards2

Samples of the final product
O Instructions for shipping and storage temperatures
Reference standard (standard) for the active ingredient
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Annex Xll - Renewal Checklist for Biologicals — Israel

Guideling for submission of applications for
renewal of a quality certificate for a medicinal
product

The Institute of Standardization
and Control of Phamaceuticals

Guideline N° EX-DOSA2 Page 19 of 19

O Instructions for shipping and storage temperatures
O Reference standards for metabolic products
O Instructions for shipping and storage temperatures
O Laboratory file according to the Institute Circular dated 4.12.2008

Signature of the Appointed Pharmacist Date :
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The Institute of Standardization
and Control of Phamaceuticals

Guideline for submission of applications for
renewal of a quality certificate for a medicinal
product

Guideline N* EX-005/02 FPage 14 of 15

Appendix 4
Checklist for submission of applications to the Biological Products Unit

REenewal
EX-005A/02

CTD Module 1

O

O ooooano

0o oo

O o oooanf

Caver letter

Quality cerificate

Appendix to the Quality certificate

Ciriginal receipt

Questionnaire (Appendix 8, parts A and B)

CPP

Valid GMP approval for all manufacturing sites (active ingredient, final product, solvent,
testing and release sites)

A QP declaration for suppliers of active ingredients 1

Valid TSE declaration

Valid CEF approvals for materials from living crganisms that are used directly on the
manufacturing process

Analysis cerificate for the active ingredient and the final medicinal product

MSDS

Physician leaflet

Response o previous obligations

List of wariations since the most recent remewal

Varations of iype |A at the time of renewal according to the checklist for the application

for vanations

! According to the guideline regarding the OF dedlambon, 12X-014

Minkztry of Haalth - Pharmacautical Divislon
This Inaftute for Standardization and Control of Pharmaceuticals
P.0.B 33410 Janealam 51342 Fax: 02-6551777 Tel: 02-6551717
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The Institute of Standardization
and Control of Pharmaceuticals

Guideline for submission of applizations for
renewal of a quality certificate for a medicinal
product

Guideline M® EX-D05/02 FPage 15 of 18

Quality File
O Composition (as stated in the file)
O Flowchart for the manufacturing process of the active ingredient
O Specifications of the active ingredient
O Current stability data for the active ingredient
O Packaging data for the active ingredient
O Flowchart for the manufacturing process of the final medicinal product
O Specifications of the final product
O Current stability data for the final medicinal product
O Packaging data for the final medicinal product
O Risk evaluation regarding Viruses and TSE [wZJD for medicinal plasma and urine

o o

products)

Update of the Agtive Substance Masier Fils

Update of the Plasma Master File including approval from the authorities?

Complete manufacturing file, if not submitted during the original registration

Laboratory

O

O

Samples?

O Instructions for shipping and storage
Reference standards (type and quantity as agreed upon with the Unit)?
O Instructions for shipping and storage
O A page with explanations linking the name of the reference standard with

the final product.

# For plasma fles or for files containing an ingredient whose origin is in the plasma

2 Acconding to Guideline Mo, EX-0014

Sobrmssion of samples and reference sandards when subomiting to the Instinme",

dowmloadable from hetpo/ faww health zow il

Ministry of Haalth - Phamacsutical Divislon
The InsStute for Standardization and Control of Phamaceucals
P.0O.B 33410 Jarusalam 51342 Fax: 02-6551777 Tel: 02-6551717
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The Institute of Standardization
and Control of Pharmaceuticals

Guideline for submission of applications for
renewal of a quality certificate for a medicinal
product

Guideline M® EX-005/02

Fage 16 of 15

Laboratory File

O Testing methods in coordination with the wnit

Validation methods in coordination with the unit.

|
O Specifications of the final product
|

Analysis cerificate doe the samples and reference standards, in coordination with the

Unit.
O M3SDs

Signature of the Appointed Pharmacist

Miniztry of Haalth - Phammaceutical Divislon

Date

Tha Insitute for Standardization and Control of Pharmaceufcals
P.0.B 33470 Jarueabem 31342 Fae: 02-6551777 Tel: 02-6551717
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Annex Xlll - Renewal Checklist — Application form for Marketing and
Renewal Application - Jordan

Formi LF4/ROP-7-2008)

t - AR 5 Lt s

-
7,

AD AL STRATIC M
agndilall cigs )l ommlnal

: : licati

Registuation Depatment | Duug Divectovate

* Application Purpose (check one) : Registratiof | Re-Registration [ _|

* Application Type (check one)
- New Dmug Application (WD) |:|
- Generic Drug Application (GD) |:|

- Biological Drug Application (BD) |:| (zera &vaccine).

- Herbal Diug Application (HIDY) ]

-This application {7 pages).
-All information shonld be filled & presented in Arabic or Englizh langnage.
- This form shounld be filled for every pharmacentical form /every conceniration.

&l [ CRTE ]

_If any information received by him that casts doubt on the continned validity of the data which was sabmitted with or
in comnetion with the application for the produect licemse for the purpose of being taken into acconnt in azsessing the
safety, guality or efficacy of any drug to which the hcense relates.

- If there any change in his name and address or the Marketing Anthorization Holder Name & address.

- If there any change he propoze to make concerns the information in this application.

T oA S
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This page to be filled by the Applicant: P sl 8 e Lanh Aniioall 228
(Applicant Name) el ol -1
adly= 21 C OV R LR ) |
sl 1 - S 371

E-mail e S &l 51

((taealt i peca p ) payeaall a23) SRRSO P P [ oo, [P
(Product): Zeleadl 3

:__,:i'a_.ua.l'l Jeal 202 : e lpadl el 12

: 30 42 (sl paatl) Atal 32

: (ol Aot | (bl | (RS pRN madd ja30) Jtaly Jaald A2k 52

iy GBI MAH ol G Aflla 4580 auil 62

-:-n.n-u._-plnl-l "l'_.l"J iiJ -

;q:-.’.:h_u...l.dh" i‘l_]— ,-—Lnu-‘lﬂ ‘J_JJ IE'....'I:_

:'d_ll'l.-;.u g 1 I.LII’—’I-“-—

{Fees 10000 for Origingtor — 400 JD hisavailabiligy (f needed)— 100D Smbdlinarached the meceipti)
(Faes1 00 JD for Generic drugs+ 100 JD Stability ratached the receipt) )
(Fea: 200 JD for Re-Regisiration — 30 JD for any exira pack (aitached the recerpil |

e ptl] | el it it ] ]
T oA D s
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4- Administrative Information :

41 DRU :
FIT Name: o

412 Pharmaceusical Form .. .. ... oo e e
413 Package SIZeis) oo e e
414 Smemgih oo e

415 Package Sizce and Strengehs Used in the Country of Origin.... ..o

4-2- MANUFACTUEERS

4.2.1 - Responsibility of the facility: Bulk Manufacturer:

B ST

423 - Respansibility of the facility: Secondary Packaging -

BT T,

4.2.4 — Responsibility of the facility: Batch Release of finished produce:

R 1 . 1

(Note: including manyfachring sites of any diluent’zolvent prezented in the zame pack or in a
separats container but forming part of the medicinal product.

4-3- Marketing Authorization Holder Name & Address (branch Supplvine Jordan with thiz Drus:

7 ot 3 e
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4-5PRICES :
451 Exporr Price to Jordan (FOB/C&F) - e
4.5.2 Price ro pharmacist in the Countrv of Origin -

4.5.3 Price ro public in the Counmy of Origin :
4 5.4 Price ro pharmacist relanng to Health Iﬂsumnrf in .r.Fla' {'aunm' -t:l_.l" ﬂng'm ri_.|" applicable): ..

5. Qualitative & Quantitative Composition :

5.1 dcoive Pharmaceutical Ingrediene’s {4PI):
310 Name and QRanfiiies: . e e

NOTE:

1. The name of the active constitwent should be -

a) The Approved Name (L. e. the name appearmg in the Lzt gf Approved Names prepared by the Brinzsh
Pharmacopoeia Commizion).

b Monograph Name (ff not an Approved Name, a reference fo the compendium in which the monograph appears

should be given ).

¢ U5, ddopred Name (TEAN). d) Inzernational Non-Proprietary Name (INN).
¢} Chemical Name and Alvenatve chemical names.

Ji Proprigrary or trade name (5. gl Crher names (7 any ).

rence should be made ro determing whar mongsraph the active meradient follow.
3- The guantity gf the active constimuent should be declared per dose, or when this is mot pracicable as a
perceniase af the reral formulation
4- Names and quaniiine: are fo be shown on ay label, leaflel, or descripineg material

5.1.2. Sowrcess of (API):

{(Maamum Three Manufaciurer deceprablelRefer to the Raw Material Criteria decision No (15) date

9452007 -
Manufaciurer Name af API | Couniry Has a Ph Eur. Halder Namefof the certificare)
Certificare of & Conny
suttabilin™
1
-
3

¥Note: Provide last updated copy of the Certificate of suitabilingyCa8) in the technical file.
*HF CoS i not available a certified copy af GMP certificate for API manyfacturer should be included in
the fils.

T oA F S
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5.1 In Active Ingredients(Excipients) :

Name af ingredienr Unit amount | Umir Aenian Bource (Chemical,
per dase I G Human , Animal,

(mg/g) plant )

5.3 Coloring Flavoring and Perfume Compounds:

5.4 Overage :

(Nate : If an overage is included i the formulaton for any constituent, i showld be
stated m what perceniage and for what reason) .

6. Containers Closure and administrative Device :

§.1. Container used for the preduct package (descripnion of material) :
G0 1 Primary package MaierTal. ... oo e e e e e et e e e e e e e e s e e 2 e e o

G.1.2 Secondary package MatarTals .. .. ..o e e e e e e e e et e e e et et e e e e e —n eee

6.2 Proposed Storage comdlBOMS. . .o e e e e ee e

8.3, Proposed Storage condinions after first opening / ar after reconsfmfion or dilufon:
6.4 Proposed Shelf Life of the produce:
6.5, Proposed shelf life after firse opening/or{ after reconsarurion or dilution):

6.8, For Generic drugs - specify the Shelf life & Storage Conditions for the Reference Drug | Onginaior

L 1

"‘;I
hlu
E
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T7.Chnical Use ;

1 Summary of Produer Chavacteristics(SmPC):Revision Dhate &.vivvvaninnnd)

711 Recommended Chnical use -
7.1.2. Proposed Route(s)of Administrasion -
'Ijﬂfmmmﬂ,dﬂfpﬂmgr

714 For Adulss -

7.1.5 For Children and Infants by age groups (if apprepriate) -

(NOTE : Distinguizh, where appropriaie, between therapeutic and prophylactic dosez, and berween dosages
recommmendsd for different clinical uzez ) .

7.1.6 Pharmacetherapeunc group (ATC Codel: . e

8. Clinical Trials and Studies :
&1, Gve a Summary of the ITnials and Resulis -

NOTE:
b. Number qf patients on fest medication on completion of frials.

¢. Dozgee emploved in mials expressed as a mean and az a range.
d. Resuliz achieved form study's Conclusions and commenis .

8.2 If Generic Drug 8

T o i

a. Name and npe of the Smdies dowe on the producr | Climical Smudier  Bioegquivalence, Bioavailability, ... ...
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9. Label and Inserts :

9.1 Tvpe of the package leaflets to be inserted in the package:

-Professional package leaflet |:| - Parient package leafler |:| - Borh |:|

Ocher spectfy (ex: Insiructions leafler) |:|

(NOTE: (a) State the revizion date af each lagflat )
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Annex XIV — Application Form for Renewal - Palestine

State of Palestine T R

. Pl 5l
MAinistry of Health

(Gemersl Adminiztration of Pharmacy

Dy Famiztration Department Cat o~

Registration Renewal Application Form
Ta: The Direcior of Crug Regisiraion Depariment

Fa Rwdbn sdimetsl thet thid rdgivteatitng otk @llimins maditine st i b rddndd

- Applicant infermation:
+  Agplicasts Name (Respoositle glasmacin L.
»  MNamsfactsrer mame and address;
» Hlme;ndlddrﬂ:afﬂrm(ﬁxmd&nglcﬂu}

{ ) Mamfactaring and moaskesing
[ ) Imponiasd maskesng

L] Pmenf:e—:egum
Ay pregsopeety acmroved resnictions oo the morkeding of fhe prodect

Date

O mm:lf—hﬁemmm

O The lsest paciaging masesiads ypecificasionns (primary aod seoondary)atadeed with mmgle from seoondagy
rackagiog moiesalk o golomned anmmods.

O Vakd centificate of pharmcsmical product (CPF) orizia] legatined (Tamoned domgx).

O Saffacisat samniex froem feniched prodncts and refanence masesils for arabmic prmoses

For Offics me enfy:

#  Name of racaivas;
=  Dade recedving,
s Resmasic

HBsrsc Lo mihine Conmcll Budldiny, Flaar 2 Tid: 32-24161 32 Fax: 02-M L4133 3B o il o i st Tl gy e gt
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Annex XV — DMP Application Form for Renewal - Morocco

e ENREGISTREMENT
- D8 FORMULAIRE DE DEPOT DYUN DOSSIER

e el - S ADMINISTRATIF FOUR LE RENGUVELLEMENT firection oy Meacament

Pagn- 1 ear 1 QUINGUENNAL ET LA MISE A JOUR D'AMM D'UNE e

SPECIALITE PHARMACEUTIQUE A USAGE HUMAIM

PARTIE A REMPLIR PAR LE DEMANDETR :

Mom et desage Foomae st présantation Eﬂ;}.:’:m‘ indusrial Type da prodat
Froduil sous 1 Proshise de s2fitre e
licence 1 Gdsssicn
O e 1 Bar samilaire
O Hos mERTS

Type de medification
+ O Clusgemen de b easan socsde du Madsricsa de FF

PARTIE RESERVEE 4 L'ADMTNTSTR A TTOM -

Lemre de destamde on 5 excmplaire:

A _— TS
- o Peliendi Mzt dei I.'.IIIIL'.ID._:II..ll TR )
O- Clenggemen de b s socisde du liiuline 4" AWM & "Hesge
- Whealificstion du condilinsncse 1l [rinss O- Changement da s & b sl
- Weahifcatios & Li danSs de validand oo da oo & coissfolion F
- Clangzimeal ou apal o 'us s & Glbicalios, 8¢ ik o e i I O Mkfiation de b, lesgedicae
Frezmie E : O- Mlifcisen du comdissmeinen] sansibiine
E : O-Tesessfern de tinubaried johiangersent du tindaies 4" ARM a0 Moo F: O bl & joanr dey muestions ligales

G 2 O- Coio de dinkiacs

Ciopie du siedpeis & driil 5l=d.ﬂqjﬂrﬂlﬂl1

(NRRNY -~

AND du s dorigise cn vigussd (prodail s lesncs)

Certiff=al du Produi Phamooostiqoe &es e oo ol b edifomentstsn dass e pins
d'iigine & bl pas b oS hedisitios de 1AM (prodl s Tiosm)

o

Rduund des carscidrintioues du produis Su el ' ofigine sdaennlnd

Teaducticos oMiciclle de 1" AMM du pors J'osigese e langus Trngiis & loul amile
devunil il S une langue s g b lengin ou Ml

Fiche digimddiigue e 4 joud

Copie JAMM nsmocin: & vggaul

La natice &1 I'digquetsge mavilile yente oo Mangaiy o en asbe

gloiolo (ol o(ofoioee
gloiolo (ol o(ofojo e
oo ool ofo)oju =

aiojo)p oo

Drriier clinigue (ar CD ol sappod J'coped (e peapier]

Q

Az de irmafen S lilskeried ddlived g le Minkatbe de 1a sl

0

Frizjel du cxadili Lii

Acriied de S di Sosticr ecliages s shves LM

Ceopic du ier d"scond de &

e st délived par ke Minkagre de Sasd

or

Lo gl esinin duo dossss du lilnkre de 1" AN dard be gl " ofigine & FEPI
Melproand

A Speer INancies & nouvesm moddle 8= la potice v tdilean compreil
A Spede Mancies & nein meddle 82 NSaqustge

Revue de lubiblisgmphie clsigue on o de pled fique

Dl I c3 i clmaiggemienl de e de b febdicadion bosle d | impaitalisn
Seudesiern lnrsgue b dissde de valilind semanie de 1AM ou = 9 moi
Ciopie du pdedpmes de jtsedl GEj aclnnd pour e e de liklbases

R A A

ETABLISSEMENT FHARMACEUTIQUE INDUSTRIEL
Pharmscien responsable pn son représentant

S le chamngpme il B @i 04 jocd S licn dare 2 gt ' ofigine, Pasossd S Sealaine J" AMM &

" Mgt o b dE i

DIVISEON DE LA FHARMACTE
Service d enregistrement des médicaments et des produics de samnnd

Date : Signanme et cachst -

ODossier recevable O Droszier imecevable.
Diate: Sipmanare ©
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Annex XVI - LCNM Application Form for Renewal - Morocco

I
Aal. : BE ERf
Echtion : 4
Ome Tapplication © 0SO1I0E

Page 13

_E'ﬁEgTEiram rit

d'une spécializd pharmaceutbque 3 us

Formiulaire de dégdt d un dossier technigue pour le
rencuvellement guinguennal etiou de mise b jour

ape humain

Direction des Médicameants at da la

FPhammacie

mom du prodult Forme/Dosagef Présentation: L

e

Cochez les cazes cormespondantes

e R e R B

| OPrinceps O Géndrigue O Bx-similaire

|

| Type de produic Statut contractusl: |
Cmimigue O Radia pharmaceuliges 0O Impornatian |

| UBielogique  [IHoméopathique [ Fabrication bocale saus licence |

| CIvacein [CAumes 0 Fabeication =

| Type de dossier: {

O Rercarvellement

quirdquennal : circulnire 43 O

circulairs 490

O Transfen de tlukarilé : avec changsmeni de site de fabrcation de PF O
zans changemeni de site de fabrication de PF O

O O o g

Warlarion sujen de

Maodification pharmacentiqes de Type |

Compliments de Stabilind

s Hote &' miarmatios

Modification pharmaceutiques de Tvpe [ {aves rappar d’expert)

Feche signalEtsque

¥ Laconglusion sar

+ L {g) leire {3

L O Amncstation sur ["honneor qee |e produil n'a subi aucune variaiion ron déclande durang

Hurnrnnts,ﬂ"l&fes afourmir:
AMM Maroc en vighiear

o
o
O Formulzire joint dirment rempli.
a

¥ La composition opitadre,

¢ Le conditioanement primaire.

& abilisé du produst find.

) d'engagement du {5) Eabricaniis) du FA

141

E| Lettre :Ecd:nmrh.'ln :c:tpli-::uc} a'-rm: caﬂn:l e L division de It phrmacu:

[ * Les gites de fabrication du prodwil fini et de {5) PA (s}, ea précisant les noms et les adresses.

e e -

Exiraits de la DCF consenant les démenis suivanis {cople die fa documentation déji décianie au LNCM signé par le
pharmicien responsehle) -

e ————
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— e

Al - OE ERAT " Enregistrement

Ecliion ; 4 | Fosmualaine de dépdt d*un dossier technigquwe pour le Drection des Mbdicaments et de la
Cale dapplication | Q5013018 Nmﬂv!llﬂmnlquiﬂqﬂtnﬂit #Liou e mse iiw' Flharmacss

i d'une spécialité pharmaceutique d usage humain I

{aves signatare du pharmacien resporsable)

O Lisie chronslogigue de trates les modifications asiensées de toul iype durant sa derniére pEriode guinguennal | avec
date 4" approbation).

O Liste chronologigue de toutes les modifications =n atbente dautsrisation avec dabe de dépdt de tout type de variation

O Arestatios sur | hoaneur que mais lots de validation sont déposés pour bes prodwits fabriqués localement [ avec copie du
dépdit di courrier de réponse du LHCM].

O Atestation sur |'hoenneur que tous bes emgagements portant sur ladite spécialité lors de son enregistrement 5%ill & liea dont
honards, (copiss des engnpemenis accompagnées des copies des courriers de népanse du LICh).
O Présenter séparément de b documentarion chimique o pharmacestiqoe bea coples des pléces subvanies :

®  Lacomposition unitaire da la spécialité pharmaceutique.

#  Ln description du conditionnemszni |;|ri.|:r|.n|'.rg du prt;utuil fini

= Les siies de fabrication, de conditicnnesment prisvadre el de conrdle du produ fini

*  La conclusion sur b dusée de validité e les conditions de conservalion du prodwil find

ne demande de “ung specialiié sque done I"AMPMM a "snreeisipement e5f ociroyée szion |3 ciroulaire 48

Lettre de demande (cxplicite] avec cachel de ba division de la pharmasie,

AMM Maroe gn vigmut

u]

]

0 Fiche signalétigues.

O Formulbire joint diment rempli.

QA Awesistian sur "honnewr que Je produil 1% subi awcune verialion non déelarde durand sa demiére pEriade quinguenmale. .
[avec sipnature dw pharmacien respongahie)

Liste chromologigue de wouies les medifications suoristes de toul 1ype duranl s derniée pEriode quinguesanal. | aves
dlae d'jpp-mhmiunj
Lise chromologique de wures les modifications en alente d'aulorisation avee dabe de dépdi de towd type de variztion

Documeniation chimigue, biolagique el phammaceutigue complite ; partie DMF ow CEF et pariie produin fini

Arbestation sur |"honnewr que tous les engagemens porant ser ladite spéeialivd Jors de son enregisrement 58 ¥ & liew
s0nl hamorés (copies des engagements accompagoéss des copies des courriers de réponse du LNCK),

Présenter séparéneent de b docementation chimigque et pharmacestique les copies des pigces suivanes :

= Lacomposition unilaive de la spécialitg pharmaceulique .

= La deseriplion du conditionnement primaire duw produin fini.

& L3 sites de fabricabion, de comditionnement primaire et de conirdle du produai fini

*  Lacomclosion sur la dusde de walidivd e bes conditions de copservatbon du prodieil Cin

(Jour une demande de variatigos.
Letire de demande [expliciiz) aves cachel de la division de la pharmacie

O OO0 o o

|
AMM Maroc ea vigugu
Fiche sigmnléticie

Farmulaine jainl diment remphi

O O O o O

Tableaw comparalif de la sivuation acveslbe 2 proposés

e

—— e
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e, - DE RS Enregistrement .

Ediden - 4 Fonmulaire de dépdt d un dossier lechnigque pour L& Direction des Médicaments &l de la |
Date dapplication - ONOV206 | renguvellement quinguennal ei/ou de mise i jour Fhurmarie

il d’une spécialité pharmaceutiqus & usage humain L B

O Déclaration type * [woir ci-dessous), signée par |e phirmacien resporsable

0 PRappon d'expert pour Woule variation de Trpe Il

O Accord de 'autonsatios de r&gltm‘tl.tiw du pays d'origine sur ks variations pour ks produits & MNimportalhon gl wous
licence.

O Docomeniation chimiges biologique ef pharmacewliqee & foursic pour Je ype de 18 modificalion proposée.
T Liste chronolezique de toutes bkea modifications en astent: d'auiorisation nvec dase de dépdt de tout type de variatsan

0 Préssnisr sparément de L2 documentation chimigue g1 pharmaceutigue bes coples signées par |e pharmacien responsanle
des pléces sulvanies dans les cas ol la variation suchs A MM,
»  La eompasition undlame de la spéetalilé pharmacsotique slion.
& La description du conditionnement primaine du prodait fini etiou.
= Les shes de fabricarien, de condidennement prinaire &1 de conindle du produit fin svow,
» L conclusion sur le durfe de validité €1 bes conditions de eonservation du produit fin

CiCogie du courrier du LNCM demandani kes Etudes de Stabiliig

Oll=s nowvelles données de sabdind

Copie de Fengagement

CP pearrier du laks are phiprpnas ¥

{vour engagement de stabilief doq componmer "échéancier, la darz de fabricaion, bes nemérns des lots le type de condilkonmems: =
primaire, la taille dw lot &1 12 dale de remise des donmées au LNCM).

*: Prégenter les déclaradons 21 ailestalions suivanbes (séparémeas de ce foomulaire).
_ ncure modification n'a &nd faive sur o2 produil en dehors de celleds) indiqueés(s) dans cene demandes

~ La decumentation fournie ne présenie aucune auire modification que celles décrites dans celze demande (sauf poer les
demandes de modifications dépocfes e pemllEle);
~Les changements demandés n°sfTecizm pac la qualind, efficacind ou Mimnocuin du présent medicament;
L& documencation wansmise commespond & celle exigde powr une medificalian de Type LA ou 1B;
— Led eondilions prévues pour cette medification sont remplies.
- Aauire(s).

e ————

Jegomplément demandé par le LNCM
“Comgplémen de I3 documentation

“Ciapie du eourrier de demande de complémen
“Caurrier de répense du laboraoire pharmaceutigoe

LNCM: T T LABDRATOIRE PHARMACEUTIQUE:
Dl d& récaption: Skgnature du responsable affsire réglementaie

Accusé di réceprion : ]
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Annex XVII — Application Form for Renewal - Algeria

FORMULAIRE (&)
DEMANDE D'ENREGISTREMENT DE REGULARISATION ADMINISTRATIVE DES
MEDICAMENTS A USAGE DE LA MEDECINE HUMAINE
A-BENSEIGNEMENTS SUR LE DEMANDEUR -
Mom du demandeur :
Mom de la Sooidté
Adresse :
Telephone —Telex et Fax

Mom et prénom du représentant

B-REMSEIGHNEMENTS SUR LE FABRICANT -

Mo -

Adresse :

Télephone -

Autorsation dexploitation de I'Etablissement -

Mature des normes de fabrication :

C-RENSEIGNEMENTS SUR LE PRODUIT -

Deénomination commune intemationale -
Spécialits

Forme galénigue :

Diosage -

Indication clinigue et voie d'administration -
Fosologis

Contre —indication, précaution et mise en garde

Fays d'origine du produit :
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Homolagation dans d'autre pays -

Conditionnement -

Classification ( vital, essentiel, non essentisl ) :

Je soussigné (e} ... ... .demandeur ou représentant déclare que toute les

informations données dans cette demande et ses annexe sont exactes.

Signature du demandeur Date :
ou du représentant

H.B: le présent document doit etre authentifie par les services consulaires de |'Ambassade
d"Algerie.

ANNEXE |

STATUT ADMINISTRATIF DU PRODUIT -
ASPECT ET COMPOSITION DU PRODUNT -

MNom du produit :
Mom du demandeur :
Forme pharmaceutique et aspect (Taille, coulsur et )

Autorisation de mise sur le marche du pays d'origine (Copie du certificat
d'autorisation de mise sur le marche des autortés compétentes datant au maoins
d'une année par rappor a la date du dépot du dossier de demande d'enregistrement

-Hombre d'exemplaires des etiquettes - 10
-Hombre d'exemplaires de notice du produit - 10
-Hombre d'exemplaires d'emballage du produit : 10

Autorisation de mise sur le marche dans d'autres pays (Copie du cerificat
d'autorisation de mise sur le marché des autorités compétentes datant de moins
d'une année par rapport & la date du dépdt du dossier de demande de demande
d'enregistrement.

-Hombre d'exemplaires des etigquettes - 10

-HMombre d'exemplaires de notice du produit - 10
-HMombre d'exemplaires d'emballage du produit : 10
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Four chaque pays dans lequel le produit est fabrigué (Joindre un certificat délivre
par 'autorité compeétente au maximum un an avant |3 date de |la présente demande
conformement au sysiéme organisation mondiale de la santé de cerification de la
qualité des produis pharmaceutiques entrant dans le commerce international.

ECHANTILLONG -

Joindre 10 échantillons dans I'emballage proposé a la commercialisation pour
chague forme et dosage.

[exte des notices d'ufilisation du oroduit selon les rubrigues suivanies :

Composition du produit

Indications

Posologie & administration

Contre indication

Reéaction indésirables

Précaution et allaitement

Traitement des surdosages

Interactions avec d'auires medicaments ou avec des aliments

Conditions de conservations.
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Annex XVIII — Annex A Application Form for Renewal - Algeria

ANNEXE N

ASPECT ET COMPOSITION DU PRODUIT -

Nom du produit :
HNom du demandeur
Forme phamaceutigue et aspect (taille, couleur etc ).

OMS ou autres pharmacopées | :

Formulaire du principe actif :

Quantité et dose centésimale du principe actif contenues dans une dose unitaire (mil
liquide].

by Excipjent o

Quantite et dose centesimale et raison d'inclusion

Mature de l'excipient : - Colorant
- Consensateur
- Amnticydant
- Stabilizant
- Aromatisant
- Gaz propulseur (agérosol)

Specification des matériaux de conditionnement en confact direct avec le
médicament.

Mention des substances susceptibles d'engendrer une dépendance et figurant dans

l'une quelconque des listes de substances psychotropes et de stupéfiants &tablies
par 'Crganisation des Mations Unies.
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Annex XIX — Annex Il Application Form for Renewal - Algeria

ANNEXE I
PROCEDURE DE FABRICATION ET DE CONTROLE

Nem du produit

MNom du demandeur :

Forme pharmaceutique et son aspect (taille, coulsur ete ...

Joindre une description du processus de développement de la formule avec
justification du choix et du dosage des excipients.

L'étude de a bio équivalence de ce produit lorsguelle a ete effectuée. 5i oui donner
des détailles, Si non, indiquer pourguaoi.

Pour les médicaments dits générigues a index thérapeutigues faible I'étude de la bio
equivalence relative est exigs.

Joindre un resume de fabrication

Joindre une description des procédés de contrdle appliques au matiéres premiéres y
compris les testes, micro biologiques toxicologiques le cas échaant.

Joindre une description des contrdles e des essaie effectués au cours du processus
de fabrication.

Diécrire les essais et dosage effeciuees swr le produit final.
Denner l'intégralité des specifications relatives au produit final.
Durée de conservation proposés

Fournir des données justifiant 'estimation de la durée de consensation.
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Annex XX — Required documents for renewal of CP products

Annex 2

Documents to submit

Renewal applications should be submitted in eCTD format and have to contain the doouments lisbed

below.

Module 1:

1.0

1.2

Coar latber

Renewal Application form with the following annexes:

List of all authorised product presentations For which renewal is sought in tabular
forrnat (following the template for Annex A to CHMP Opinion)

Details of coNBCL persons:
- Qualified person in the EEA for pharmacovigilance

- Contact person in the EEA with the overall respongibility for product defects amnd
recalls

- Contact person for sclentific service in the EEA in charge of inforrmation &bowt
the medicinal product:

List of EU Member states/NorwayToeland where the product 5 on the market and
Iindicating for each country which presentations are marketed and the launch date

Chronclogical list of all post-autharisation submissions since the grant of the
Marketing Autharisation or last renewal: a list of all appreved or pending Type IAJIE
and Type II variations, Extensions, Art 61{3) Notifications, USR, and PSURs, giving
the precedure nurmber (where applicable), date of submission, date of approval (if
approved) and brief description of the change.

Chrenclogical list of conditions and Specific Obligations submitted since the granting
of marketing authorisation or the last renewal indicating scope, status, date of
submission and date when date the condition/ cbligation was fulfilled (where
applicabie)

Revised list of all remaining conditions and Specific Obligations [where applicatie)

A staterment, or when available, & certiicate of GMP compliance, not more than three
years old, for the manulacturen(s) of the medicinal product listed in the application
issued by an EEA competent authority or MRA partner authority. A reference to the
Commmunity EudraGMP database, if available will suffice.

For manufacturing sites of the medicinal product not located in the EEA or in the
territory of an MRA partner, a [t of the most recent GMP inspections carried out
indicating the date, inspection team and ouboome.

In accordance with Article 46(00 of Directive 2001/83/EC manufactering authorisation
holders ane required to we &5 starting materials only active substances which have
been manufactured in accordance with the detailed guidelines on good manufacturing

EREL LI Iy S0O0 00 Wew.5
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practice for starting materals as adopted by the Community. The following
dedarations are I'quJll'Ed:

- Adeclaration by the Qualified Person {QF) of each of the manufacturing
autharisation holders (i.e. located In the EEA) listed in the application form
where the active substance s used as a ELE‘I‘JI"IU rmaterial,

- Adeclaration by the Qualified Person [QP) of the manufacturing authorisation
helder(s) listed in the application as responsible for batch release.

These declarations should state that all the actve substance mamfacturen]s) referred Bo In the
application form operale in compliance with the detailed guidelines on good manufacturing
practice for starting materals.

1.3.1 Summary of Product Characteristics, Labelling and Package Leaflet:

A cean version of the SmPC, Annex I1, outer and inner labelling and Package Leaflet in English
has to be provided. In addition & word version highlighting potential changes proposed by the
MAH should also be included in the application.

1.3.1 Specimens:

Al renewal, EMA will perform & naw check of the spacimens across all marketed product
presentations.

Relevant example specimens should be provided to the EMA a< part of the renewal application,
for each strength, pharmaceutical form and container type in the smallest marketed pack -size.
Ideally multi-lingual specimens should be provided but, If not avallable, a single-language
specimean may be submitted.

Ag such the EMA will recehve and check at least one example specimen of the whale range af
marketed product presentations after 5 years, in one submission.

In case the MAH plans to change the overall design and readability of the [abelling andfor
package leafet around the time of renewal, submission of specimens of the "old” product
design will not be necessary. In case the MAH withes o receive EMA fesdback on their
proposed new packsging in advance of the specimen submission and review, this approach
should howeser e discussed with the EPL/PM in advance of the renewal submission.

1.4 Information about the Expert:

In caseas where MAHS wish to ﬂlmﬂh these dedarations from any Fll‘l’."n'll'.‘lLE dedlarations, the
EMA Renewal proceduns Nurmber may be induded on top.

1.4.1 Information about the Expert: Quality (ind. Signature + CV)
1.4.3 Information about the Expert: Non-clinical (incl, Signature + CV) - If applicable
1.4.3 Information about the Expert: Clinical (ind. Signature + CV)
182 Risk Managerment Plan:
The updated RMP and where relevant, the new RMP.

Where there Bre no hiew data justifying changes to the latest spproved RMP, the MAH should
pl"ﬂ’u‘lﬂ! im the clinical overview declaration and confirrm that the current appl-n'.-&d RMP remain
unchanged and applicable.

EMES] LMy SO0y a5
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Where there IS no RMP for the medicinal product, this should be stated in the cover latter.

Module 2:

2.3 Addendurm to Quality Dwerall Summany:

The Addendumn should include & declaration of compliance with Article 16{1) of Regulation (EC)
Mo 726/2004, which abliges the MAH "to take account of technical and scientific progress and
introduce any changes that may be reguired to enable the medicinal product to be
manfactured and checked by means of generally accepted scentific methods™.

The Addendum to the Quality Overall Summary should also include:

. Confirmation that &l changes relsting to the quality of the produect have besn made
fellowing applications for variations and that the product conforms to current CHMP
Quality guidelines.

. Currently authorlsed specifications for the active substance and the finished product
{with date of latest approval and procedure nurnber)

. Qualitative and quantitative composition in terms of the active sulstance(s) and the
excipient{s){with date of latest approval and procedure number)

2.4 Addendum o Non-clinical Overview:

A Addendurn to the nen-clinical Overview is not systematically required as part of the renewal
application.

When new date are submitted in the non-clinical Addendem, & critical discussion must be
submitted a3 part of the renewal application, Supporing the beneft-risk balance re-evaluation
for the product Eaking into account any mew non-clinical data sccurnulated sinos the initial Mk
or the last renewal, or any relevant new information in the public dormain.

In the cate where no mew non-clinical data have been gathared since the granting of the MA or
the last renewal, this may be stated in the Addendem to the Clinical Overview.

2.5 Addendurm to Clinical Overvdew:

i eritical discussion should be provided within the Addendum to the Clinical Overview. It should
address the current benefit-risk balance for the product on the basis of the PSUR data and
safetyfefMcacy data accumulated since the granting of the MA or the last renewal, making
reference to relevant new information in the public domain. The discussion should clearly
reflect the data previausly included in the PSUR and the new data that have been collected
gince the DLP of the last PSUR up to the DLP of the renewal that should not exceed S0 days
Flr‘il'.'l o the renawal sulbmission.

The Addendum o the Clinical Overview should contain the following inforrmation=:

. History of pharmacovigilance system inspections [date, inspecting autherty, site
inspected, type of inspection and If the inspection is product specific, the list of
products concerned) and an analysis of the impact of the Aindings overall on the
benefit-risk balance of the medicinal preduct.

- Worldwide marketing authori<ation status: overvies of nember of countries where the
product kas been authorsed and marketed worldwide.

EFER]CrM P] 20001 00 REw .5
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. Actions taken for safely reasons during the period covered sinoe the initial marketing
authorisation or since the last renewal until to the DLP of the renewal: deseription of &l
significant actions related to safety that had a potential influence on the benefit-risk
balance of the authorised medicinal product (e.g. suspension, withdrawal, termparary
halt or premetene ending of cinical trigl for safety reasons, issue regquiring
communication to heahtheare professiongts...). Among these, actions taken from the
DLP of the last PSUR up to the DLP of the renewal should be cearty highlighted.

. Significant changes made to the Reference Information (RI) during the perod covered
since the initial r'r'lE'HH.ll"lﬂ autharisation or sinoe the last renawal. In this section, thea
e mangg made frorm the DLP of the last PSUR up to the DLP of the renewal shouwld

be claarly highlighted.

. Estimated exposure and used patterns: data an cumulative exposure of subects in
clinical trials as well &5 of patients from wordwikle post-marketing expogure per EU and
nom EU regions. If the marketing authorisation holder becomes gware of & pattermn of
use of the medicingl product considered relevant for the interpretation of the safety
data, & brief description should be provided: such patterns may include in particular
off-label use,

- Data in surnmary tabulations: Surmmary tabulations of sarous adverse events from
clinical trials as well 22 summary @bulations of sdverse reactions from post-marketing
data sources reported during the period covered since the initial marketing
authorisation or since the DLP of the last renewal up to the DLP of the renewail.

. Summaries of significant safety and eMicacy Aindings from clinical trials and non-
interventional studies during the period covered by the renewal. [t should also address
whether milestones from pest-authorisation safety studies, post-autherisation eMcacy
studies, studies included in the pharmacovigilance plan of the RMP and studies
conducted as condition or specific obligations of the marketing authorisation have been
reached in accordance with agreed tmeframes. New data since the DLP of the last
PSUR up to the DLP of the renewal should be clearly highlighted

. Overview of signals: High level overview of signals for which evaluation was completed
during the period coverad by the renewal and any action taken or planmned: and high
level overview of angoing skanals (e, that are undergoing evaluation et the DLP of the
renewal application) should be provided. The information should be provided in & tabe.

. Signal and risk evaluation: the MAH should surmmarise signals for which evaluation was
completed during the reporting period of the renewal. For signals thet became
In'qmﬂ:art identified or pﬁﬁ'ﬂﬂ risks or are related o & known risk, a characterisation
of the risk sheuld be previded. Evaluation of signals completed from the DLP of the last
PSUR to the DLP of the renewal should be dearly highlighted. The MAH should discuss
whether any changes are considered necessary in the exsting safety concerns and
whether any additional rigk minimication sctivities For the product Bre warranted,
eonsidering the dats eollected during the period covensd by the renewal.

. Relavant information on patterns of medication errors and potential medication ermars
[Even whan not associated with adverse outcomes) during the period covered by the
renewal. Such information may be relevant to the inberpretation of <afety data or the
overall benefit-risk balance evaluation.

EMER) LI Iy SO0y L e 5
Guddaling o et proosssing of renemals in e oentralised proodung
Page 15530

152



Maintenance of Marketing Authorizations in the MENA Region

Literature: review of important literature references published during the peried
covered since the initial marketing suthorisation or since the DLP of the last renewal
that had a pobential impact on the benefit-risk balance of the medicingl produd.

Benefit evaluation: the MAH should summarise important efficacy and efectiveness
information (induding information on lack of efficacy) for the pericd covered since the
initial marketing authorisation or since the DLP of the last renewal wuntil the DLF of the
renewal.

Benefit-risk balance: a discussion on the benefit-risk balance for the approved
indication should be presented, based on the above information.

Late-breaking inforrmation: The MAH sheuld summarise the potentially important
gafety, eMicacy and effectivensass findings thet arise after the DLP of the renewal but
during the period of preparation of the addendurn to the dinical overview.

ax Marketing aubhoriss ion holders are advised o consider the Good Vigilance Practice Modine
VIT an PSUR a5 guidance for the preparation of the above sections of the cinical ovarvisw.,

The Clinical Expert Statement: Showld :

Canfirm that no new clinical data are availablie which change or result in & new benefit-
risk balance evaluation.

Confirm that the product can be safely renewed at the end of 8 5-year period Tor an
unlirmited period, or any action recommended or initizted should be specified and
fustified

Confirm that the authorities have been kept informed of any additional data significant
for the essessment of the beneft-risk balance of the product concerned.

Confirm that the produect information s up o dabe with the current sclentific knowledge
including the conclusions of the assessments and the recommendations made publicly
gvailable on the European medicines web-portal.

ERERCHM P 200000 Paw.5
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Annex XXI — Required documents for renewal of DCP or MRP
products

ANNEX 3 - Documents to submit

Renewal applications with full docurnentation have to contain a consolidated version of the file,
containing at least the documents listed below. Further decumentation should be available from the
MAH on reguest if considered necessary o complete the benefity/risk assessment.

In certain cases (See section 3.6 and also 3.5 above), certain elements of the dinical owerview
sddendurn can be omitted.

In certain casas, I:|.E. in the 5{1&!’.‘”1!2 cases when 8 shortenad renewal Prl'.‘l':EﬂIJI'E can be followed, see
sections 3.3, 3.4, 3.5, 3.8 and 3.14 above) the consolidated file may be reduced to a cover letter from
the MAH Becompanied by an spplication form [without annexes) and a declaration that full
documentetion will be aveillable for submission on reguest of & CMS. The cover letter should include
confirrmation that ne new dets are aveilable that I!hﬂl'lﬂ-H-_. orf would result in 8 re-evaluation of, the
benefit/ sk balance and that the praduct Information is up to date with cerrent sclemtific knowledge [or
otherwise & commitrient to update the product infermation by the appropriate varation within -
manths ol the Analisation of the reﬁEnaI]. In cases where a shortened renawal prm:&d ure COncems &
MA Tallowing an Informed consent/duplicate, the MAH should also confirm In the cover letter that the
dossier of the ‘mother licence’ and the dossier of the informed consent/duplicate are stil identical.

The consolidated file should be presented as follows in accordance with the appropriate headings and
nurmbering of the EL-CTD farmat:

Module 1:
1.0 Coweer letter
1.1 Comprahensive table of contents
1.2 Renewal Application form with the following anneswes:
#  List of all authorised product presentstions for which renewal is sought, in tabular
farmal;

s Detaile of contact persong:
- Qualifiad pereon in the EEA for pharmacovigilance;
- Contact person in the EEA with the overall responsibility for product defects and
recalls
- Contact person for sdentific service in the EEA in charge of information about the
medicinal produect;

+ List of EU Member States/Norway/Iceland where the prodect is on the market and
indicating for each country which presentations are markebed and the launch date;

« Chronological list of all post-suthorisation submissions since grant of the MA o last
remewal: a list of &l approved or pending Type IA & Type LAy, Type IB and Type 11
variations, Extendgions, Art 61{3) Notifications, and PSURS giving the procedure
muember (where applicabla), date of submision, date of approval (if approved) and
briel dascription of the changs;

s Chronological list of conditions/ post-authordation commitments submitted gince the
granting of the MA or the |ast renewal indicating scope, status, date of submission
and date when issue resoheed (where applicable);

= A revised list of all remaining conditions (where applicabile);

= A statement, or when available, a certificate of GMP compliance, not more than three

CMOh Best Predice Guide on the processng of rersmals in s Mubssl Reeogeiton &md Dectniralsed
Prodialures
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Module 1:

1.3

1.4.1
1.4.2
1.4.3
1.8.2

Module 2:
2.3

years old, for the manufacturer(s) of the medicinal product listed in the application
issued by an EEA competent suthority or MRA partner authority. A reference to the

Community EudraGMP database, if available, will suffice.

=  For manufactuering sites of the medicingl product not located in the EEA or in the
terribory of an MRA partner, a list of the most recent GMP inspections camed out
indicating the date, inspaction team and outoome.

= In sooordance with Article 46(0) of Directiee 2001/837EC manufacturing authaori<ation
helders (ie. located in the EEA) are required be uee &g starting materials only active
substances which hawe been manufactered in accordance with the detailed guidelines
of good manufacturing practice for starting materials as adopted by the Union. The
fallowing decarations are required:

- A declaration by the Qualified Person [(QPF) of each of the manufacturing
authorization holders listed in the application form where the active substance is
used B @ starting material,

- A declaration by the Qualifed Person (QF) of the mamdfacturing authorisation
halder]s) listed In the application as responsible for batch release.

These declarations should stabe that all the active substance manufacturer|s) :

referred to in the application farm operate in compliance with the detailed guidelines

on good manufacturing practice for starting materials®.
Summary of Product Characteristics, Labelling and Package Leaflet
A relevant example of the proposed texts for SmPC, outer and Inner labeling and
Package Leafet in English must be provided with any proposed changes [highlighted),
Information about the Experts.
In cases whene MAHS wish to distinguish these declarations from any previous
declarations, the renewal precedure number may be induded on kop.
Information about the Expert - Quality (incl. Signature + CV).
Information about the Expert - Non-Clinical (ing. signature + CV) - IF applicable.
Information about the Expert — Clinlcal (incl. Signature + CV).
Risk Management Plan (if applicable).
The updated BMP, If necessary. Where there are ne new data justifying changes to the
latest approved RMP, the MAH should provide swch a declaration and confirmm that the
current approved RMP remains enchanged and applicable.
I¥ there i€ not an RMP for the product and this s not reguired, this should be stated in
this section.

Addendum to the Quality Overall Summary
The Quality Expert should include & declaration of compliance with Directive 2001/83/EC
which obliges the MAH to take account of technical and scientific progress and Intreduce
any charges that may be required to enable the medicinal product to be mamfactured
and checked by means of generally accepted sclentific methods.

The Addendurm o the Quality Oversll Surnmary should also include:

? &orording o Artide £6a (1) of Directive 2001783 and Articke 50a {1} of Directive 2000/82, manufacture Indudes complste
or partial manufacture, import, dividing up, packaging or presentation prior o its InconporaiBon inbe & medidnal product,
Incuding re-packaging or re-labelling a5 carmied out by a distribubor.

! Srarting materals manufachured from blood or bilood components ane excluded from this requirement

CHOh Bem Fredice Guide on e proceseng of renewmsls in the Mulual Recagnition sind Desenirakaed

Profblure
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Module 2:

1.4

1.5

»  Confirmation that all changes relating to the quality of the product have been miade
fallowing applications for veriations and that the product conforms to current CHMP
Quality guidelines;

»  Confirmation of currently Buthorised specifications for the active substance Bnd Ehe
finished product (with dabe of latest approval and procedure number) ;

»  Qualitative and quantitative compesition in terms of the active substance(s) and the
excipient(s) (with date of latest approval and procedure aumber):

Addendum o the Nen-Clinical Overview

An Addendum o the Non-Clinical Overview IS not systematically required &5 part of the

renewal application.

IF oy fiews non-clinical data have been gathersd, this will be reflected in the addendurn to

the clinical averview,

If &n addendum to the non-clinical averdew s provided this should include a critical

discussion supporting the benefit/risk re-evaluation of the product teking Into account

Arry NEw non-clinical data acoumulated since the initial MAA, or the last renewal, or any

relevant new information In the public domain.

Addendum o the Clinical Overview

i eritical discussion should be previded within the Addendurm to the Clinical Ovendew

addressing the current benefit/risk for the product based on the PSUR data and

safetyfeMcacy detes accurnulated since the granting of the MA [or the last renewal If
applicable), referring to relevant new information in the public domain.

The addendum to the Clinical Overview should contain the following information®:

» History of pharmacovigilance system inspections (date, Inspecting authority, site
inspected, type of inspection and IT the inspection Is product specific, the list of
products concermed) and an analysis of the impact of the findings overall on the
penefit/riak balance of the medicingl product.

L] Worldwide r'r'lﬂrk.l!ﬂl'lﬂ apprm-nl status: owerview of number of countries whare thea
product has been approved and marketed worldwide.

= Actions taken for safety reasons during the period coversd sinos the initdal markeating
authorication or ince the last renewal (up to 90 days prior to renewal submission):
description of significant actions related to cafety that had a potential influence on
the benefit/risk balance of the approved medicingl product (e.g. suspension,
withdrawal, H:r‘r'lpﬁnr-r halt or pren\a-l'.ure El'ldll'lﬂ of clinical trial for safely reasons,
issue requining communication to healthcare professionals._. ).

»  Significant changes to the SmPC (&.g. safety warnings, contraindication, restriction of
indication...) during the perod covered since the initial marketing authorisation or
since the last renewal (up to 30 days prier bo renswal submission), or has made
changes to the reference safety information that has not yet been agresd for the
registered SmPC. Meaningful diferences beiwesn the reference safety Information
and the proposals for SmPC should be stated. A proposed SmPC, Package Leaflet
and labelling should also be provided.

»  Estimated exposure: data on cumulative exposure of subjects in dinical trials as well
85 of patieMs from marketing exposure. IF the marketing authorisation holder
Becomes aware of a pattern of use of the medicinal product considered reevant for
the implementation of safety data, 2 briel descripion should be provided: such
patterns may Incude in particular, off-label use.

CMOh Best Precice Guide on e processing of nenessls in the Mutual Recognition and Deteniralsed
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Module 2:

Data in SUMIMAry Labulations: SUMIManry tabulations of serous adverse avents from
clinical trigls 22 well as SUMIMAry Ebulations of edverse resctons from [h:ﬂt-
marketing data sources reported during the period covered since the Initial marketing
authorisation or since the last renewal (until 90 days prior 1o the renewal
submiggion).

Summaries of significant safety and eficacy fndings From cdinkcal trals and men-
interventional studies: description of any cignificant safety findings that had an
impact on the conduct of clinical trials or non-interventional studies, It should alse
address  whether milestones from  post-authorisation  safety  studies, post-
authorisation eficacy studies, studies from the RMP pharmacovigilance plan and
Studies condected as conditions and nbllgaunng al the marh_'r.lnq authorisation, have
ean reachad in accordanca with WIEE! timeframes,

Literature: revies of important [ersture references published during the period
covered since the initial marketing autherisation or since the last renewal [ug to 90
days prier to the renewal submission) that had & petential impact on the benefit/ risk
of the medicinal product,

Rigk evalustion: the MAH sheuld summarise any information related to important
safety lssues, evaluation and charactersation of risks 3z well as effectiveness of risk
mimmisation measures for the p-erind covered since the initial I"r'lalliﬂﬂl’lﬂ
authorisation o since the last renewal [up to 90 days prior to the renewal
submission).

Benefit evaluation: the MAH sheuld summariee important eMcacy and effectivenscs
infermation (including Information on lack of eMiceey) for the perlod covered since
the initial marketing authorisation or since the last renewal (up te 90 days prior to
the renewal submission).

Benefityrick balance: a discussion on the benefitfrisk balance for the approved
indication should be presented, based an the above information.

Lete bresking information: the MAH should summarice the potentially imporant
safety, efficacy and effectivensss findings that arice afer the data lock peint but
during the perlod of preparation of the sddendurn to the clinical overdew.

* Marioeting authorisation holders are advised to consider the GWP Module VII on PSURS as guidance
for the preparation of the abowe sections of the clinical owervies.

The abowe sections can be omitbed from the dinical overview for products authorized
under Articke 10a and those regigtensd under Article 16a and mutually recognized, unbess
there is an obligation to submit PSURS for the product as laid down in a condition to the
Marketing Authorisation or it 15 indicated in the list of European Union Reference Dates
(EURD) thet PSURs are reguired for products authorsed or registered under these
articles and containing the substance or combination of substances concermed.

In arry event & clinical expert statement will be required and the Clindcal Expert <Mook :

Confirm that ne new dinical (or pre-clinical data in the absence of a nen-clinical
lhEI“'n'lE‘l'l] are available which CMWH or results in a new benefily sk evaleation.
Where there are new pre-clinical dats, the MAH should submit & non-clinical expert
report a5 appropriate.

Confirm that the product can be safely renewed at the end of B S-year period for an
unlimited period, or any action recommended or Initiated should be specified and

CHON Bt Pracice Guide on e processing of fenemsis in the Mutual Recagnition snd Decentralaed

Frodlures
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Module 2:

Justified.

= Confirm that the authorities have been kept informed of amy additional data
significant for the assessment of the benefit risk balance of the product concermed.

= Confirm that the prodect information is vp to dakte with current scientific Knowladge
including the conclusions of assessments and recommendations made publichy
available on the Europaan medicines web-portal.

CHDN Bex Mretice Gulde o U procesding of renewmsis i U Mulusl Redagrition & Deceriralaed
Prodblores
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