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Biologic/ Biosimilar uptake in MENA and GCC
Regulatory Status
Challenges
Opportunities

Increasing demand for chronic disease treatment creates an
upside for biosimilars drug makers in MENA.
The health challenges in the Middle East and North Africa
(MENA) are steadily shifting towards those of Western
countries

BIOLOGIC
UPTAKE IN
MENA & GCC

The ability of biological drugs to target highly specific cellular
and molecular processes has opened up new therapy areas
and enabled far more effective treatment of a wide range of
non-communicable diseases
The region has an expanding and ageing population and an
increasing prevalence of lifestyle-related non-communicable
diseases
Collectively driving the demand for pharmaceutical products
over the coming years
Diabetes and cancer are particularly prevalent across the
region with some of the highest prevalence rates globally

Diabetes is A Fast Growing Problem in MENA

The regulatory environment governing pharmaceuticals in general lags
behind the developed Western markets

Underdeveloped
biosimilar
regulation in
MENA region
restricting
market access

Regulations regarding biosimilars in the MENA region lag behind those
of the EMA and FDA

A major issue affecting drug makers operating in the region is the
prevalence of counterfeit medicines and so-called ‘intended copies’.

Intended copies are copies of an originator biologic product that have
not met the strict regulatory requirements set out by the WHO, EMA
and FDA

An increasing number of these products have been approved in the
MENA region

There is great disparity in the biosimilar regulation across the MENA
region

Regional Regulations

Iran has established regulations based loosely on the WHO guidelines, yet no biosimilars have been approved. However,
since 2003, Iran has used its generic medicine regulations in combination with WHO biosimilar guidelines to approve and
register 17 intended copies of originator drugs, and there are 15 more in the approvals process. Most of these copies are
manufactured by domestic drug maker CinnaGen Pharmaceutical Gp

Iraq has implemented guidance for biosimilars, however, there are yet to be any approved.

• Jordan, Egypt and Saudi Arabia have developed regulations for the
registration of biosimilars, which require a comparative clinical trial
with the original drug. CT-P13, an infliximab biosimilar, has been
approved in Jordan and Saudi Arabia. Egypt is yet to approve any
biosimilars.

Regional
Regulations

• Lebanon has implemented guidance and list requirements, based
on EMA and WHO guidelines, for the registration of biosimilars.
Biosimilars can only be approved in Lebanon if they have been
approved by the FDA or EMA and do not violate patent laws.
Lebanon has registered FDA-approved biosimilars for infliximab,
etanercept and adalimumab.
• The UAE has developed draft guidance for biosimilars, but no
products have been approved to date
• Bahrain, Kuwait, Oman, Palestine, Qatar, Syria and Yemen have no
biosimilar-specific regulations, and, consequently, no biosimilars
have been approved in these countries

Turkey- fast growing…
The regulatory body for approval of medicines in Turkey is the General Directorate of Pharmaceuticals and Pharmacy (GDPP).
The agency is assisted in its tasks by expert committees.
Ministry of Health regulations state that product registration can only be granted to a company fully registered in Turkey.
Any medicinal product imported into Turkey should be registered in the name of a Turkish agent. Prior registration by a competent
authority such as EMA or FDA makes Turkish registration easier but is not a mandatory
Turkey is the 6th largest pharmaceutical market in Europe and the16th largest pharmaceutical market in the world, and is classed as one
of the fastest growing emerging markets
In Turkey, a company that intends to get approval of a “biosimilar product” must submit an “abridged” application to the General
Directorate of Pharmaceuticals and Pharmacy; as for the EMA guidance, the applicant should demonstrate the similarity of the biosimilar
product to the original product in terms of its quality, characteristics, biological activity, safety, and efficacy. Foreign clinical trials are
The
Biosimilar
Guideline was published in 2008 and they follow the EMA guidance The MENA biosimilar market will show long-term
allowed
to be submitted.
growth. The biosimilars market in developed markets is growing quickly, with an increasing number of products seeking approval. We
note that there is huge potential in the biosimilars market; they are cheaper than originator biological drugs and thus are attractive for
government tenders to help increase the efficiency of healthcare budgets and improve access to, and the affordability of, medicines in
their country
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Development in MENA
• In November 2011, Oncobiologics made a deal with Boston Oncology to license, manufacture and commercialise four of
Oncobiologics’ biosimilars for immunological diseases and cancer in the MENA region.
• Iran-based AryoGen Pharmed (AryoGen), a member of the CinnaGen group, is one of the biggest biotech enterprises in the MENA
region
• AryoGen’s product portfolio includes biosimilars of Roche’s cancer
drugs Herceptin (trastuzumab), Rituxan/Mabthera (rituximab) and Avastin (bevacizumab) and Novo Nordisk’s haemophilia
treatment NovoSeven (recombinant factor VII)
• Over recent years AryoGen has begun to export its products to countries across the MENA region.
• In December 2017, Jordan-based Hikma Pharmaceutical signed a licensing deal with Celltrion granting it exclusive rights to
market Truxima, a biosimilar of Roche’s Rixtuxan/Mabthera (rituximab). Hikma now has authorisation to market three of
Celltrion’s biosimilars, including Remsima (infliximab) and Herzuma (trastuzumab) in the MENA region.
• German generic medicine manufacturer, Stada, and Swedish biotech company, Xbrane, announced on July 12 2018, that they had
entered into a co-development agreement for Xlucane, a proposed biosimilar to Lucentis (ranibizumab).
• The drug has reported positive in-vitro biosimilar data and the companies plan to distribute it in some MENA markets once
developed.
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• The biosimilar use is still considered a new encounter in
the Middle Eastern areas, many countries have never had
any experience with their use
• Many countries in this region suffer wars, political
issues, and economic crises

Challenges
Biosimilar use
MENA/GCC

• These factors open the doors for illegal drug entrances
and render physicians hesitant to use new agents
• Relative isolation of Arab physicians from the rapidly
developing world of therapeutics
• Many older doctors prefer to stick to their repeatedly
used regimens rather than trying a new drug
• Lack of central electronic records
• Lack of robust PV systems

Patient and
physician
attitudes in
the region
have also
contributed
to a slow
uptake

In the MENA region, there is a lack of guidance and
education available to physicians regarding the
development of biosimilars

Lack of guidance on interchangeability of biosimilars with
originator drugs

Doctors are sceptical about the efficacy and safety of
biosimilars, and are reluctant to prescribe them in place of
its originator biologic.

A study, in 2016, concerning biosimilar use in Lebanon,
which surveyed healthcare professionals, concluded that
only a few physicians are aware of biosimilars presence in
the market and thus prescription was limited

Other factors ….

The lack of
pharmacovigilance
systems to monitor the
safety of biosimilars

Physicians have a
preference for
prescribing by brandname biologics

The growing problem of intended
copies is tarnishing the reputation of
biosimilars among physicians and
patients and is further adding to the
reluctance of physicians to prescribe
them

Same prescribing patterns
is supported by the high
payer power of countries
in the Gulf Cooperation
Council (GCC)

Brand trust and loyalty is an
important factor which
influences the choice of
prescribers

Reports of doctors being
incentivised to continue to
prescribe originator drugs

GMP Compliance

The establishment of stringent
regulation and GMP for biosimilar
manufacturers will make MENA an
attractive base for biosimilar
manufacturers

Labour and production costs are
cheaper in the region helping to
reduce the cost of biosimilars
further, making them increasingly
competitive

In January 2018, CinnaGen’s fullcycle biologic plant received GMP
from the EMA, and in September
2018 it became the first
manufacturer of monoclonal
antibodies (MAb) in MENA to receive
GMP from the EMA. This will support
the clinical development of its
biosimilars in the MENA region and
beyond.

RA in MENA
• There is suboptimal use of biologic therapies across the Middle East and North Africa
region, with fewer than 2% of RA patients receiving treatment with antitumor necrosis
factor drugs in some countries, compared with 40% of patients in the USA
• This is mainly due to high associated costs and the fact that this is considered a low
priority condition in the region despite its widespread prevalence
• The low use of biologics in the region may be due to drug access, monitoring issues, and
development of tuberculosis in endemic populations
• However, one single-center registry of RA in Jeddah, Saudi Arabia, has around 520
patients, approximately 20% of whom are treated with biologics (unpublished
experience), so the proportion of patients treated with these medicines may vary
considerably across the region

The Elephant in the room…
• An important consideration is the existence and availability of intended copies in
the region
• Domestic intended copies referred to as “copy biologics” or “biogenerics” are
available in some countries, for example Iran
• These medicines were licensed in Middle East countries before the introduction
of formal regulatory guidance (equivalent to international standards)
• The presence of these intended copies in the region along with
pharmacovigilance practices that are very much less stringent than those in
Europe and the USA poses a significant challenge to optimal use of biologics or
biosimilars in clinical practice
• Limited real-world data on intended copies are available

Case Studies
RITUXIMAB
•

Several intended copies are commercially available with very little evidence of biosimilarity

•

Intended copy Kikuzubam (Probiomed) gained approval in Mexico without published comparative safety/efficacy
trials and prior to COFEPRIS releasing official regulatory guidance on ‘biocomparables’

•

In 2012, Kikuzubam was withdrawn by the regulatory authority due to documented anaphylactic reactions and a
lack of clinical data
Ref:Biosimilars for the Treatment of Chronic Inflammatory Diseases: A Systematic Review of Published Evidence; Ira Jacobs • Danielle
Petersel • Leah Isakov • Sadiq Lula • K. Lea Sewell Published online: 25 November 2016. BioDrugs (2016) 30:525–570

ERYTHROPOIETIN
•

Thailand: first stand alone approved 1997; 14 standalone approved 2011

•

High incidence of PRCA 1/2068 vs that of Eprex past 5 years 1/100,000

Ref:Praditpornsilpa et al 2011, Kid. Int

•

No unusual or unexpected effects have occurred with use of biosimilars compared to reference biologics in
Europe

Ref: Ahmed I, Kaspar B, Sharma U: Biosimilars: impact of biologic product life cycle and European experience on the regulatory trajectory
in the United States. Clin Ther 2012;34: 400–419.

OPPORTUNITIES
• The regulation frameworks are catching up with Europe
• Over the coming years, opportunities for biosimilar sales growth in the MENA
region will expand significantly given a combination of increased awareness of
these products and the development of regulations
• In January 2017, the first MENA region Biopharma conference was held in
Istanbul highlighting the opportunities of biosimilars and biologics in the region
• Several Biosimilar training conferences have taken place in 2018/19- although
organized by third party the program and attendees approved and invited by
Regulatory Agency e.g. Jordan, Egypt and Morocco
• Majority excluded Pharmaceutical company members from attending
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MENA Regulators
• Embracing and committed to approve Biosimilars
• Gaining better understanding via collaboration and educational
sessions
• Interacting closely with Pharma to better understand the
opportunities
However
• Taking ownership in educating prescribers is slow coming
• Developing PV systems and processes is slow
• Understanding the value of Late Phase data is in it’s infancy
• Lack of expertise to evaluate applications

Value of Biosimilars
Many countries Struggling to balance between providing health cares to its
citizens and facing the pressures of financing such projects, especially with
the growing impact of chronic diseases on their communities which makes
biosimilar drug introduction more appealing

Use of biologics is minimal- 2% compared to 37% in the EU
Experience with biologics is minimal
Education is critical

ü Cost of Biologics are hinderance for equal treatment
ü Biosimilars contribute to better patient-access to life changing medicines
ü Provide savings to governments
ü Collaboration and open dialogue with Regulators is critical to support
sponsors to develop biosimilars
ü Regulators play a critical role to ensure SAFE products enter the market
ü Regulators have a duty to ensure sustainability of biosimilars
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