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Welcome to the 2020 Turkey Pharma and Biopharma Report, a joint publication by
GBR and IEIS, providing the most comprehensive study of Turkey’s pharmaceuticals
and biotechnology industry for the benefit of international and local stakeholders
alike. The report will be distributed in Turkey as well as at CPhl and Bio Expo events
around the world.

This last time that GBR took the pulse of the Turkish pharma market was in 2015, since
when, plenty has changed. Turkey has been accepted in the PIC(S), has launched
a controversial localisation policy, and also kick-started its biopharma sector. Today,
Turkish executives speak about foreign markets alongside the domestic one. Biotech
terms also entered the manufacturing vocabulary, as the industry bifurcated into a
mature pharma sector and a nascent biopharma sector.

But the pharmaceuticals industry has not had an easy ride: healthcare spending has
been on a downward path for a decade, despite rising medical costs; political events,
including the coup attempt in 2016 and the war in Syria, sent ripple effects across
different industries, including pharma. Despite these challenges, the Turkish pharma-
ceuticals industry nevertheless rose from the 16th to become the 14th largest in the
world by market value, according to IMS Health rankings, and it is not ready to stop
here. The government is determined to make Turkey a top 10 pharma hub by 2023,
when the Republic celebrates its 100 years anniversary.

In recent years, public incentives have fuelled the growth of the industry, especially in
developing the biotech sector, increasing exports and boosting R&D spending. GBR
assesses whether these measures are sufficient and sustainable. Even if Turkey is only
three years away from its centenary celebration, the pharma industry seems further
distanced from realizing its goals.

It was unforeseen that 2020 would be marked by a pandemic that has shaken the
course of life and business globally. The Turkish pharmaceuticals industry has sud-
denly to confront an unprecedented crisis, bringing pressure, urgency and a daunt-
ing mission to control the effects of the rapidly spreading virus. Dutifully supporting
healthcare provision, the Turkish pharma sector braces for manifold disruptions, likely
to manifest both in the short and long run. What these may entail is explored in our
special article addressing the impact of COVID-19 in Turkey.

GBR’s publications take a look at markets not through the distant lens of statistics
and media clips, but by sending expert eyes on the ground. GBR reporters spent two
months in the heart of Istanbul, the hub of Turkish pharmaceuticals, meeting face to
face with the industry’s leaders and its varied stakeholders. With this occasion, we
would like to thank each of the contributors who took the time to meet with the team
and discuss the industry’s intricacies, contradictions and its unfathomed opportunities.
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A West-
Meets-
East of the
Pharma
Industry

PORTRAIT OF
THE INDUSTRY

A%

In the offices of pharmaceutical com-
panies across Istanbul, a portrait of the
father of the Turkish Republic, Mustafa
Kemal Atatlrk, who engineered the
transformation of Turkey into a modern
nation state, hangs upon the wall. He
is a suitable figure to watch over an in-
dustry that seeks to modernize and re-
invent itself. With three years left until
the centenary of the country’s creation,
Turkey has ambitious plans to prove it-
self as a competitive economy on the
international stage and the pharmaceu-
ticals industry has been identified to
play a lead role. As set out in the gov-
ernment’s Vision 2023, Turkey aims to
become one of the top ten worldwide
largest economies in health services.

The Turkish pharma industry is present-
ly the 14th largest by value in the world,
having moved up three positions over
the last five years in IMS rankings. Out
of the US$1.2 trillion estimated value
of the global pharmaceuticals industry,
the Turkish industry represents almost
US$6 billion (40.7 billion TL). The sec-
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tor is characterized by a unique mix of
high quality and low prices, a paradox
achieved by a combination of tough in-
ternational market standards and strin-
gent domestic price controls.

Since the launch of the Healthcare Trans-
formation Program in 2003, the govern-
ment assures free healthcare coverage
to 95% of the population. In taking the
healthcare of the population under its
responsibility, the government shifted
part of this burden to industry, as the
healthcare transformation program of
2003 included a reference price system
to control the price of drugs and keep
in check public spending on healthcare.
The pressure stemming from this high-
quality-low-price conundrum has led to
the creation of a resilient industry, but
one that has learned to prioritize surviv-
al before growth. Turkish pharmaceu-
tical companies are currently running
at half of their manufacturing capac-
ity and, moreover, the drugs produced
are primarily low-value generics while
almost all originator drugs, as well as
vaccines, blood products, biologicals
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GLOBAL CONTRACT
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IN STERILE
PRODUCTS

bilgi

mefar S g e
N Lyo Vials

www.birgimefar.com M Primary Packaging

B Empty Ampoules

and biosimilars are imported. Given
this significant dependence on imports,
internal market pressures are doubled
by external price pressures. The mac-
roeconomic volatility of the country has
kept the pulse of the industry at a low
pace and the economy crisis of 2018
stalled it further.

The future of Turkey's pharmaceutical
industry will largely depend on its abil-
ity to take advantage of a recent gov-
ernment impetus to develop the sector.
The government's incentives include
increasing local production by rolling
out a localization policy, ramping up ex-
ports to reduce the trade deficit, as well
as developing the country’s biopharma
sector. The focus on the pharma sec-
tor is partly due to its importance as
the third largest contributor to Turkey’s
trade deficit and to its potential to se-
cure the domestic supply of medicines.
With the interests of both the govern-
ment and the industry approaching a
convergence, the industry is bound to
experience transformative shifts as it
enters the 2020s.

g

Evolution of the market

The Turkish pharma industry is mature,
but it is only in the last decade that the
market has migrated from a low-margin,
mass generics model to chronic thera-
pies and biologics in a trend that as-
pires higher-value products. In the last
10 years, 200 new companies forced
their entry into the generics market
at a time when the government gave
away generous incentives to kick-start
a biotech sector. With increased com-
petition in generics put in contrast to
promising prospects in biopharma, the
pharmaceuticals market is evolving to
incorporate the prefix “"bio” wherever
possible. Atabay, a well-known leader
in paracetamol, is an example: Just as
the third generation took the helm of
the company, investments in biophar-
ma began.

While biopharma is gaining significant
momentum, 80% of prescriptions re-
main in the domain of classical drugs.
In this segment, the maturation of the
product portfolios bears the signs of
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EDITORIAL
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an industry overstretched by low prices
and competition. Even if one in seven
Turkish pharma companies is a local
player, it is the foreign players that take
69% of market share by value. With
multinationals like Sanofi claiming the
leadership in popular chronic segments
like CNS or cardiovascular disease, lo-
cal players choose the niche therapies
in which they stand a better chance of
grabbing the first generic - the front
line in the battle for the generics mar-
ket. The localization policy introduced
by the government in 2016 aims to give
local players the upper hand by oblig-
ing all multinationals with products
destined for Turkey to produce these
products locally. This has led to more
interaction between local and foreign

TURKEY PHARMACEUTICALS & BIOPHARMACEUTICALS 2020

players and a rise in collaborations for
contract manufacturing. New compa-
nies and CMOs are already bracing for
increased demand in different prod-
uct categories. Regardless of the lo-
calization policy, a broader tendency
has been to invest in difficult-to-make
generics, like injectables or new radio-
pharmaceuticals.

Turkish pharma has evolved according
to the challenges posed by the indus-
try; however, the success of any strat-
egy is conditioned by the pricing sys-
tem, which is a constant point of return.
In order to diversify the product basket
or be competitive with a first or super
generic, R&D efforts need to be com-
mensurate. If increasing the product
basket proves insufficient and compa-
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nies instead look to increase the basket
of countries they seek to operate in,
profits in the domestic markets need to
be lucrative to sustain expansion. The
biopharma sector brings hope at the
top of the pyramid for high-value prod-
ucts, but this is a capital-intensive sec-
tor sitting at odds with the cost-saving
mentality that the industry has been
forced to adopt. Besides finding the
repertoire of drugs that can propel Tur-
key into world markets, as well as effec-
tively responding to the needs of its 83
million population, Turkish companies
are yet to make big strides to evolve
from their current status. Perhaps it will
take another decade or more before its
model of growth will be proven right or
wrong. 1
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BREAKDOWN OF THE PHARMACEUTICAL MARKET
Source: IQVIA, [EIS
2010 2019
Value (Billion TL) Share Value (Billion TL) Share
Drug 13.39 100% 40,72 100,0%
Prescription 13.35 99.7% 40,55 99,6%
Reimbursed 13.02 97.2% 39,01 95,8%
Non-reimbursed 0.33 2.5% 1,54 3,8%
Non-prescription 0.05 0.3% 0,18 0,4%
Reimbursed 0.02 0.2% 0,05 0,1%
Non-reimbursed 0.02 0.2% 0,12 0,3%
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Message from TUBITAK

Prof. Dr. Hasan Mandal
Acting President, Presidency of the Republic of Turkey Science,
Technology and Innovation Policy Council (TUBITAK)

Dear Reader,

The pharmaceutical industry has an important role in supporting
opportunities for a healthier society. In Turkey, R&D and innova-
tion activities in pharmaceuticals and biopharmaceuticals are of
prime importance. The Eleventh Development Plan, that covers
the years 2019-2023 leading to the 100th anniversary of Turkey,
designates medicine and biomedical equipment as one of the
prioritized sectors while also underlining the vital importance of
biotechnological drugs.

The importance of biotechnological drugs is further underlined
by one of the policy boards of the Presidency of the Republic
of Turkey, namely the Science, Technology and Innovation Pol-
icy Council, of which | serve as acting president. The results of
a comprehensive technology area evaluation and prioritization
study determined the priority of biotechnological drug technolo-
gies. The framework was based on two dimensions on impact
and feasibility with sub-dimensions and indicators. Among 27
technology areas, biotechnological drug technologies were one
of the 11 technology areas with the highest impact and feasibility.
Impact is based on a combined view of economic, societal and
national security impacts. Feasibility represents knowledge and
technological accumulation in publications, projects and patents,
research infrastructure, qualified human resources, access to fi-
nancial capital, and the technology readiness level in our country.
Currently, the pharmaceutical industry is one of the most active
stakeholders within the new co-creation platforms that are imple-
mented by the Scientific and Technological Research Council of
Turkey (TUBITAK). These involve specialized technology hubs that
are centered on research infrastructures as well as industrial inno-
vation hubs that are centered on big firms. These new structures
are based on the phased support of the Centers of Excellence
Support Program High Technology Platforms Call and the Indus-
try Innovation Networks Mechanism for increasing systematic
flows of knowledge throughout the value chain. Here, the phar-
maceutical industry is taking a leading role based on targeted
scientific and technological specialization in the life sciences and
health biotechnology, biotechnological drugs and vaccines, and
nanotechnology.

Both large firms and SMEs from the pharmaceutical ecosystem
are further partnering with universities for qualified human re-
source development through university-industry co-creation. The
mission-oriented Industrial Doctorate Program forges ties be-
tween sectors to build critical mass in targeted areas with contin-
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ued support for employment opportunities after graduation. In
addition, most of the research infrastructures that have been certi-
fied under Law 6550 on Supporting Research Infrastructures are
active in the fields of life sciences, biomedicine and genetics. The
Turkish pharmaceutical industry is merging disciplines in knowl-
edge production in line with multidisciplinary developments.
From scientific excellence to partnerships, the Turkish pharmaceu-
tical industry is aligned with the R&D value chains of tomorrow
that will involve much more specialization and partnerships from
target discovery, lead discovery, pre-clinical, clinical trials, filing,
and market launch. In this respect, partnerships between industry,
academia, research institutes, hospitals, diagnostic, and innova-
tion alliances and networks that are rising on the global scene
have equivalences in the Turkish ecosystem. These key develop-
ments will be sustained with continued support to the pharma-
ceutical industry, including through the call program of TUBITAK
in the field of health that includes calls on discovery of new mol-
ecules, biotechnological drugs, and biosimilars. The call program
specifies technology readiness levels and expectations on partner
compositions.

Our outlook for the Turkish biotechnological drug industry is
bright based on the competences and dynamism of the eco-
system’s actors. Based on WIPO statistics, Turkey is among the
fastest growing emerging economies in pharmaceutical related
patent publications in recent years with a compound growth rate
of 11.7%. "According to the R&D survey by the Turkish Statistical
Institute, there were close to 1,500 full-time equivalent research-
ers with roles in basic pharmaceutical product manufacturing and
pharmaceutical preparations in the private sector. Researchers in
this field also had one of the highest graduate researcher shares
in total researchers within the manufacturing sector. Based on the
same survey, medical sciences and natural sciences constituted
41% of the total R&D expenditure of higher education institutes.
All ecosystem actors that have a role in positioning Turkey as an
efficient hub for qualified human resources and knowledge pro-
duction in the pharmaceutical and biotechnological drug industry
are warmly acknowledged. Special appreciation is given to the
Pharmaceutical Manufacturers Association of Turkey for their ef-
forts that includes this valuable publication. | further express my
confidence in the continued success of the co-production in this
industry. Together with their success, we will achieve impact to-
wards increasing healthy lifespans.

! Global Innovation Index: Creating Healthy Lives - The Future of Medical Innovation, 2019.
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Dr. Hakki

Glirsoz

President

TITCK
Turkish Medicines and
Medical Devices Agency
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An analysis of the pharmaceutical

regulators and pharmaceutical
industries of various countries
across the world reveals the
following: The more competent
the pharmaceutical regulator is

in

a country, the more developed is

the pharmaceutical industry.
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What are Turkish Medicines and Med-
ical Devices Agency’s (TITCK) efforts
for advancing the pharmaceutical in-
dustry and turning Turkey into a man-
ufacturing base?

The aim here is to shift to a manufactur-
ing structure which can produce high
value added products, deliver these
products and services to global markets,
and meet a greater portion of the do-
mestic demand for pharmaceuticals and
medical devices. In this context, since
2016, a number of incentive mechanisms
have been established in all segments of
the public sector in order to encourage
domestic production, especially the pri-
oritization in TITCK's licensing processes.
Since then, 22 new pharmaceutical and
radiopharmaceutical facilities have been
inaugurated. At the moment, Turkey is
home to 86 pharmaceutical production
facilities, 10 radiopharmaceutical pro-
duction facilities (pharmaceuticals used
in imaging), 12 raw material production
facilities, 8 advanced treatment medi-
cal production facilities, 1 special medi-
cal dietary nutrition facility, 2 traditional
herbal medicine production facilities, 94
medical gas facilities and 46 secondary
packaging facilities, which add up to a to-
tal of 259 domestic production facilities.
The percentage of local products in the
pharmaceuticals consumed in our coun-
try has risen to 83% in terms of units. In
terms of value, the percentage has gone
up from 42% in 2016 to 51%.

Together with our pharmaceutical indus-
try, we are working on a new incentive
mechanism to further improve these per-
centages. At the core of this mechanism
is an assessment based not only on local-
ization but other criteria as well. Our work
has reached a certain stage, and we will
soon share it with our stakeholders.

At TiTCK you have been making re-
markable progress in terms of col-
laborations with international or-
ganizations. What are the Ilatest
developments in this context?

An analysis of the pharmaceutical regu-
lators and pharmaceutical industries of
various countries across the world reveals
the following: The more competent the
pharmaceutical regulator is in a country,
the more developed is the pharmaceu-
tical industry. Therefore, while desig-
nating for ourselves the vision we have

INTERVIEW

mentioned above, we also put forth a
target for our industry. As for what has
been achieved since 2012 in this context,
we have first of all completed the PIC/S
process, becoming a full member at the
beginning of 2018. Immediately after
that, we filed applications for full mem-
bership to ICH, and to join WHO's Listed
Authorities. We currently have observer
member status in the ICH. Since we meet
all the criteria for full membership, we
expect that our full membership will be
announced in the first ICH Assembly of
2020. On the WHO side, we are further-
ing the process in accordance with a cal-
endar of approximately three years.

What is the export potential of Tur-
key's pharmaceutical industry? What
are TiTCK's activities to promote ex-
ports?

Turkey has a huge advantage in access-
ing many parts of the world thanks to its
geographic location. The clearest indica-
tion of this is the fact that our products
are exported to over 150 countries. We
can clearly observe this advantage in the
projects that global companies intend to
implement in our country.

Our pharmaceutical exports have easily
exceeded the US$1 billion threshold in
the past few years. This was an important
threshold for us, but it is now time to set
new goals, because our true potential is
far beyond that. Turkey already boasts
world-class infrastructure and capacity
in pharmaceutical production. We don't
have any shortcomings in this regard.
Furthermore, Turkey has a well-devel-
oped generics market. The generics will
reduce the burden of health expenditure
on public finance, while also increasing
export potential thanks to their competi-
tive edge.

At TITCK, we strive to fulfill our responsi-
bility in increasing exports. For example,
we give priority to the products desig-
nated as export priorities and quickly ob-
tain licenses for them. Likewise, a natural
result of the aforementioned processes
that we carry out together with inter-
national organizations will be a surge in
exports. We shall eliminate all doubts
about the quality, safety and efficiency of
the products licensed in Turkey. Our aim
is to ensure that the products licensed
by TITCK are fully trusted across the
world. m
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Nezih Barut
Chairman,
Pharmaceutical Manufacturers Association of Turkey

As the Chairman of the Pharmaceutical Manufacturers Asso-
ciation of Turkey (IEIS), | am very pleased to reach out to you
through this extensive report that portrays the Turkish pharma-
ceutical industry’s state-of-the-art manufacturing capacity as
well as its ongoing efforts to become a leading player in the
biotechnology field.

Our pharmaceutical industry is one of the most rooted, dynamic
and strategic sectors in Turkey. With 83 pharmaceutical and 11
raw material facilities that meet international manufacturing
standards as well as 34 accredited R&D centers, and counting
approximately 38,000 employees, our industry caters to our
growing and aging population with over 12,000 products. Lo-
cally produced products currently make up 87% and 52% of the
market in terms of volume and value, respectively.

Our manufacturing facilities outperform their counterparts in
the developed world; a token of how the Turkish pharmaceuti-
cal industry has made headway, of which we can be proud. Our
facilities manufacture cutting edge products with high added-
value and we also accommodate multinational companies with
long-term production contracts.

Our facilities undergo regular inspections by the Turkish Ministry
of Health and are accredited by international authorities. Turkey
was granted membership of the Pharmaceutical Inspection Co-
operation Scheme (PIC/S) in 2018, which testifies to our world-
class inspection and pharmaceutical manufacturing standards.
One of our primary goals of IEIS is to make our country a global
pharmaceutical manufacturing hub. Within this context, we fully
support the localization initiatives carried out by the Turkish
Ministry of Health. This policy has produced tangible positive
results for our industry. Our manufacturing technologies have
been upgraded, capacity utilization has dramatically increased
and employment is on the rise.

Another major outcome of this policy is the positive impact on
foreign trade figures. Imports growth has stopped while long-
term contract manufacturing agreements, that also incorporate
exports of some products, have been supporting our strong ex-
ports growth.

On the biotechnology front, IEIS established the Turkish Bio-
pharmaceuticals Platform at the end of 2016. It works as a
synergy-driven networking and coordination platform with the
participation of companies that are active in this field. We un-
dertook large-scale investments with a long-term perspective
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in this field. There are now R&D and manufacturing capacities
available and soon we will accumulate the fruits from these in-
vestments. Efforts are underway for manufacturing two refer-
ence biotechnological drugs and 40 biosimilars by in Turkey by
2024.

This journey will not be without its challenges and shortcom-
ings, but we are confident that if we can develop a robust and
functional public-academy-industry cooperation, we will earn a
place among the leading biotech players.

Turkish public authorities have taken significant steps support-
ing our efforts. Remarkable improvements have been made in
R&D regulations over the past couple of years. We have also
seen some very instrumental incentives in the field of biotech-
nology. Yet, we also need a friendly regulatory climate that fa-
vors biosimilars and supports our initiatives.

The legislation governing this field must be local and science
based. We need to be able to produce quality products in a
timely manner to be able to remain competitive in the glob-
al market. Thus, the licensing process for biosimilar products
should be improved. We also need an-efficient and well-de-
signed incentive system that is geared towards product devel-
opment.

Another key to success in this field is a qualified workforce. As
our efforts grow, so do our needs for qualified human resources.
Our major expectation from our universities is to educate scien-
tists to collaborate with. With this vision in mind, we are in close
contact and cooperation with our universities.

On a final note, | would like to mention our industry’s strong
exports performance. Pharmaceutical exports have been out-
growing Turkey's total exports. In 2019, we expect pharmaceuti-
cal exports to reach US$1.25 billion. We export our medicines
to 170 destinations.

As IEIS, we will pursue our dedicated efforts with a vision cen-
tered around R&D, biotechnology, manufacturing, employ-
ment, and exports. We wholeheartedly believe that we will take
our industry to the next level in cooperation with all the public
institutions, national and multinational companies, academic
research organizations and other stakeholders featured in this
report.

We are pleased to present this report to the readers with the
hope that it will provide a wide window into the Turkish pharma-
ceutical industry’s capacity, strength and goals.
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Impact of COVID-19 in Turkey

SUMMARY

3 Overview of the outbreak

First described as a “pneumonia of
unknown cause” and compared to
the SARS virus of 2003, the flu-like
virus born in the Chinese city of Wu-
han eventually became recognized as
COVID-19 or coronavirus. On the 31st
of December, the World Health Orga-
nization (WHO) was notified of the ex-
istence of the virus and, a month later,
the organization declared the outbreak
a public health emergency. At the mo-
ment of writing, over 2 million people
across 212 countries have tested posi-
tive and more than 134,286 have died.
Turkey was the last major economy
with a population of over 50 million
people free of the virus until 11th of
March, when the first case was con-
firmed, at a time when most of Europe,
the United States, Iran and China itself
were either reaching towards or over-
coming the peak of the epidemic. As
of 15 of April, Turkey has registered
over 69,392 cases of COVID 19, among
which 1,518 fatalities and 5,674 recov-
ered.

The epicenter of the outbreak is Is-
tanbul, the largest city, where 60% of
all cases are found. On account of the
country’s youthful demographic, inci-
dences of virus-related deaths among
Turkey’s under-60 patients are higher
than in other countries: 25% of the
first 356 deaths occurred in this age

15 April 2020: GBR books are designed to rest on the desks of our readers
for over a year, as we look at the long-term view of the market and analyze
its trends. Unforeseen events, such as the deadly COVID-19 pandemic that is
currently disrupting society, throw everything into a new perspective. This ar-
ticle has been added to the original research in mid-April 2020, approximately
a month after the first COVID-19 case was confirmed in Turkey. These special
circumstances dictate that the government’s response and the industry’s in-
volvement will have broader implications for future health policy, at a time
when the balancing act between the country’s economic vision and its tight
social spending has never been more delicate.

group. Turkey reportedly runs more
than 20,000 tests a day. By April 4th,
181,445 tests had been done in the
country.

Turkey's public response to the virus
Taking note of what Turkey criticized
as lax measures taken in some Euro-
pean countries, Turkish authorities
immediately imposed restrictions on
travel and public gatherings. By the
end of March, all international passen-
ger flights had been suspended; com-
ing to April, the President announced
a 15-days ban on vehicles leaving or
entering 31 provinces. People aged
under 20 and over 65 continue to be
prohibited from leaving their homes
unless proven necessary, which means
30% of the population is under curfew.
However, the restrictions for people
outside of these age brackets are
much more lenient. Working age
people are recommended to go into
voluntary isolation, but they are not
enforced to do so. There is also little
financial aid for those choosing to stay
at home, which forces many to con-
tinue working. Unionists and opposi-
tion leaders claim that firmer measures
should be enforced to protect workers
from contagion. Turkey has so far also
resisted calls for a lockdown and only
ordered national isolation on the 10th
of April, when the authorities ordered
a two-day curfew over the weekend.
The order backfired because it was an-
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nounced just hours before it was due
to become active, and unprepared
people crowded to the shops to make
provisions for the weekend. The chaos
that ensued caused Turkey's popu-
lar minister of the Interior to resign,
though the President predictably re-
fused to accept his resignation.

Public figures indicate that the rate of
new infections has dropped to 15.9%
in April, down by 10 percentage points
from the previous month, but interna-
tional media suggest that the rate of
spread of over 4,000 a day is one of
the fastest in the world. Prof. Dr. Ber-
rin Erdag, a representative of the GEBI
research center within state-agency
TUBITAK, is optimistic about the ac-
tions taken to date: “We believe that
the coronavirus is not stronger than
the precautions that will be taken.”
Having experienced a difficult eco-
nomic crisis in 2018, Turkey is trying
to overcome the epidemic without
endangering its perilous economic
recovery, which is why it hesitates to
order a close-down, and cannot sub-
sidize the salaries of those in isolation.
Turkey’s economy posted growth of
0.9% in 2019, according to TurkStat,
but was poised for robust growth of
6% in 2020. With dashed hopes for a
propitious 2020, Turkey’s economy will
experience a sharp contraction this
year. Besides the energy sector, which
will save Turkey US$12 billion in energy
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imports due to the collapsed oil prices,
all other economic sectors are expect-
ed to be negatively affected.

The government allocated a rescue
package of 100 billion lira (US$15 bil-
lion) to mitigate the slowdown, as well
as allowing for the postponement
of debt payments and a reduction in
corporate taxes. Businesses are also
helped with a three-year loan at fixed
interest rates and six months repay-
ment window. Turkey’s moderate debt
of around 30% of its GDP allows it to
sustain further borrowing. However,
the caveat of Turkey's economic re-
covery is that it remains strongly tied
to the recovery of other countries.
Economists have compared the un-
precedented speed with which econo-
mies have shut down with the effects
triggered by the fall of an asteroid. Ac-
cording to the Economist Intelligence
Unit (EIU), the global economy will re-
tract by 2.5% in 2020, which is a deep-
er recession than that experienced
during the financial crisis of 2008.

Consequences of COVID-19 for the
pharma industry

In times like these, the pharmaceutical
sector is complexly affected, not only
as an industry suffering from the gen-
eral economic downturn and disrup-
tion of the supply chain, but also in its
capacity as a key supplier of medicines
to hospitals. Uniquely, the pharma in-
dustry is looked upon for its research
ability in the direct fight against the
novel virus. Pharma companies also
bear a responsibility towards their
workers. In view of these consider-
ations, it is not surprising to see that
95% of global pharma executives sur-
veyed are concerned about the impact
of COVID-19, based on the European
Pharmaceutical Review.

Turkey’s pharmaceuticals sector is not
exempted from any of these pressures.
“The COVID-19 outbreak brought to
focus the need for a strong healthcare
system and pharmaceutical industry.
The Turkish pharmaceutical industry
has a long-standing culture of produc-
tion, which is vital in the current out-
break,” said Turgut Togséz, Secretary
General of [EIS.
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Many will consider the pharmaceu-
ticals sector to enjoy a place of near
impunity during a global health crisis,
with some product demand even spik-
ing at such times, but this is a simplistic
take. Since the beginning of the out-
break, product demand has reeled out
of its usual patterns. Antibiotics, an-
tivirals, sedatives, IV fluids, as well as
masks and medical devices like ventila-
tors and testing kits, have been partic-

Image courtesy of dottedyeti

ularly sought after. In Turkey, the prod-
ucts which made the “Critical Product
List” include muscle relaxants, blood
pressure suppressors, antibiotics, an-
algesics, antibacterials, sedatives and
others. Depending on each manufac-
turer's focus, some companies were
more prepared to respond to the
growing demand in these categories.
Sterile injectable producer Tim Ekip
has 32 products within this guide, of
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which 12 are considered of top priority.
"At Tim Ekip we are in the most crucial
sector, since injectables have become
even more important due to the higher
rates of hospitalization. We are sup-
porting all the hospitals in Turkey and
many in the world for the treatment of
infected patients,” said Ahmet Altug
Oguz, CEO of Tum Ekip.

More commonly, though, local produc-
ers have adapted their production lines
to fit the demand. Local manufacturer
Atabay has increased the production
of paracetamol and antiviral oseltami-
vir, both used to alleviate symptoms
and complications in cases of influenza.
Turkish manufacturer Birgi Mefar has
also boosted its line of primary prod-
ucts to meet the needs of the country’s
hospitals: “Birgi Mefar group contin-
ues its production by giving priority to
products that are important in the pan-
demic treatment and we are planning
in line with community needs,” said
Faik Somer, CEO of Birgi Mefar group.
Outside the range of these products,
however, demand for medicines not
related to the COVID-19 virus has
dropped due to the fact that patients
neglect or delay their usual treatments
to avoid contact with hospitals, which
are considered hotbeds for the spread.
“Focusing on the combat with CO-
VID-19, the pharmaceutical activity has
slowed down relatively, which has led
to a contraction of the pharmaceutical
market,” explained Philipp Haas, CEOQ
and chairman of Deva Holding, a pro-
vider of a broad range of generics.

A more universal worry is caused by
supply disruption in APIs due to pro-
duction and shipping restrictions, ex-
plained Haas: “Supply of raw materials
from Asia has become more difficult

as production has slowed down in
these hubs and even transportation is
difficult to find. Deva has so far been
able to provide the market with all its
products and has taken every possible
precaution to be able to do so in the
future.”

Like the United States and other phar-
ma hubs, Turkey imports most of its
raw materials from India and China.
While India entered nationwide lock-
down on the 25th of March, China has
recently lifted the 11-week lockdown,
hoping to gradually resume produc-
tion across its different industrial sec-
tors. At present, most manufacturers of
formulations rely on stockpiles to last
for about six months, which is industry
practice. They are also required to re-
port potential shortages in drug sup-
ply, should this become the case. Even
so, it is too early to comment on when
global supply networks will be restored
to normality, and harder to speculate
whether the threat of a cut-back on
APIs from the East could lead to more
investment in Western APl production.
At the very least, the issue of API-de-
pendency is likely to receive renewed
attention.

Lastly, the pharmaceutical sector is not
immune to the inevitable economic
slowdown that COVID-19 will cause.
Recordati, an Italian-based company
that entered the Turkish market in
2008, has already seen losses in its
share prices. Listed on the Italian Stock
Exchange, Recordati enjoyed steady
growth until 19th February, when share
prices started to drop, hitting the low-
est on the 12th March after Italy’s an-
nouncement of continued lockdown.
For most private companies it is pos-
sible they will experience setbacks in
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their R&D programs. The biopharma
space is likely to take a harsher hit than
classic pharma since it is more depen-
dent on both governmental and for-
eign investment.

The role of the pharmaceutical
industry in fighting the pandemic

That the pharmaceutical industry falls
under the category of “essential busi-
ness” is an understatement in the cur-
rent climate. The global pharmaceuti-
cal industry has a key role in helping
nations and individuals to fight the
pandemic through developing tests,
treatments and vaccines. If until now
the consequences on the pharma in-
dustry were principally discussed un-
der a business imperative, the rest of
this article deals with the special status
of pharma companies. How the pharma
industry is regarded and regulated af-
ter the pandemic will not be indifferent
to the ways the industry players today
engage with governments, with univer-
sities and with each other, nor to the
ways they engage their own resources,
especially when it comes to the science
deployed in this period.

Ever since the local outbreak mutated
into a pandemic, making it clear that
the crisis was not one country’s prob-
lem, the spirit of the scientific commu-
nity has been one of cooperation. This
sentiment was confirmed by the CEOs
of top leading biopharma companies
during the digital conference held by
the International Federation of Phar-
maceutical Manufacturers and Associ-
ations. Seeking to outrun the speed of
the spread, scientific inquiry traveled
rapidly between countries.
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Private companies and research insti-
tutions from all corners of the world
are working on developing a vaccine
to immunize the population. Names
such as Janssen, Sanofi, Zydus Cadila,
Novavox, together with the University
of Hong Kong, the University of Ox-
ford or the University of Pittsburgh
have each put candidate vaccines in
pre-clinical studies. Beijing Institute of
Biotechnology and Moderna/NIAID,
as well as Sanofi have advanced their
candidates to Phase 1 clinical studies.
Despite the global effort dedicated
to developing a vaccine, it will take at
least another 12 months before a vac-
cine formula is approved; this will be
followed by the challenge of running a
campaign of production and immuni-
zation on a global scale - an endeavor
likely to bring more opportunities for
collaboration.

Besides vaccines, R&D departments
around the world are also studying
medicines to ameliorate symptoms
and treat complications. The common
route taken by most research labora-
tories has been to repurpose existing,
already accepted therapies and trial-
ing out their efficiency in COVID-19
cases. WHO's 10 countries mega-trial
called “Solidarity” is testing out rem-
desivir, the antiviral originally designed
to treat ebola. Ritonavir and lopinavir
used normally in HIV patients is also
tested to see if it can inhibit enzymes
that the virus uses to replicate. Malaria
treatments chloroquine and hydroxy-
chloroquine have received the most at-
tention, as the U.S. FDA approved their
use, backed up by President Trump
confident public endorsements, while
the European EMA limited the medi-
cines’ use to clinical trials only. Until
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now, however, there is insufficient data
to evidence the arbitrary efficiency of
any of these drugs in COVID-19 cases.
Filtering through the feedback re-
ceived in other countries, Turkey is
itself trialing these medicines to treat
its patients. Kogcak Pharma donated
10,000 packs of azithromycin, an anti-
biotic hypothesized to work in combi-
nation with hydroxychloroquine in the
combat of COVID-19: “We are contrib-
uting to the battle against COVID-19
with products already in use such as
azithromycin tablet as well as regis-
tering hydroxychloroquine tablet and
oseltamivir capsules which are used in
first-line treatment of COVID 19,” said
Hakan Kogak, CEO of Kogak Pharma.
Biomedicines, including plasma thera-
py and the use of monoclonal antibod-
ies, are also hoped to create an auto-
immune defense against the virus. The
Turkish Red Crescent, for instance, is
assessing the use of plasma therapy,
or the transfusion of antibodies from
recovered patients to new patients,
for the treatment of COVID-19. Kogak
Pharma is working on an active vaccine
and hyperimmune serum in the same
scope.

Going a step further into the chain,
Atabay is bringing to speed APl pro-
duction for COVID-19 treatments:
“Atabay’s vigorous R&D work focuses
on developing the APl and the FDF to
produce anti-viral drugs against the
pandemic. In extraordinary times, hav-
ing the expertise to produce both the
APl and the FDF makes the difference,”
said Dogan Taskent, board member at
Atabay ilac.

These efforts are already yielding re-
sults across the board. Top pharma
producer Abdi Ibrahim has presented

the Ministry of Health with the first
batch for a drug which has shown
positive results in COVID-19 cases;
the company vouched to donate this
year’'s production to the government,
starting with 1.6 million tablets in April.
“We are utilizing all our resources to
put an end to the threat facing our
nation. As a company measuring its
value by the contributions it makes
to Turkey and the Turkish people, it is
Abdi ibrahim’s greatest wish that both
the world and our country will emerge
victorious from this crisis with as few
losses as possible,” stated Nezih Barut,
chairman of Abdi Ibrahim, in a press re-
lease.

Overall, Turkish pharma companies
have stepped up to demonstrate the
resourcefulness of the national sector
and their commitment to helping Tur-
key traverse this testing time. Recor-
dati alone donated 1.1 million Turkish
lira to the COVID-19 fund opened by
President Erdogan. Recordati Group
vice president ismail Yormaz said: “We
have been looking into how we can
best support our healthcare profes-
sionals and our people since the be-
ginning of the pandemic. Recordati
continues the production of all our
products, maintaining high quality and
hygiene while looking after our work-
ers who have shown heroic determina-
tion during these times”.

Balancing out the need for continued
production with the health and safety
of their employees, pharma companies
need to keep up exemplary safety con-
trols to further minimize contamination
risks. "At Atabay, our first and utmost
responsibility is towards our employ-
ees while working at full capacity,” said
Zeynep Atabay, owner of Atabay ilac. m

19 TURKEY PHARMACEUTICALS & BIOPHARMACEUTICALS 2020



DOMESTIC
MARKET




Image courtesy of Abdi ibrahim

TURKEY PHARMACEUTICALS & BIOPHARMACEUTICALS 2020

Global Business Reports

The
Domestic
Market

LOW PRICES IN
HIGH NUMBERS

W

Unforgiving price control

The domestic market for Turkey’s pharmaceuticals industry
is defined by challenging factors both in terms of pricing re-
strictions and instability in the political and economic land-
scape, but the demographic makeup of the country, together
with increasing governmental industry support, is counter-
acting these unfavorable conditions. The healthcare industry
has become an important component in both economics and
politics: with the introduction of the Healthcare System, the
government strengthened its popularity with the electorate
to the detriment of the industry and, indirectly, the economy
through the high costs of implementing such a system.

Prior to 2003, the system through which drugs were reim-
bursed to patients was largely inefficient and fragmented
into separate packages by demographic segment. However,
the introduction of the Healthcare Transformation Program
brought different healthcare providers, including the Ministry
of Health (MoH), Social Security Organization (SSK) and the
private sector under the same umbrella. After streamlining
health provision, the second stage was the introduction of
the UHI Law (Universal Healthcare Insurance), which brought
free coverage to all legal residents. With increased demand,
more medical facilities and staff were put in place and medi-
cal infrastructure was improved significantly.

To sustain these costs, the price burden was passed to the
industry. The government brought drug prices down to
the lowest in Europe by enforcing a price reference system
through which the cost of a Turkish drug is equivalent to
the lowest out of five European countries: Greece, Portugal,
Spain, Italy and France. On top of this measure, the prices of
both generic and innovative drugs are subjected to “manda-
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tory discounts,” fixing the value of the Turkish Lira against
the Euro at almost half the figure of its real market value.
Currently, the conversion rate is set at 3.40 TL for one euro,
while the market rate is 6.56 TL. Up until 2015, the conver-
sion was fixed at 1.95 TL, before a legal trial decided in favor
of the industry and the rate was relaxed to its current figure.
The slanted price structure, including the restricted convert-
ibility and the adaptation of the reference price system, is the
single most important factor which has shaped the Turkish
industry.

Despite these measures to keep costs artificially low, the
aggregated prices of Turkish drugs grew over the past nine
years by 75%. Healthcare costs also increased due to the larg-
er number of patients reaching medical services. Regardless
of these incremental costs, healthcare spending has been on
a downward spiral since its peak in 2009. After the global
financial crisis of 2008 ravaged the Turkish economy, the au-
thorities implemented austerity measures to curb healthcare
spending, a target which was dully accomplished. Accord-
ing to a study conducted by the Social Security Insurance
(SI) staff, Turkey was able to reduce healthcare spending by
0.5% of GDP within that year. Since than, the economy has
largely recovered, but healthcare spending never returned
to its pre-crisis levels. Today, healthcare spending stands at
US$479.7 per capita, one of the lowest among both devel-
oped and semi-developed economies.

In this low-margin price environment, Turkey’s robust demo-
graphic has been fundamental to the survival of the industry.
Turkey’s 83 million inhabitants make the country the second
most populous in Europe . While a large consumer base is
inherently favorable to the growth of the health sector, it is
its balanced composition that plays most to Turkey’s advan-
tage, with an age breakdown of 20% pediatric, 10% geriatric
and a young median age of just over 30 years old, accord-
ing to World Population Review's latest statistics. Turkey’s
population is often described by experts as “young and ag-
ing,” a contradiction that refers to the growing elderly seg-
ment, which rose by 17% over the past five years, against a
backdrop of an overall youthful demographic. Attracted by
the age spectrum opened by Turkey’s population, women’s
healthcare multinational Exeltis entered the market in 2014
to cater to the needs of women from puberty to menopause,
as Hulya Yalin, newly appointed general manager, explained:
"With its young and aging population, Turkey is an important
geography for healthcare providers, allowing companies like
ours to find a market across all age groups and stay a partner
to women patients throughout their lifetime.”

The demographic indicators are also beneficial for the econ-
omy. With only 6% of the population over the age of 64, Tur-
key is left with a strong labor force, of which 38,000 people
work in the pharmaceuticals industry. Cem Oztiirk, country
manager for multinational Sanofi, explained why Turkey is
the third largest industrial production site for the drug giant:
“Sanofi recognized Turkey to be a lucrative emerging market
first from a demographic perspective, given the young popu-
lation and its knowledgeable and dedicated workforce and
secondly because of the country’s almost perfect placement
between Europe and Asia.”
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Innovative and timely solutions,
with special attention
to modern therapies

Established in 1983, Sanovel has created a name for
itself as a dynamic, innovative player which continues
to sct an example in the industry through its R&D and
HR investments. Growing significantly since its
creation, Sanovel is today a top 10 pharma company
and a partent leader in Turkey with a fully
Turkish-owned portfolio.

Our modern production site comprises a state-of-the-art
nmuufacturing faci]i[)', a separate ccp]la]usporin
building, R&D center, high-bay warehouse and a social
recreational facility. With a capacity of 100 million
products/shift, the facility received EU GMPE, German,
Spanish and US FDA certificates making us fully open
for exports around the globe.

A CONTACT:
Murat Aktiirk, General Manager, Sanovel

Email: muratakturk@sanovel.com.tr

Address: Balabandere Cad. Ilag Sanayi Yolu No: 14
fstinye-Sariyer 34460 Istanbul TURKEY

Tel: +90 212 362 18 00

Fax: +90 212 362 14 84

www.sanovel.com.tr

infosanovel@sanovel.com.tr

TURKEY PHARMACEUTICALS & BIOPHARMACEUTICALS 2020



TOUGHTS

Global Business Reports

“In the current context, a drug sold for 10 euros will be valued at 2.97 euros as
a reimbursed product in Turkey, based on the official exchange rates and the
National Health Count System Discounts. This system puts immense pressures
on the industry, whose ability to innovate and make investments is curtailed.”

- Ismail Yormaz, General Manager, Recordati llag

“The policies set in place by the Turkish government have brought visible
results in the progress of the healthcare system in Turkey, such as the
decrease in the mortality rates in the last 10 years; however, Turkey remains an
emerging pharma market in terms of the structure of operations and access to
health.”

- Cem Oztiirk, Country Manager, Sanofi ilag

“The social security system is much aligned to the elections. The government
takes power from the medical infrastructure, as happens in other countries.
The reference price system, established in 2004, created a strong healthcare
base with big advantages to the market.”

- Murat Akturk, General Manager, Sanovel

“The biggest obstacle for biomedicines reimbursements is the pricing system
in Turkey: the exchange rate is extremely low compared to the normal market.
If we calculate the economic contribution of pharma sales, these are found to
be unprofitable.”

- Serkan Baris, Country Manager, AstraZeneca ilag

“The Turkish pharmaceutical industry has valuable knowledge, good R&D and
manufacturing capabilities and high quality. Our problem is with the price
and profitability in the market. Last year we deserved a 45% price increase
according to the pricing legislation but was able to receive only 23%. This is a
big problem because all of our expenses have increased but we did not get a
price increase at the same rate due to the revised pricing legislation.”

o _ee

- Ersan Kiigiik, General Manager, Drogsan ilaclari

“If people are willing to pay 20TL for a pack of cigarettes, we need to also
unlock their willingness to pay the same for a pack of antibiotics.”

- Mehmet Goker, CEO, TR Pharm
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Economic
and Political
Tumult, 2018

With the government acting as a pri-
mary buyer of pharmaceuticals, the di-
rect role played by the public sector has
made the industry ever more suscep-
tible to political and economic volatil-
ity. Since the 2000s, sustained reforms
and governmental programs have sup-
ported strong economic growth, which
has transformed the country into an
upper-middle income market. The GDP
per capita, according to latest figures,
stands at US$10,540.62. Turkey's free
market economy relies on a diverse
business and manufacturing sector,
well-regulated  financial institutions
and, more-often-than-not, solid public
finances. Industry, and in particularly
the construction sector, agriculture
and tourism, have ensured growth so
that between 2010 and 2017, Turkey's
GDP growth averaged 7% per year, a
stark contrast to Europe’s much flatter
rate. With Purchasing Power Standards
(PPS) growing at 4.9% and per-capita
incomes approaching EU numbers, Tur-
key’s various economic indicators were
catching up with advanced economies.
Then the 2016 military coup and the
subsequent financial crisis and political
and economic instability that followed
rocked the foundations of Turkey's
economic boom. In 2018, the economy
reached a cliff as loose financial condi-
tions led to a currency crisis, giving way
to mounting debt in the private sector
and a growing current account deficit.
The TL depreciated sharply in 2018, to-
gether with a steep fall in credit supply
as inflation surged to over 20%.

In the aftermath of the coup attempt,
the government declared a State of
Emergency, which effectively paused all
economic reforms, especially in terms
of improving macroeconomic and fis-
cal frameworks to align to EU stan-
dards. President Recep Tayyip Erdogan
consolidated his power by triggering
snap elections in 2018, and the coun-
try transitioned to a presidential sys-
tem, centralizing more power with the

2N
e ElS

PHARMACEUTICAL PRICING

Source: IEIS

Same MoH
price with EU
due to patent
protection ~ Dueto
conversion
rate set as
3.82TL

I TR price after
469 oS! Discount

Reference Price

MoH price
due to being
generic
product

Due to
conversion -40%
rate set as

3.82TL
TR price after | ‘

SSI Discount
-M% |

'

Reference Price

7,0265 TL value dated 12 March 2020 is used for calculations

leader. Emergency measures were also
taken on monetary and fiscal issues
and, in the wake of the crisis, the Turk-
ish Central Bank (CBRT) raised interest
rates to 24% as a reactionary measure
to inflation peaking at 25%. A financial
instrument called the LLW (late liquid-
ity window) was also triggered in order
to enable banks to make use of excess
liquidity and inject more money into the
economy. Other monetary instruments
followed, including restricting the use
of derivatives, banning the use of for-
eign currencies in high value transac-
tions or forcing transfers of foreign
currency proceeds into domestic cur-
rency. While the re-election of Erdogan
reassured the markets and the re-stabi-
lization policies eventually brought the
fiscal landscape into equilibrium, the
measures adopted intensified concerns
about the credibility of Turkey’s gover-
nance and macroeconomic stability.

As far as pharmaceutical companies are
concerned, 2018 is recalled as a dark
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year, as decreasing healthcare spend-
ing, shrinking investor confidence and
the lira devaluation took a toll on the
sector. “Last year was a tough one, if
not the worst, for Turkey pharmaceuti-
cals, and the ripple effects of the shock
continue to be felt today, albeit to a
lesser extent,” said Sirin Deha, founder
and general manager of Era Pharma, an
independent CRO.

As the lira fell to historical lows, phar-
ma companies saw themselves choos-
ing between stopping the importation
medicines and thus putting the medical
sector into jeopardy, orincurring losses.
Zeynep Atabay, owner of Atabay ilag,
chose the second option: “When the
euro went up, we continued production
despite the losses in order to assure
hospitals of uninterrupted supply.”

But the crisis also worked as a catalyst
for the pharma industry, especially in
terms of intensifying efforts for boost-
ing pharma exports and increasing self-
sufficiency in manufacturing.
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The first step was to connect

with companies around the world

who were already operating

in biosimilars. Secondly, we
invested in production and
established the largest biotech
drug manufacturing facility in

Turkey. The last component, but

just as important as the other
two, was to invest in people.
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A key milestone is the opening of the
biggest biotech drug manufacturing
facility, AbdiBio. Can you tell us about
this facility?

We realized that biologicals currently rep-
resent 20% to 30% of the market and will
continue to grow their market share in the
future. Today, more than 50% of R&D ex-
penditure in multinational companies is
focused on biological products. Given this
background, Abdi ibrahim, decided to en-
ter the biosimilar drug manufacturing field
in order to stay competitive and to grow
our business.

We first decided to invest in this sector
back in 2010. The first step was to con-
nect with companies around the world
who were already operating in biosimilars.
Secondly, we invested in production and
established the largest biotech drug man-
ufacturing facility in Turkey. The last com-
ponent, but just as important as the other
two, was to invest in people. Currently we
have 30 employees in our bio facility. The
facility is not yet operational, but we con-
tinue to invest in the education and leader-
ship skills of our employees.

When does Abdi ibrahim expect to
launch its first biosimilar product?

We defined three key phases for pro-
duction. The first phase was to conduct
a technology transfer with a company
which is already operating in the market,
with the aim of preparing a fill-and-finish
product. The second phase was to sign a
licensing agreement to manufacture from
cell lines. The third phase is to develop
our own biosimilars. We anticipate that we
will be ready to produce our first fill-and-
finish products by 2021 and we hope to
be launching our own biosimilars by 2025.
Abdi ibrahim is also in contact with mul-
tinational companies, and our bio facility
will be used for the toll manufacturing of
biological products.

How do you think Turkey’s localization
policy might shape competition be-
tween local players and foreign play-
ers?

The localization policy in Turkey was main-
ly designed for chemical products, but has
now flowed over into the biopharmaceuti-
cal area. Looking at the MOH's localization
criteria, it shows that in the near future,
most biologicals will not need to be local-
ized. On the other hand, there are some
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biopharma companies that are willing to
localize their products for the Turkish mar-
ket, but they are also willing to use Tur-
key as a hub because of its geographical
advantages. Many companies are keenly
aware of Turkey’s advantages in terms of
production, logistics, and clinical studies,
and therefore they want to localize their
products in the country. Abdi Ibrahim, as
a 100% local pharmaceutical company,
is supporting the country’s localization
policies, as we believe that this will help to
close the trade deficit and bring technolo-
gies and expertise to Turkey.

How has the balance between domestic
and international markets evolved?

In 2015, only 10% of our overall revenues
originated from international markets. To-
day that figure is approximately 20%.

At the end of this year, we anticipate rais-
ing our international sales by another 10%
compared to the previous year, to approxi-
mately 100 million dollars. Our medium-
term goals are to expand our existing mar-
kets, enter new markets, and increase our
international sales to US$250 million. In
this sense, our primary target markets are
EU countries and the USA. We consider ev-
ery option in our ambition to grow in these
geographies, including buying a company.
As a strategic goal, we aim for half of our
revenues to stem from our international
business after 2025. While international
operations are very important for us to
grow further, Turkey will always be Abdi
ibrahim'’s first priority.

How do you believe the Turkish phar-
maceutical market will change moving
forward?

I believe that Turkey will see some changes
in the social security system, which is cu-
rrently too difficult to uphold in the long
term. We also expect changes to occur in
introducing OTC legislation. Many prod-
ucts will no longer be reimbursed and
out of pocket payments are predicted to
rise. Biologicals will shape the future of the
pharma industry and | believe companies
should be investing now so as not to be
left behind. Production capabilities and
capacity in Turkey will attract other coun-
tries to bring their production here.

As Abdi Ibrahim, we trust Turkey's poten-
tial, strength and people. We believe that
it would be the right decision for foreign
companies to invest in Turkey. m
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difficult to find new products
in the generics space and
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remaining players.
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Could you bring us up to date with the
latest developments?

According to its strategic planning pro-
cess and its results, Bilim has decided to
change its chronic treatment area prefer-
ences and to focus/invest more on select-
ed treatment areas. Diabetes, respiratory
disease and ophtalmology are the main
chronic treatment areas that we focus on.
Besides, Bilim has strong muscles in ar-
eas like ENT, pediatrics, dermatology, gy-
necology in the acute segment. Looking
at the market for oral drugs in diabetes,
Bilim has a prominent market share. Simi-
larly, we play a dominant role in the re-
spiratory segment too, and we make im-
portant investments in these therapeutic
areas. Over the last couple of years, the
Turkish economy has been facing many
hurdles but, despite this environment, we
continue to invest because we have faith
in the strategic areas we choose. In this
regard, we have just finalized our sterile
liquid products facility and started pro-
duction there. In previous years, we have
been confronted with difficulties in terms
of our product development. We re-engi-
neered the structure of our R&D and re-
engineered the structure of our R&D and
new product line. In Turkey it takes about
three-four years to develop and launch
a new product, so our launches are pro-
jected for 2020 or 2021.

The localisation policy was introduced
in an attempt to reduce imports. How
do you think it will play out?

Bilim's revenue stems primarily from pro-
ducing for the domestic market, secondly
from production for exports, and only
thirdly from contract manufacturing. The
localisation policy opened up new op-
portunities in contract manufacturing,
either by connecting Bilim with new part-
ners, or by helping old partners expand.

Could you walk us through the process
of choosing the products you come to
the market with?

Being selective is important because re-
sources are not endless. If you divide your
resources too broadly, you may never get
a dominant position in one market. For
now, we continue to invest on our tar-
geted treatment areas and, in the future,
we may add some additional areas. In the
meantime, we do not neglect the acute
segment which is our core business,

even though there is high competition
and discounts. Nevertheless, due to its
diminishing attractiveness, competitors
are exiting some areas of the acute mar-
kets, creating space for the remains; e.g.
10 years ago, there were about 15 com-
petitors in the antibiotics space, and now
there are only four or five.

Also, | should emphasise that many com-
panies are jumping onto biosimilar prod-
ucts, which account for between 15-20%
of the market, and invest in manufactur-
ing facilities, but let us not discount the
remaining 80% consigned to the chemi-
cal drugs. Itis true that it has become dif-
ficult to find new products in the generics
space and investments are poured into
biological products, but similarly to the
case of antibiotics, the less competition,
the more opportunities for market con-
solidation for the remaining players.

Could you tell us about your export
oriented strategy?

Bilim exports to more than 60 countries.
With our new manufacturing plant, we
may have more options for exporting
more to Europe and North America. But
we are becoming more selective about
the countries we operate in. If a market
does not meet a certain threshold, we re-
evaluate our commitment, otherwise, we
are faced with a huge workload that only
pays back in high hidden costs in time;
that's not sustainable.

Do you have a final message?

What foreign investors and partners
need to understand about Turkey is the
high quality and competitiveness of the
country’s local producers. Beyond that,
Turkish business culture enables easy
communication and agreement and both
individuals and companies are very flex-
ible. Turkish players have a lot of respect
for their partners, especially long-term
ones, to the extent that they will be will-
ing to suffer some financial losses in order
to maintain a partnership. But, more gen-
erally, the size and growth of the market
here is promising, and a business started
here can be taken anywhere in the world.
Apart from the mentioned above, Turkey
has quite good opportunities in terms of
clinical trials, R&D and biosimilar produc-
tion. Combining these elements, | genu-
inely believe Turkey offers great opportu-
nities for all global players. m
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APIs are not always readily
available and in order for us to
be early in the cycle, we must
be able to develop our own
APIs, which also gives us a cost
advantage. We produce our
finished product with our own
API and also export APIs to
foreign markets.
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Could you bring us up to date with
DEVA's undertakings in recent years?
In addition to continuing our regular
investments to upgrade and further ex-
pand our production capacity, Deva has
developed a new logistics center. We
are entering new technologies with a fo-
cus on some key areas such as oncology,
where we are continuing to bring new
generics to the Turkish market. We have
developed a focus on ophthalmology as
well, where we are very strong and have
launched a generic in dry eye treatment
in the Turkish market and a new product
that promises double the strength and
is therefore unique in Turkey- we have
witnessed the results and are proud to
realize that this product is serving an
important patient need. | believe this is
where DEVA excels at: We bring inno-
vative niche products that patients do
not have easy access to in the Turkish
system, thus contributing to improved
patient access.

What is DEVA's strategy in creating
strength in specific therapies?
Antibiotics  constitute approximately
20% of our business with a more equal
distribution on other areas that we are
developing, such as ophthalmology and
oncology. Looking ahead to the future,
DEVA is looking also into the biologics
area, however, this is a challenging arena
that one cannot rush into. Currently, we
invest in biotechnology. We established
a biotechnology center and started de-
veloping joint projects with TUBITAK

Why is APl production a priority at
DEVA and how does it fit within the
company'’s overall goal?

We acquired our API facility in 2011
and started developing APIs for certain
products where the APIs could not be
sourced. This is a great asset for us in
the market today. APIs are not always
readily available and in order for us to
be early in the cycle, we must be able to
develop our own APIs, which also gives
us a cost advantage. We produce our
finished product with our own APl and
also export APlIs to foreign markets.

What is your take on the future pro-
gression of the Turkish pharmaceuti-
cals market?

The Turkish market is challenging from
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a pricing perspective and it is becoming
increasingly competitive. This means we
need to have a constant supply of new
products that are close to patent expiry.
Targeting first generics puts us into an
advantageous position and once the lo-
cal market is flooded, we take our prod-
ucts to export markets.

DEVA operates different models of
growth in export markets, from API
exports, contract manufacturing,
co-development, and branded sales.
Would you like to give us an overview
of your footprint and strategy in pri-
mary markets of interest?

DEVA has approximately 600 approv-
als in more than 60 countries. Currently,
we export to more than 40 countries
and we have increased our footprint in
Europe and the United States as well as
some developing markets. Our strategy
is to develop new products for the Turk-
ish market first as it is our home market
and then leverage our position in Tur-
key to bring these products to markets
outside of Turkey. We employ different
models based on the country of export
where we license our products or form
partnerships with distributors. Every
market is different; for example, we have
our own presence in Germany, which
is a tender based market, as well as in
Switzerland and some other regulated
markets.

What is the vision heading DEVA's
growth in the next five years?

Our aim is to strengthen our position in
the Turkish market first before consoli-
dating our presence in export markets,
too, with an emphasis on Europe and
the United States.

Do you have a final message for our
readership?

DEVA has a proven strong commitment
to R&D with our center being the largest
in Turkey. We are also committed to the
highest quality standards, which is evi-
dent from our US FDA and EU GMP ap-
provals. We believe quality and innova-
tion are key to moving forward, not only
for the export markets but also for the
Turkish market. Our foundational mot-
tos are that Turkish needs always come
first, and second would be that we serve
all markets with one quality. m
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In 10 years, we will see
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opportunities if we do things right.
We will have a favorable climate
to grow from our foundation and
our main strategy will be to add
products to our portfolio based on
our capacity and ability.
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How has the market evolved over the
last five years and what are some of
Ali Raif’s recent milestones?

Since 2014, the Turkish pharmaceutical
market has been growing despite facing
difficulties. Over the last 10 years, the
market has tripled in turnover and grown
from 1.4 billion units to 2.4 billion units.
This growth can be attributed to an age-
ing population and improved socioeco-
nomic conditions in Turkey as well as
inflation and an increase in drug prices.
We began our business by representing
multinational companies and produc-
ing under their license in Turkey. Today,
we represent many companies as a dis-
tributor by marketing their products. In
the 1990s, we established our own R&D
facility and entered into the generics
business. Today, our in-house portfolio
of products contributes to 70% of our
turnover.

What is your strategy to differenti-
ate your products and meet market
demand?

We are focused in a few selected fields,
namely cardiology, gastroenterology,
anti-diabetes and CNS. In 2018, we add-
ed a line of OTC medications. The new
products coming into the market are no
longer blockbuster products that have
huge sales, so we are flexible on seeing
products and opening a line if we see
potential in registering and marketing
the product.

What opportunities do you see in the
market over the next 10 years?

In 10 years, we will see more regulation
in the OTC market, which will create new
opportunities if we do things right. We
will have a favorable climate to grow
from our foundation and our main strat-
egy will be to add products to our port-
folio based on our capacity and ability.

Low margins and profitability leave
little room for high spending on R&D.
However, Ali Raif's R&D center has
been approved by the MOH in 2017.
Could you elaborate on the focus tak-
en in R&D?

In 2014, we established an R&D depart-
ment and, in 2017, we became a certi-
fied R&D center. We have a well-sized
R&D team that is working productively.

With low margins, it is difficult to invest
in R&D and it is helpful that the Govern-
ment provides grants to the industry to
encourage R&D. We have several new
products in the pipeline, and we are
chasing drugs going off patent while
searching for new formulations and new
applications based on recent techno-
logy, such as combination products and
complex generics that require more in-
novation. Price and feasibility are a key
factor that determines whether or not we
will be able to manufacture our pipeline
products.

Currently, we are considering expansion
to increase our production capacity. We
are not a part of the biotechnology wave
and we are waiting to see how it pans
out before investing in it or finding a li-
censed partner.

What is your vision for Ali Raif over
the next five years?

Our vision is to maintain a work environ-
ment where our employees are happy
and feel that Ali Raif is a safe place to
work. We are examining the prospect
of in-licensing by having more global
partners or European sources produce
for us. We are flexible and open to im-
porting if we find the right product and
company that is seeking distribution in
Turkey. We are also open to manufactur-
ing and exporting products if companies
are willing to transfer their technology to
us. Some multinational companies ap-
proach us to market their products and,
if the product fits with our line, we take
on the task.

Do you have a final message for our
readership?

The Turkish pharmaceutical industry has
a long tradition with Ali Raif being pres-
ent since 1928. We have tremendous
experience with Western multinational
companies and we have grown together
with our competition. Over the last 100
years, Turkey has learned to manufacture
pharmaceuticals and conduct R&D. We
have served the local market for many
years and now we are seeing our export
business grow as well. Our production
facilities are recent with new GMP tech-
nologies and a team of hard-working
people, making Ali Raif a reliable part-
ner. m
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Could you provide a brief introduction to Platin Kimya and how it fits into the
larger PLATIN Group?

Platin Kimya is a family-run company established in 1999 with four separate verticals
within the parent company: chemistry, agrochemicals, pharmaceuticals and mining.
We have 350 employees and a turnover of US$50 million. In 1999, we started an
office in Shanghai and in 2001, we also opened our office in Moscow. Our foreign
offices oversee the operations of the whole Group, receive our exports from Turkey
and receive imports from China, India and Europe. The pharma division of Platin is
focused on human health and we started as a chemical business selling APls and
excipients in 2004. We were the sole sellers of excipients with a volume of 4,000
tons per year. We entered the market for finished formulations in 2007, starting
business development and in-licensing with one dossier. In 2009, Platin produced
our first generic used for oncology and we became the market leader for this prod-

APl Dependency:
An Issue of
Little Redress

3 The weak lira brought to the surface an-  However, he sees a possibility in Tur- sides captive consumption, Deva also uct. Today, Platin has 20 dossiers and we are changing our strategy for localization
other issue that affects almost all Turk-  key's specialization in niche APIs of high  sells its APls, especially in the United E by collaborating with companies to enable technology transfer.
ish pharma players: Turkey’s dependen-  value, which could do well in Europe. States. Atabay is another local company S rq
cy on imported APls. Denominated in  Relying on self-produced APIs gives an  that has put its faith in APl production, v How did the localization policy impact Platin Kimya?
US$, APIs (together with excipients and  incontestable advantage to generics choosing to pursue backwards integra- Sq ra goglu The regulation served as a disadvantage for us at the time, however, we support
intermediates) became prohibitively producers as well. Deva Holdings ac- tion: “We are working towards enduring the Government's decisions. Within the current framework of reimbursements, the
expensive as the TL slid in 2018. Cur- quired its APl plantfrom Zentivain 2011, brands backed by APls, to guarantee MOH (Ministry of Health) is the main player because they are purchasing up to
rently, out of around 250 finished dos-  and this self-reliance gave the company = supply of medicines independent of the 85% of the total output of our products, and naturally the government would like
age forms (FDFs) only five are produced  control over prices as well as access to  state of the global economy and world to protect local production. At that point, we could have quitted the industry, but
APls in Turkey. In the past, there were the more difficult to access APls. Be- politics.” we decided to stay in the business and appeal to local CMOs of high quality. Even
more APl manufacturers, but these though we do not have a production facility yet, we work with state-of-the-art man-
were pushed out of existence by inter- TURKISH LIRA VOLATILITY ufacturers in Turkey. With the Government regulation in place, more manufacturers

will increase their quality and begin working towards EU and FDA approval. We
have ensured that all our manufacturers obtain EU approval, as our next step will

national competition, especially from
China and India. Sirin Deha, general

Source: Trading Economics General Manager

manager of Era Pharma, believes the ;iv';peruswar PLATIN KIMYA be to export to European markets. Not having our own facility slowed down our
government should have done more to growth but, nonetheless, we have managed to register nine products locally, for
protect the industry: “Without govern- which technology transfers have been realized to Turkey. We also began exporting
mental policies to support the market, to Azerbaijan.

producers were forced again and again 65 J

to reduce prices until producing APIs in Platin Kimya plays an important role in the local supply of APIs for Turkey. What
Turkey was no longer viable.” are some of the trends noticed in terms of Turkey’s ingredients supply?

In the market of chemical distributors, n| Turkish manufacturers, like European manufacturers, face difficulties of competing
Esra Saracoglu, general manager of Pla- )) with China and India in terms of API prices. China and India have superior techno-
tin Kimya, is one of the few to express logy and are a few steps ahead of us because they started the APl business before.
hope for the revival of APl production: In these countries, it is only now that they are forward integrating to formulations.
“India and China began with APIs be- 5% Turkish manufacturers. like Turkey needs more time to first match the quality of APIs globally and then compete
fore integrating forward to the pro- ! against these.

duction of FDFs. Turkey could take the European manufacturers, face At this very moment, Platin Kimya is in the process of negotiating for new invest-
reverse pathway, as a developed FDF 5q difficulties of competing with China ot to make a local manufacturing plant for chemicals rather than FDF manufac-
market that can achieve backwards in- and India in terms of API prices. turing, which is nearing its full capacity in manufacturing in Turkey. Chemicals and
tegration to the ingredient level”. China and India have superior intermediates are a point of shortage in Turkey because the imports exceed the
What gives Saragoglu hope is Turkey’s it technology and are a few steps exports in this field. We would like to invest in chemicals and pharmaceuticals in the
superior quality. Platin Kimya is nego- ™ ahead of us because they started next two to three years for this reason.

tiating with the government for grants .

towards the establishment of an API the API business before. In these What kind of therapies are you positioning yourself in?

manufacturing plant in Turkey to re- 40 countries, it is only now that Our main therapeutic area is physician and orthopedic medicine. In 2016, we es-
spond to this gap. Hakan Kogak, CEO of they are forward integrating to tablished the first generic with Zoledronic Acid and the first generic of Aclasta for
Kogak Farma, one of the few producers formulations. Turkey needs more osteoporosis. This was a big milestone for our pharmaceutical business. We are not
of APIs alongside its main formulations a5 time to first match the quality of focused on products with patents expiring in the next few years. Rather, we are fo-
business, believes that manufacturing APIs globally and then compete cusing on niche products outside of the crowded markets. In 2007, our strategy was
of APIls in Turkey would be challeng- . to focus on oncology and CNS, because oncology was dominated by multinational
ing because it would necessitate the against these. companies. Our aim is to compete with Turkish generics companies by finding niche
production of chemicals, whichisalso 30— .. and rare disease products and branding them in order to grow the company in a
an industry that lags behind in Turkey. 2018 2019 2020 (( sustainable manner. m
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Opioid dependence is a
specialised and small field,

and Liba is the only company

in Turkey to specialise in this
segment. In the future, we would
like to grow our portfolio in
other dependencies like alcohol.
The market is highly regulated
because the active substances
used in the drugs are control
substances themselves.
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Liba has had a long evolution since its
beginnings in 1945. Could you intro-
duce our audience to the ways in which
the company has changed over the
years?

Liba was established in 1945 by Lale and
Necip Barlas. Lale Barlas was one of the
first female pharmacists in Turkey. Initially
a manufacturing company, we changed
strategy in 1994 to pursue niche thera-
pies as a distributor. Our portfolio start-
ed off with ophthalmology, but soon this
was no longer a niche. Liba also explored
the oncology segment through an Aus-
trian partner, as well as psychology with
a Danish partner, eventually exiting these
segments. Today, we continue our line in
ophthalmology and we have a focus on
neurology, particularly in the treatment
of epilepsy, as well as in specialised fields
like opioid dependent therapies. Moving
forward, we are developing products
in the CNS sector. With a turnover of
around 40 million euros a year, we are a
steady medium-sized company.

Could you explain to our audience what
opportunities exist in Turkey for the
therapeutic sectors Liba specialises in?
Ophthalmology used to be a fast-paced
segment in which new developments
kept pharma companies on their toes
in expectancy, but this segment has
reached a saturation point today. The
new generation of ophthalmological
products are made through recombinant
technology, which is a space we cannot
enter into. Liba is not a company that
can break into a competitive market with
a high volume of original products. On
the other hand, opioid dependence is a
specialised and small field, and Liba is
the only company in Turkey to specialise
in this segment. In the future, we would
like to grow our portfolio in other depen-
dencies like alcohol. The market is highly
regulated because the active substances
used in the drugs are control substances
themselves. We have to record every-
thing from importation, production and
distribution. Our strength is in our niche
focus. For this reason, new trends such
as the newly popular biotech business
brings no opportunities to us.

With new incentives from the govern-
ment, many classic pharma players are
inclining towards the biotech field. As
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Board Member at IEIS and also the
President of the Turkish Biopharmaceu-
ticals Platform (TBP), how do you be-
lieve Turkey could better facilitate the
growth of the biotech sector?

Turkey needs to develop a regulatory
framework of its own rather than simply
imitating the FDA and EMA. The upcom-
ing projects in biosimilars and biobetters
are very interesting and offer huge op-
portunities for investments. But the chal-
lenge for companies exploring the bio-
tech space is the time these take to get to
the market. Technological advancements
are helping to reduce time-to-market
and thus equipment for establishing bio-
similarity should be used in assessment,
with the government’s acceptance. Be-
sides that, the government has to incen-
tivise biobetters through tenders and
reimbursement systems. New incentive
systems should be mutually agreed and
implemented.

What are your priorities at Liba in the
next five years?

Liba's forthcoming growth is predilected
on new products in CNS and targeting
first generics for products with a real de-
mand in the world and which attract little
competition from other companies. In
our ophthalmology portfolio, we are dif-
ferentiating through novel delivery sys-
tems - if the development we are working
on is successful, it could prove a unique
formulation in ophthalmology all over
the world. We hope to produce this drug
without any preservations, which has not
previously been achieved. We also would
like to reduce the active substances used
in our products to limit side effects. To
uphold a strong innovative edge, we out-
source our R&D work because our pro-
duction and labs were closed down.

Do you have a final message for our in-
ternational readership?

| am very proud of the Turkish pharma-
ceutical industry and the level of quality
it has achieved despite the number of
challenges faced in terms of finances and
pricing. But there is untapped potential
in the country’s capacity. In this regard,
exports need to be improved with the
government's assistance. The quality of
Turkish pharmaceuticals should be com-
municated globally. | hope this can be
done in the next few years. m
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The Turkish pharmaceutical market
is facing pricing problems that will
not be solved in the foreseeable
future, therefore it is vital to focus
on export markets as well.

«
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Could you highlight Drogsan’s recent
milestones and the company’s priori-
ties in the last five years?

Drogsan was founded in 1975 for manu-
facturing of herbal based pharmaceu-
tical raw materials and over the years,
it has transformed into a full-fledged
pharmaceutical company serving in nu-
merous therapeutic areas. In the last five
years our priority was to focus on niche
areas such as, but not limited to, derma-
tology, nephrology and neurology. Our
main objective in both our R&D studies
and strategic partnerships has been to
bring innovative new products to these
niche areas in order to address the un-
met needs of patients, while continuing
our work in the mainstream market with
generic products for general practice.

How do you balance your business be-
tween the domestic and international
market?

The export markets represented 16% of
our turnover in 2019. We are currently
exporting our products to nearly 30
countries in CIS, South Europe, Middle
East, Central Asia, Southeast Asia and
Africa. We are trying to enter new ex-
port markets and add products to our
existing chain of distribution. The Turk-
ish pharmaceutical market is facing pric-
ing problems that will not be solved in
the foreseeable future, therefore it is
vital to focus on export markets as well.

How will Drogsan use its R&D exper-
tise to differentiate itself from its com-
petitors in Turkey?

The features that differentiate our R&D
from others are a team comprising of
valuable scientists capable of multi-
faceted thinking and a working envi-
ronment in which all creative ideas are
supported and where multi-disciplinary
interaction is encouraged. Our R&D
team follows products that are close to
patent expiry and attempts to produce
the first generics to hit the market. Also
we collect new product ideas coming
from several departments to develop
value added products such as super-
generics, innovative new dosage forms,
and new drug delivery systems.

What will be your main priorities for
Drogsan moving forward?

Moving forward, our focus is on increas-
ing our profit, which currently stands at
15% of our turnover. Over the next five
years, we aim to move towards a 20%
profit margin so that we can reinvest our
profits into R&D and manufacturing for
building new products. Without growth,
we cannot build a strong foundation for
Drogsan and achieve stability.

In the meantime, we see that the biosim-
ilar market is increasing both in Turkey
and the rest of the world. However, the
biosimilar market will be very crowded
in the future because all big companies
are investing in this area. We have one
product in this field and our strategy in
the future will depend on the in-licens-
ing opportunities we find, because our
R&D has not been structured for these
types of products. Our current biosimi-
lar, which has become the market lead-
er, is also an in-licensed product whose
fill-and-finish is done in Turkey, and we
are aiming to expand this strategic part-
nership by product line extensions in
the coming years.

What does the industry need in order
for Turkey to become a global player
in the pharmaceutical industry?

The Turkish pharmaceutical industry has
valuable knowledge, good R&D and
manufacturing capabilities, and high
quality. Our problem is with the prices
and profitability in the market. Last year,
we deserved a 45% price increase ac-
cording to the pricing legislation but
were able to receive only 23%. This is
a big problem because all of our ex-
penses have increased but we did not
get a price increase at the same rate
due to the revised pricing legislation.
The pharmaceutical industry needs to
enjoy good profitability in order to in-
vest in the future in biosimilars, gene
therapy, and etc. We tried to convince
the authorities that the pharmaceuti-
cal industry is important for the Turkish
economy. If they provide pricing relief,
we have huge potential for exports be-
cause of the proximity we enjoy with
Europe and the Middle East. We need
to attract the big pharmaceutical com-
panies to form bases in Turkey. This is
a critical issue that will require attention
in order for the Turkish pharmaceutical
market to enjoy a boom. m
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How does AstraZeneca Turkey fit within the broader um-
brella of the corporation, and what are some of its core
operations in the country?

AstraZeneca (AZ) Turkey is an important market within AZ
Global, International Region and AZ Middle East and Africa
both in terms of our commercial and “great-place-to-work”
strategies. In Turkey, our main therapy areas are in line with the
global business, and we operate in cardiovascular, renal and
metabolism (CVRM), respiratory and oncology.

AZ Turkey launched its Serotonin project at the end of 2015
to contribute to its continuous efforts of becoming a “great-
place-to-work” by increasing employee engagement. The
Serotonin team develop creative ideas to engage with em-
ployees based on internal pulse survey results, which are com-
municated twice a year.

What are the main pillars of growth for Turkey itself?

As of Q3 2019, our main growth platforms are new CVRM, re-
spiratory and new oncology products, but we are generating
continuous growth with our mature brands, too.

What are your expectations of how the Turkish pharma
and biopharma industry may develop in future years?
Funds allocated for biotechnological medicines are expected
to increase as a share of expenses from 20% to 30-35%. The
balancing of healthcare costs will be supported by private
complementary insurance. Meanwhile, the localisation policy
will translate into increased employment and support for inno-
vative medicines. Innovative molecules should be included as
alternative reimbursement models are established. However,
over-investing in biotechnological facilities may stall the mar-
ket in the future.

What do you believe to be the biggest challenge confront-
ing Turkish bio-pharmaceuticals?

The biggest obstacle to getting the biomedicines in reim-
bursement system is the pricing system in Turkey. For the mo-
ment, the exchange rate of Euro in Turkey is 3.40, which is ex-
tremely low relative to the market.
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AstraZeneca is investing up to 5% of its revenues in R&D,
and has a rich pipeline posted for new launches in mid-
2020 and 2021. Could you elaborate on the need for in-
vestment in new medicines worldwide, with reference to
one of the new drugs pending?

The pharmaceutical industry is powered by science, research
and development. The pharmaceutical sector's investment in
R&D is growing and is now more than 165 billion Euros glob-
ally. However, we cannot say that there is sufficient investment
in clinical research unless we are at the level to solve the prob-
lems of all patients worldwide. We should continue to invest in
scientific studies especially for clinical research. There are new
compounds currently under investigation.

“Open innovation” refers to a model of collaborative part-
nerships. How could such models be advanced in Turkey to
foster breakthrough research?

We collectively stand a much better chance of delivering ef-
fective treatments for serious diseases when there is collabora-
tion with pharmaceutical companies worldwide at all stages of
drug discovery, biotechs and academic institutions — such as
our collaboration with Kog University. With this scientific col-
laboration, we aim to conduct pre-clinical studies for treatment
of diabetes, cancer (such as prostate cancer) and cardiovascu-
lar diseases. We made significant investment for pre-clinical
researches and we have started our research about the effects
of AstraZeneca drug molecules designed for cancer treatment
for brain tumour and some stem cell models developed by Kog
University scientists. Also, studies related to the carcinogen-
esis and the binding of AZ drugs to the KRAS receptor which
has a drug target, were also carried out. This collaboration will
help us discover and develop new drugs.

Our Open Innovation platform provides an open, collabora-
tive approach to link our expertise, unique research tools,
optimised molecules, technologies and challenges with your
research capabilities and interests. For example information is
shared with AstraZeneca UK R&D.

In Turkey, we will expand our collaborations with other stake-
holders, research companies through first class research and
innovation, building capacity, saving lives and promoting sta-
bility and growth. m
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What are the current developments at
the company?

We renewed our EU GMP in Septem-
ber with the aim of keeping our doors
open for new avenues. In 2015, Santa
Farma moved its manufacturing site to
a leading-edge manufacturing facility
in Dilovasi. The facility is purpose-built
and very modern, with a capacity of 150
million packs in one shift, which makes
Santa Farma one of the most productive
manufacturers in Turkey. We are capable
of manufacturing solids, semi-solids, lig-
uids, including specialized forms such
as effervescent tablets, sachets, bi-layer
tablets and sprays.

Santa Farma has a strong R&D team
of 60+ scientists who are developing
unique products like value-added ge-
nerics in different combinations and with
new delivery forms.

Turkey is a small market, but it is grow-
ing to be competitive. How would you
say competition within the generics
market has evolved over the years and
how does Santa Farma plan to stay
ahead of its competition?

The generic industry is very competitive
all over the world. Quality is the key as-
pect through which we can differentiate
ourselves. Upon the opening of our new
manufacturing site in 2015, Santa Farma
obtained its first EU GMP, which was a
clear certification for our high quality.
Our company culture is that we serve the
people and not just the health industry;
therefore, we do not tolerate anything
less than the very best.

Another aspect which helps Santa Farma
to beat its competition is through our
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manufacturing capacity. With the local-
ization efforts made in the industry, in-
ternational companies are shifting their
manufacturing sites to Turkey. Santa
Farma would like to position itself as a
production hub within this process.

How would you say the localization
policy has impacted the relationship
between local and international com-
panies?

Today Santa Farma is cooperating with
many international as well as local com-
panies. Currently, we are collaborating
with 12 companies four of which are in-
ternationals.

How has the product portfolio devel-
oped?

We are concentrated on neuropsychia-
try, gastroenterology, dermatology, he-
matology and cardiology. In the future,
we plan to include antidiabetics as well.

In previous years, 20% of Santa
Farma's total sales were exports. Has
this figure changed?

Last year, our exports increased by 52%
and we hope to maintain this growth ev-
ery year. With the market submissions
already in place, and market authoriza-
tions underway, our exports business is
in a stable position to grow.

Besides having a high production capa-
bility, Santa Farma also focuses on sus-
tainability and its environmental foot-
print. Could you tell us more about the
measures taken in this scope?

We are a proud member of the United
Nations Global Compact (UNGC) since

2010 and we communicate our perfor-
mance in relation to the 10 principles of
the Global Compact on an annual basis.
Our yearly report provides information
about the progress on Human Rights,
Labour, Environment, and Anti-Corrup-
tion in line with the requirements of the
UNGC. This report has been prepared
based on G3 Sustainability Reporting
Principles of the Global Reporting Initia-
tive with a view to communicating the
corporate performance transparently in
line with the principles of accountability
in addition to facilitating potential com-
parisons with the future communica-
tions on progress. Looking after the en-
vironment is really important to us. We
started a zero waste project in our of-
fices by replacing garbage cans with re-
cycling bins. Our manufacturing site has
also adjusted its processes to reduce its
environmental impact. Santa Farma is
a very special company when it comes
to valuing people, life and the environ-
ment. We have a responsibility towards
the environment and the community.
We donate blood and stem cells with
the organization of Turkish Red Crescent
for ten years.

What is your final message for our in-
ternational audience?

Santa Farma is celebrating its 75th an-
niversary this year. The average growth
rate for the therapeutic groups that we
are present is 30%, but our growth rate
is at 42%, and we have sustained a high-
er-than-the-market growth for the last
five years. Our vision for exports is to
be a top three player in the Turkish mar-
ket by 2024. m
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EXPORT
MARKETS

» Exports are a popular issue in Turkey, not only in
pharmaceuticals but across industries. In Dem llac’ future
growth, exports play the biggest role. In every step of
our strategy, we created very well-developed dossiers,
following the most reputable guidelines worldwide. «

- Deniz Demir,

Chairman,
Dem ilag

Image courtesy of Recordati




Export
Markets

A TALE OF TWO
CONTINENTS

A change in direction:
Pursuing exports-led growth

Given Turkey’s large population, Turkish
drug manufacturers have traditionally
focused on the Turkish market alone,
however, a globalization discourse is
starting to take shape amongst phar-
maceutical leaders who look to different
markets as an answer to the challenging
conditions at home: “The Turkish phar-
ma market is facing pricing problems
that will not be solved in the foreseeable
future, therefore it is vital to focus on ex-
port markets as well,” said Ersan Kiguk,
general manager of Drogsan.

Deva, one of the largest generics manu-
facturers, with over 600 products, has
recently incorporated an exports strat-
egy, too: “Our foundational mottos are
that Turkish needs always come first,
and the second is that we serve all mar-
kets with one quality,” said Philipp Haas,
chairman and CEO of Deva Holding.
Operating in 40 countries, the company
is one of the few to have penetrated the
U.S. market by successfully incorporat-
ing its affiliate, Devatis.

Last year, exports were also accelerated
by the depreciation of the lira, as medi-
cine prices suddenly dropped, boosting
their adherence in world markets. Hu-
lya Yalin, Turkey’s general manager for
multinational Exeltis, explained how this
low-currency environment played out
on the flip side: "25% of our sales come
from exports, which gave us strength
when the lira depreciated last year.
While we lost on imports, we gained
with exports. We constantly work to
find the balance between imports and
exports in order to reduce our currency
dependency and to continue being able
to deliver drugs to patients without in-
terruption.”

Turkey's plan to create an economy
worth  US$2 trillion includes hopes
that US$500 billion of this value will be
achieved through exports. According
to the latest statistics, Turkey’s pharma
exports reached US$1.4 billion in value
in 2019. However, closer examination
of this number reveals that while ex-
port volumes have grown, the value of
exported pharmaceuticals has in fact
decreased over the past decade, with
the value per kilogram between 2010
and 2018 dropping by 35.9% due to
lowered prices concurrent with the cur-
rency depreciation. In apprehension
of this trend, Turkey's export strategy
must encompass high-value products,
namely biopharmaceuticals. Cinnagen
ilag is an ambitious biopharma company
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waiting to receive marketing authori-
zation to start the local production for
its 12 products. Once this is received,
the “globalization” of the company will
commence: "My ambition is to create
the biggest Turkish brand in biotechnol-
ogy by competing worldwide on both
quality and productivity,” said Ferhat
Farsi, co-founder and CEO of Cinnagen.
Governmental incentives for exports are
also indirectly targeting higher-value
goods, which are also the most import-
dependent. Funding under the “Stra-
tegic Investment Incentive Scheme” is
available for manufacturers of products
that qualify as import-dependent. The
scheme offers 90% tax reduction, as
well as a contribution to the total invest-
ment of up to 50%.
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THOUGHTS

“The affordability of Turkish drugs is very attractive to neighbouring countries
who struggle with their own economic challenges. The Turkish pharma industry
has rightfully earned the designation of a producer of both high quality and
affordable drugs.”

- ismail Yormaz, General Manager, Recordati ilag

“Today, the domestic market represents 60% of our business, and exports
40%. Within three years, we expect these proportions to be inversed, and to
have a greater foothold in export markets.”

- Faik Somer, CEO, Birgi Mefar ilag

“In the past five years, we changed strategy to export markets, levying our
strong position at home in order to expand. We have been exporting to
neighbouring markets such as Turmekistan, Azerbaijan and Kazakhstan, as well
as other CIS countries.”

- Murat Akturk, General Manager, Sanovel

“l am very proud of the Turkish pharmaceutical industry and the level of quality
it has achieved despite the number of challenges faced in terms of finances
and pricing. But there is untapped potential in the country’s capacity. In this
regard, exports need to be improved with the government’s assistance. The
quality of Turkish pharmaceuticals should be communicated globally.”

- Murat Barlas, Chairman, Liba Laboratuarlari

“Requests for exports are increasing, and we are currently preparing reports
for 30 countries for which we have built specific country knowledge; we have
three focal international points- in the UK, Croatia, and Kazakhstan, and we aim
to increase our footprint in developing markets where we compete with low
prices and great industry knowledge.”

- Dr. Seyfullah Dagistanli, Founder, DeltaPV

“The export markets represented 16% of our turnover in 2019. With close to
200 product registrations worldwide, we are currently exporting our products
to nearly 30 countries in CIS, South Europe, Middle East, Central Asia,
Southeast Asia and Africa. We are trying to enter new export markets and add
products to our existing chain of distribution.”

- Ersan Kiigiik, General Manager, Drogsan ilaclari
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Defining
its Vantage
Points:

Turkish Drugs
in Selected
Markets

Drugs compete in global markets based
on price and quality, and Turkey does
well at both. Yet, this double advan-
tage has not translated to the expected
success in the export of Turkish medi-
cines. The epithet commonly used to
describe Turkey as a “bridge between
the East and West” is especially perti-
nent to pharmaceuticals in this regard.
The healthcare policy model pursued
by Turkey is exemplary of a developed
healthcare market, but the price sys-
tem simultaneously defines Turkey’s in-
dustry as “pharmerging” — a term used
to refer to markets like Brazil, China or
India, which have challenged the domi-
nance of Western pharmaceutical hubs
through lower prices. With low prices
and high quality cancelling each other
out, Turkish pharmaceuticals do not fit
neatly in either backward or forward
Global Value Chains (GVCs).

In its GVC trade with Asia, the MENA
region and North Africa, Turkey fares
well through backward participation
with low value added products and low
technology content. Thanks to the rigid
pricing conditions implemented in Tur-
key, Turkish drugs are cost competitive
in neighboring countries, too. However,
foreign competitors like India come to
these low-value markets with a counter
offer of even lower prices, which are dif-
ficult to match in Turkey. The other half
of Turkey's trade in GVC is with Europe
through both backward and forward
participation. In European markets,
prices alone are not sufficient: “Euro-
pean companies are becoming more
competitive in price wars because they
can invest freely in automation to build
bigger capacities; by contrast, Turkish
manufacturers are reluctant to invest,”
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explained Tolga Sézen, general man-
ager of Kansuk.

Although Turkish pharma exports reach
a total of 169 countries, almost half of
the trade value comes from neighbor-
ing countries. Nevertheless, Turkish
players are gradually shifting their focus
from the traditional go-to markets of
MENA and CIS countries to the devel-
oped markets of Europe and the United
States. After 35 years of solely serving
the Turkish market, Sanovel, a top ten
pharma producer with a product basket
produced 100% in-house and that is ad-
amantly opposed to in-licensing prod-
ucts, opened its portfolio to exports
only five years ago with an eye on the
U.S. market: “Exports are very impor-
tant, but that does not mean we are en-
gaging our entire portfolio to too many
countries around the world; instead, we
select in a precise way, and the future
promises most from the U.S. market”,
said Murat Akturk, general manager of
Sanovel.

Outside of regulated markets, phar-
maceutical leaders are also becoming
more selective to reduce risks. Bilim ilag,
which has one of the widest global foot-
prints with 60 countries in the basket,
is narrowing its focus to fewer markets:
“If a market does not exceed a certain
threshold, we will re-evaluate our ex-
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ports there, otherwise we are faced with
huge workloads and many high hidden
costs.”

These hidden costs reveal themselves
to companies around the world: Drog-
san's operations in SE Asia and Azerbai-
jan have been hindered by bureaucratic
and economic issues; Santa Farma felt
the challenges of political instability
in Latin America; Dem ilac also shared
how distributing in countries like Libya
requires constant monitoring of daily
developments.

In challenging markets, working directly
with distributors is less effective, so the
best option has been to find the right
partnership. Sanovel partnered with Ab-
bott Laboratories in 2018 to enter Rus-
sia, an attractive market by size but one
that is not easy to navigate. Partnerships
are especially crucial for small compa-
nies with global aspirations. Tibo, an ac-
ronym for “Trends in Innovative Biotech
Organisation,” is a start-up founded in
2005 by Professor Tanil Kocagéz, who
is known for having developed a fast
diagnosis kit for tuberculosis. However,
running the kits in global markets has
not been possible due to competition
from multinationals. “While we produce
US$500,000 worth of product a year,
global competitors produce US$4 bi-
llion equivalent,” he said.



Unacknowledged

Quality

The problems presented by the price-
quality paradigm extend into the discus-
sion about export markets as well. Tur-
key offers the lowest priced medications
in Europe while adhering to the same
standards of quality. However, Turkey's
acceptance is eclipsed by its reputation.
“From a regulatory perspective, Turkey
is possibly one of the toughest markets
because the country does not have its
own regulation system and it mirrors the
regulations of the FDA, Europe and oth-
er countries,” explained Zafer Tokséz,
CEO of biotech start-up Arven.

Turkey's GMP regulations came into ef-
fect in 1984, harmonizing the market
with European standards. The TITCK
(Turkish Medicines and Medical Devices
Agency) is the official agency oversee-
ing quality compliance for pharma. Es-
tablished in 2011, the agency’s mandate
has evolved from a purely regulatory
role to a multi-purpose stakeholder in
both increasing access to healthcare
and supporting the pharma industry.
Having completed the first phase of
strategic planning between 2013 and
2017, the regulatory body has entered
a second stage expected to run un-
til 2022. During this new mandate, the
agency is continuing to align its proce-
dures to their foreign counterparts to
improve quality compliance and cred-
ibility for the industry.

Turkey has not only emulated strict
guidelines, but it has also promoted
quality at a grassroots level. For exam-
ple, Dr. Seyfullah Dagistanli dedicated
much of his professional life to improv-
ing pharmacovigilance (PV) in Turkey:
“In early 2000s, the PV system in Turkey
was too big and with many shortcom-
ings because it was simply taking after
the European guidelines, but copying a

pre-given system is not enough as we
needed to create a culture of quality”,
he explained.

Having worked as the head of depart-
ment for the MoH in 2000, Seyfullah
established both the Pharmacovigilance
Association and the private firm, Delta
PV, through which he is looking to edu-
cate the market and instill an industrial
culture that places quality above all else.
Although its quality standards are com-
parable to the rest of Europe, Turkey’s
pharma industry does not enjoy the
same recognition as its more popular
European peers for a variety of reasons.
Firstly, export markets are less acquaint-
ed with Turkish drugs, which have only
started to appear globally relatively re-
cently; the more quality, made-in-Turkey
drugs that reach international markets,
the stronger the Turkish brand will be-
come. Unlike European companies that
have created popular global brands,
few Turkish firms have developed a
prominent enough name to represent
the country’s qualities. On the contrary,
the negative projection of Turkey on the
global stage has tainted the industry,
impacting the receptiveness of Turkish
drugs. “Making people trust that prod-
ucts can be efficiently developed in Tur-
key is still a hard task. We need to build
brand appetite not only for Florabio,
but for Turkey as well,” said Cem Erdem,
general manager of Florabio, a start-up
involved in cell line development.
Acknowledging the need to create
brand equity for Turkey and Turkish
products, the government is running
a program called Turquality, designed
to turn local players into global names.
Successfully enrolled companies receive
subsidies for the costs of launching in
new markets. Nobel, accepted in the
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Turquality program in 2015, is the only
pharma business without a foreign trade
deficit, and it also boasts one of the fast-
est growth rates. The program has also
been extended to service providers,
including Ekol Logistics, a Turkish logis-
tics company the size of a multinational
and that employs over 8,000 people.

A development that is hoped to raise
Turkey's profile as a pharma hub is the
country’s joining the PIC (S) on 1st of
January, 2018. The PIC- Pharma In-
spection Co-Operation Agreement is
a non-binding co-operative agreement
between the different regulatory au-
thorities in the field of GMP. By becom-
ing part of a league of 50 countries that
abide by the same universal standards,
Turkey sits on equal footing with others
countries from all continents. Created
by the European Free Trade Associa-
tion (EFTA), the ultimate goal of the PIC
(S) is to remove non-tariff barriers. The
agreement exists today both in the form
of a formal treaty between European
countries (PIC) and an informal arrange-
ment with non-EU countries without le-
gal status (PIC/S).

It is hoped that this milestone will vali-
date Turkey in the eyes of other markets.
However, beyond the symbolism of the
new label, limited practical change is ex-
pected from this official status, at least
in the short term. “Turkey entering the
PIC is a valuable achievement, but this is
not enough. Turkey must achieve bilat-
eral agreements with the different coun-
tries that are members, which would
unequivocally boost Turkish exports to
double-digit growth,” commented Er-
sin Erfa, general manager at Centurion,
a company whose new biotech facility
was the first to have been inspected by
the TiTCK since Turkey joined the PIC.
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Can you give an overview of DeltaPV?

S.D: After | started working in the private sector | realized that many local compa-
nies lack the knowledge to manage their responsibilities in this field. Small compa-
nies may not have the budget to invest in and implement a sound system. It was
clear that local companies needed the assistance of experts. As a result, the market
for contracted pharmacovigilance service companies emerged.

The pharmacovigilance market is projected to double by 2025 worldwide. How
do you think this market will evolve in Turkey and are there any recent pieces of
regulation that may impact on the demand side?

S.D: From 2011 to 2014, most of DeltaPV's clients were multinational companies
who needed extra reporting, which they outsourced. In 2014, a new regulation,
the Pharmacovigilance Directive, was implemented and awareness on the topic
increased significantly. Within two-to-three months of the directive being imple-
mented, we saw a significant increase in the demand for our services.

DeltaPV dominates the Turkish market and we have a market share of approximately

90%.

What are the core markets served by DeltaPV and how may these evolve in the

future?

S.D: Internationally, we have three active focal points, one in the UK, one in Croatia,
and one in Kazakhstan. We aim to grow our footprint in developing countries and
markets as we believe that we have a competitive edge due to our affordable prices

and great industry knowledge.

A.D: Turkey has an advantage in terms of exports as many countries prefer Turkey
for its relatively high quality work and cheap prices. Turkey also has a geographical
and cultural advantage as it is located between Europe and Asia. Developing coun-
tries are important for all pharmacovigilance service providers, but being located in
Turkey, we have the advantage of being able to be more cost competitive, we have
a culturally diverse understanding and we have an excellent developed infrastruc-
ture. Pharmacovigilance is very important and we have the aim to provide the best
services in developing countries where awareness is now increasing. DeltaPV also
takes on the responsibility to educate the market and to teach those who do not

have the knowledge.

What is the added value that DeltaPV brings to its clients?

A.D: DeltaPV's main advantage is that we commit to understanding our client’s
business and requirements. We offer the entire pharmacovigilance package to cus-
tomers, but are also willing to provide only part of the package, according to our

customer’s needs.

Our greatest asset is the software which enables DeltaPV to conduct literature
screenings in any language which reads from left to right. We can scan 370 lo-
cal journals in a relatively short time. This is a great advantage in ensuring patient
safety and DeltaPV is one of the only companies that have this capability. DeltaPV
provides services to approximately 174 companies.

What is DeltaPV's vision moving forward?

A.D: DeltaPV aims to create awareness and educate the markets about the impor-
tance of pharmacovigilance. We are also working on automating the data that we
obtain from our searches so that statistics will be available automatically to signal a

drug safety problem immediately.

S.D: Pharmacovigilance is important in understanding drugs’ behaviors and to in-
crease the safety of the product. Reporting of adverse reactions allows for continu-
ous monitoring of the medicinal product’s benefit/risk ratio. Side effects can also
give an idea about a new indication or new possible product. DeltaPV is bringing
the science and technology together to offer the highest quality services to our

customers at affordable prices. m
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Turkey’s
Standing

on the
International
Stage

“Many speak about the advantages of
Turkey’s location as a bridge between
civilizations,” said Ismail Yormaz, manag-
ing director at Recordati. “Without deny-
ing this asset,” he continued, “Turkey's
proximity to Russia, the Middle-East,
Europe and Africa also creates tensions
that surpass the pharmaceutical discus-
sion, but which nevertheless impact the
industry.

As Yormaz points out, Turkey’s greatest
advantage in advancing trade is its privi-
leged geographic position, which allows
access to three continents. However, re-
cent developments in Turkey's foreign
policy have eroded the relationships with
its main partners. Far from being a pas-
sive bystander, Turkey has actively insti-
gated tensions that have hurt its global
standing on the world stage. Relation-
ships have also cooled between Turkey
and its largest trade partner: the EU.
Since 1964, Turkey has been close to the
EU, later signing the Customs Union and
then formally gaining the status of a can-
didate country in 1999. Relations were
interrupted in 2018 when the EU flagged
issues with Turkey’s rule of law, the judi-
ciary and the obstruction of fundamental
rights as matters of serious concern.
Dialogue between the EU and Turkey
remains in place, and Kemal Baheci, for-
eign trade manager of Meksmar Natural
and Health Products, highlighted the im-
portance of this fragile dynamic: “Being
a member of the Customs Union clears
the way for a close engagement with
European markets. More than aligning

to European regulations, Turkey is also
close to Europe culturally. By these cri-
teria, African and Asian countries are ac-
cepting Turkey as European.”
However, Ahmet Musul, chairman of Ekol
Logistics, which operates in a network
of 14 countries offering freight services
to pharma companies exporting to Eu-
rope, believes trade with the EU is not
as efficient as it could be: “Restrictions
on vehicles and driver checks in a mar-
ket with supposedly free movement of
goods create disappointing and costly
outcomes for the company. Our drivers
spend too much time and effort to get
a visa to only be allowed to work abroad
for six months a year.”
The uptake of Turkish medicines on
world markets ties in with Turkey’s abil-
ity to create — and repair — its brand eq-
uity. The less-visible, yet equally serious
repercussion of Turkey’s recent domestic
and foreign policies is symbolic: it dete-
riorates Turkey's image in the world. If
Turkey remembers the year of 2018 for
the economic crisis, 2019 will stay in the
collective memory for the intervention
into North-East Syria.

In the wake of Turkey’s recent interven-
tion into Syria, Professor Fazilet Vardar
Sukan, director of the research centre
Sunum, said she finds it difficult to estab-
lish long-term partnerships with interna-
tional companies and academic institu-
tions: “In the last two weeks, | had five
cancellations of commitments, and this is
not due to the success or failure of this
centre, but it does reflect on us. | strong-
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ly believe that politics should be kept
separate from science and technology,
but unfortunately this is not the case.”
Questions of image and trust are funda-
mental to the decision-making process
when buyers look at the source for their
pharma products. Looking ahead to the
future, Turkish pharma companies are
largely aiming at an exports-led strategy
in which foreign markets are not only
peripheral but central for growth. Santa
Farma, for instance, saw a 55% growth
in exports in the past year, a rate that it
hopes to maintain in the following years
by entering European markets. Abdi
lbrahim, the largest pharma company in
Turkey, aims to double its exports rev-
enues by 2025, which now account for
20% of sales.

Today, the current account deficit has
shrunk to a 16 years low, falling to US$2.4
billion in May 2019, from US$57.9 bi-
llion the year before, helped by the rise
in exports and tourism. "Exports are a
popular issue here in Turkey,” said Ah-
met Kuskonmaz, the associate in charge
of exports for Dem llag, one of the fast-
est growing companies in Turkey accord-
ing to IMS. Increasingly targeting the
regulated markets, Kuskonmaz expects
exports to become the main driver of
growth in the future, while five years
ago the company did not have an ex-
ports department. This shift illustrates
the broader perspective taken by many
players in the field. “The Turkish market
is no longer our main focus”, concluded
Kuskonmaz.
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Could you briefly introduce Ekol?

Ekol provides best-in-class international
freight, warehousing, domestic dis-
tribution, foreign trade, customs, and
supply-chain  management services,
with distribution centers covering more
than a million square meters, unit trains
that enable intermodal transport with 52
runs per week, and a 6,000-strong ve-
hicle fleet. We opened a new era with
our Ekol R&D center, established in 2012
under our Technology Group, as we
grow with our innovative solutions. We
have operated on our own operational
software since the 1990s. We became
the first company to be included in the
TURQUALITY® program, allowing us to
export more.

Ekol serves a range of industries by
offering comprehensive services. How
significant is the healthcare industry,
and especially the pharmaceuticals
industry, within the broader focus of
Ekol?

We need special regulations and re-
quirements for warehousing and distri-
bution services for the healthcare indus-
try due to its prominence. Ekol has the
ability to meet the needs of the phar-
maceutical industry as we have done
since 2010. We operate on principles
of minimizing error and damage. There-
fore, we are investing in fully automated
solutions for collection and packaging
operations. We will move to our box
ASRS system in 2021, which will prepare
orders automatically allowing us to qua-
druple our current capacity. We are also
preparing to serve e-pharmaceutical
warehouses so we will have the ability to
serve pharmacies and patients. We al-
ready consolidated our healthcare ware-
housing and distribution operations into
our Lotus facility.

The International Pharmaceuticals
Tracking System is only one of the dis-
tinctive features of the pharmaceuti-
cal industry. How does Ekol cater for
these special requirements, including
quality and safety standards?

The world’s first Pharmaceutical Track
and Trace System was introduced in
Turkey in 2010. We provide 2D QR-code
and aggregation services and we inform
the ministry for both local manufactur-
ers and imported products. We invest-
ed in the software necessary for these
processes. Our current daily capacity is
one million boxes. These “secondary”
processes take place in “clean areas,”
separate from the warehouses

Ekol operates a model of “green logis-
tics”. What does this entail in effect,
and how do you believe environmental
concerns will shape the logistics sector
in coming years?

Achieving sustainable growth is our
highest priority. We cooperate with
NGOs to raise awareness for our em-
ployees through training on reducing
carbon footprints. In 2014, we succeed-
ed in becoming Turkey’s first and only
logistics company to obtain the Green
Office Certificate, following an assess-
ment by the WWF. We design our work
spaces in an eco-friendly manner and
implement improvements in savings of
waste management, electricity and pa-
per usage.

With the intermodal transport system
that we launched in 2008, we lowered
our impact on the environment and
saved enough diesel fuel to save 730
soccer fields of forest and to travel
around the world 360 times. In a single
intermodal trip we save 823 liters of fuel,
2,221 kg of CO2, 5.8 kg of NOX and 0.08
kg of particles by not using the road for
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2,429 km. We measure our carbon foot-
print in accordance with ISO 14064-1
and publish results concurrently and we
continue to align our investments with
our sustainability strategies.

How does Ekol fare in adopting new
technology and how would you com-
ment on the broader impact of this
trend?

With the developing technology and
Logistics 4.0, we are moving out of tra-
ditional logistics services to smart ware-
houses with flexible designs and lower
costs. Logistics 4.0 is a trademark of
Ekol, as we are turning data into mean-
ingful information by making objects
detectable, performing studies on self-
determining technologies through the
data gathered from sensors, and con-
ducting pilot projects.

How would you describe Ekol’s strat-
egy of entering and consolidating a
presence in new markets?

We have recently added Sweden to our
service network and we manage our
operations there under “Ekol Nordics”.
With this operation center we will con-
nect Scandinavia with Turkey, the Mid-
dle East and other countries. Next, we
plan on connecting with all European
countries.

What do you identify as being the big-
gest challenge for the logistics sector
in Turkey?

The biggest structural problem is the
unfair practices of the European Union
where we experience unequal restric-
tions on vehicles and driver IDs in a mar-
ket with free movement of goods. Our
drivers waste time and effort obtain-
ing visas and are only allowed to work
abroad for six months a year. m
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Nobel distinguishes itself not only
as one of the largest indigenous
pharma companies, but also the only
one which doesn’t run a trade deficit.
What has secured Nobel’s success in
export markets?

Nobel's presence in foreign markets
dates back to the 1990s and, in the past
decade, we have been exporting more
than importing, at a time when the Turk-
ish pharma industry incurs an annual cur-
rent deficit of around US$4 billion. No-
bel relies on a team of 1,500 employees
in 20 countries other than Turkey, with
production in two of these countries.
But it hasn't always been plain sailing.
We experienced major challenges in ev-
ery place we started our operations, yet
we were perseverant and maintained
our commitment. Currently, we are the
national leaders in drug exports.

How do you believe Turkey could in-
crease its exports and compete in the
global market? Are current initiatives
in the right direction?

The most profitable route would be to
invest into the development of new mol-
ecules, but we are not there yet. Given
these circumstances, we need to focus
our innovation efforts within the exist-
ing molecules. The vision of our industry
should not be limited to sub-contracted
production.

Reflecting on Nobel's evolution since
its foundation in 1964, what do you
identify as some of the most signifi-
cant crossroads in its growth?

Nobel’s activities started in 1964, and
the company was integrated under

Ulkar Holding in 1979. At the turn of the
millennium, Nobel moved production
to Dlzce and opened the first office
abroad, in Kazakhstan, which was to be-
come the first GMP certified production
site in that country. Since our facilities
obtained the EU GMP certificate, we
went on a growth ramp, with one of our
products, Etol, becoming Turkey’s high-
est turnover pharmaceutical. The latest
focus at Nobel is our investment in bio-
technological and high utility products.
In this sense, Nobel joined the Turqual-
ity programme in 2014, before starting
orphan drugs which were previously de-
pendent on imports in Turkey.

Nobel is the first company supported
by the government in the develop-
ment of biosimilars in line with the
2023 vision. What is the progress
made by the company in this sense?
Nobel was the only file selected out of
the 28 applications of 23 pharma com-
panies submitted to the bid for “devel-
opment and production of biosimilars”
led by TUBITAK (The Scientific and
Technological Research Council of Tur-
key). To me, the sine qua non require-
ment to exist in the future is to be pres-
ent in the biotechnology market. Market
share of biotechnological products has
already reached 20% in our country and
| have no doubts it will account for 50%
very soon. We are determined to be an
important player in this segment.

What significance does the Turquality
program have for its members?

The Turquality program was designed
with a view to create Turkish brands in
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the global market. It is a project devised
to find a solution to the chronic current
account deficit problem of our country,
and so far it has been an encouraging
initiative for the industry.

Investing 5% of its revenues in R&D,
and having started the knowledge
sharing platform Nobel Medicus, No-
bel has played an important role in
driving innovation in Turkey. How do
you consider Turkey could increase its
innovation agenda?

Nobel indeed spares around 5% of turn-
over every year for R&D activities, but we
would like to allocate more, should the
conditions permit- that is, if we were not
squeezed under price pressures. Nobel
Medicus is a unique, peer-reviewed,
impartial and free-of-charge journal in
our industry. Alike Medicus, | can come
up with numerous suggestions for our
country’s innovation journey, but they
all boil down to the same starting point:
creating an innovation climate in which
every corner of our country as well as
the brains of every person operating in
the field could act to create an incuba-
tion centre. This should be a priority for
our country.

What is the vision for Nobel in the
coming years and do you have a final
message for our audience?

Our vision is “to provide reliable and
accessible products for human health
at every corner of the world”. We have
strived for more than half a century for
this goal, and we hope to continue in the
same line for yet another 50 years and
beyond. m
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What are Kogak Farma’s most recent
milestones?

Established in 1971, Kogcak Farma be-
came a prominent player in the Turk-
ish pharma sector, currently employing
1800 individuals and producing over
700 products: specializing in oncology,
gynecology, urology, rheumatology, in-
fectious diseases, endocrinology, chest
diseases, cardiology and general health
protection.

Our focus on oncology since the 2000s
allowed us to supply one in every two
products in Turkey today. We received
the right to sell in the EU in 2005. We
produce in accordance with guidelines
of ¢cGMP and the WHO. Our acquisi-
tion of Eczacibasi-Baxter serum group
in 2016 remains the only example of the
nationalization of an international com-
pany in pharma. We manufactured the
first biosimilar enoxoparin sodium in
2012 and of insulin glargine in disposal
pen form.

Kocak Farma has a very extended
product portfolio, with over 500
products. Could you share your strat-
egy in building this portfolio and
what are the therapeutic areas that
are emerging as the most profitable
in recent years?

Kogak Farma has over 700 products but
we are a major supplier of oncology and
hospital products in Turkey, in addition
to being a major player in biotechno-
logical products with our Enoxaparin
Sodium and insulin Glargine biosimilars.
We focus on value added products to
maintain continuous growth and leader-
ship in the market.
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In an APIl-dependent country, Kocak
Farma stands out by producing and
exporting APls. What are some of the
detractors or challenges of API pro-
duction in Turkey, and how has Kogak
managed to establish a presence in
this sector?

The main challenge for APl manufactur-
ing in Turkey is the lack of raw materi-
als and intermediate manufacturing.
Companies have to import the interme-
diates which is costly. It is also hard to
compete with the cost of labor in coun-
tries like China and India. To overcome
these challenges we focus on products
with small consumption in volume and
high added value. Turkey has potential
in the APl area as the closest supplier to
Europe if incentives are provided and
regulations are modified.

With a global vision, 11 regional of-
fices, and over 25 export countries,
what is Kocak Farma'’s future strategy
for consolidating and expanding its
geographical footprint?

Kogak Farma is exporting its products
to more than 50 countries in five conti-
nents.

Our regional offices cover operations in
Turkey to reach doctors and pharmacists
to promote our products.

In the future, we plan to extend our cov-
erage of export globally and to enter
new markets with direct investment with
our own production facilities and sales
force.

How does Kogcak Farma navigate the
challenges in the biotech sector?
We have capability to produce both
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mammalian and microbial products in
our R&D and production facilities which
were one of the first to be granted ap-
proval by the government. We have
around 100 scientists working for prod-
uct development for monoclonal anti-
cores, insulins vaccines and conventional
products in our R&D.

What is the outlook for biotech in Tur-
key?

Biotechnological products have been
gradually strengthening their role and
market share in Turkey as well as the
world. The biotechnological market
amounts to 5.4 billion TL and almost 18%
market share in Turkey (2018). The mol-
ecules out of patent reveal a great op-
portunity for biosimilars. Pharmaceutical
companies must penetrate the biophar-
maceuticals market to ensure survival.

Do you believe there is a knowledge
gap in Turkey when it comes to bio-
tech, in particular?

It is very difficult to find people with ex-
tensive knowledge and expertise in the
biotech area in Turkey, because there are
only a few companies who locally manu-
facture biotech products.

Even though companies are increas-
ingly investing in biotech, most of them
do not exceed R&D. The government
should incentivize projects in biotech-
nological product development, firstly
by constituting legislation for biosimilars
and shortening the registration period.
It should also incentivize the manufac-
turing stage of biosimilars. Universities
should focus on training students for
biopharmaceutical production. m
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Pricing pressures made it difficult
to sustain growth with original
products alone. Therefore, we
aimed for a hybrid model through
which we can act as a local
manufacturer for exports as well as
utilize the technology transfer with
global companies to build on our
own R&D and generics.

«
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Could you briefly introduce Farma-Tek and its evolution to date?

Farma-Tek was established in 1991 and up until 2014, it was solely a distributor
for pharmaceuticals. The company decided to start local production and built the
necessary infrastructure in 2015-2016. Today, we have a hybrid model based on
originator agreements with international companies, as well as local manufacturing
and R&D for generics. The third element of our business is exportation which will
dominate Farma-Tek's expansion strategy in the near future. Farma-Tek’s decision
to localize was not triggered by the localization policy. What drove us to this deci-
sion was the evident candidacy of Turkey as a pharma manufacturing hub. More-
over, pricing pressures made it difficult to sustain growth with original products
alone. Therefore, we aimed for a hybrid model through which we can act as a local
manufacturer for exports as well as utilize the technology transfer with global com-
panies to build on our own R&D and generics. That has enabled us to launch two
generics that are the first of their kind.

What underpins the selection process for the drugs manufactured locally?
The majority of our investment is directed towards dermatology. Our second larg-
est area of focus is CNS products, followed by some originals and generics that
are in niche treatment areas such as nephrology, hematology, newborn treatments
and virology. We are in the process of strategizing these investments, focusing on
selected therapies, and it's important to stress we are not interested in the mass
markets. Going forward, our strategy is to build on the next generation generics
while defining our own niche therapy areas.

What would you comment on the effectiveness of the localization policy so
far?

In a market like Turkey, originals and local products-namely generics- are both re-
quired. From an authority and budgetary perspective, almost 95% of the popula-
tion is reimbursed. Drugs are one of the leading portions of the total healthcare
expenditure and reimbursed at a ratio of 80-100%, so the message from the au-
thorities is very clear and it is driven by the budget. In order to create a generic, one
needs the original product. In a nutshell, for new drug entries to attract investment
from global companies, originals in Turkey should be welcome because it is not
easy to survive only with generics.

What is your main focus in R&D and what are your plans for the future?

Our R&D is focused on trying to build our own niche while continuing to support
key operational areas such as dermatology and CNS. Farma-Tek has also initiated
a CDMO model, allowing companies to outsource their research and development
activities to us. Our aim is to expand our local production and R&D efforts with both
local and multinational partners.

Could you share your foresights regarding the Turkish market for coming
years?

| do not expect a major change in market dynamics in Turkey for authorities, inves-
tors or local and multinational companies. In the near future, The Turkish market will
not rely on either generics or originals because of the healthcare infrastructure and
its socioeconomic role. In the mid to long-term, the push-pull negotiations between
local and foreign companies are expected to continue. From a geopolitical per-
spective, Turkey will be one of the major markets worldwide due to its investment
in high quality production, along with the growing infrastructure and experienced
manpower. Turkey is bound to become a key market for the East, in the fashion of
other emerging pharma markets, but with the contention that it will not be as dif-
ficult as Brazil or Russia, nor as easy as India. | would refer to Turkey as a "hub”, both
cost effective and reliable to bridge between developed and emerging markets. m
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Please provide a brief introduction to
POLIFARMA's position in the market
POLIFARMA was established in Istanbul
in 1986, is a local company that provides
B2B services in the field of serum and
hospital products. In the serum manu-
facturing site of POLIFARMA the produc-
tion is fulfilled using area, equipment and
subsystems designed and constructed in
accordance with the current GMP stan-
dards.

POLIFARMA started production in its
new site in 2011. All fully automatic se-
rum (LVP), SVP (Vials, PFS, Ampoules, Ly-
ophilized ampoules and vials) filling and
packaging machines, started production
in the new manufacturing site with the
installation of modern technology equip-
ment, designed in accordance with the
EU GMP.

What is the significance of POLI-
FARMA's CAPD product for both the
company and wider stakeholders?

POLIFARMA decided to invest on peri-
toneal dialysis project at the beginnng
of 2017. When we focus on chronic re-
nal failure diseases all over the world, we
face with three therapies for patients;
transplantation, hemodialysis and perito-
neal dialysis (PD). Transplantation is dis-
tinguished as the first and best option;
however, based on donor deficiency it is
not the most common one. Hemodialysis
seems the prevalent therapy. On the oth-
er hand, we tried to analyze the benefits
of PD with the help of international arti-
cles and congress. Most of the professors
confirm to start renal failure therapy with
PD if there is no transplantation option.
It took almost 2,5 years to commercialize
the PD solutions and medical equipment.
Our CAPD machine is unique and with
this system we are recording and screen-
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ing all therapy data, giving us the chance
to communication between doctor and
patient. Thus we are aiming at a comfort-
able and sustainable therapy for patients
that gives them the opportunity to con-
tinue their daily and professional lives.

What is the impact of the localisation
policy on contract manufacturing op-
portunities?

The localisation decision was a great
opportunity for companies to prepare
themselves for the global arena. By this
policy, contractors increased the know-
how of high technology manufacturing
process, invested in new manufacturing
lines of high technology products, up-
dated their manufacturing equipment
and increased manufacturing capabili-
ties. Also, by being inspected by global
authorities, contractors updated their
operational procedures and working sys-
tems.

How can Turkey create value added
products that are competitive on the
global market?

Accreditation of R&D is playing a critical
role for growing companies and brings
new opportunities.

POLIFARMA has made investment by it-
self for manufacturing of multichamber
polypropylene bags. And with this expe-
rience, value added product named as
Polinuthree 3 Chamber Parenteral Nutri-
tion Bag was born, as a first generic. With
this huge investment and experience, we
are capable to develop all nutrition bags
and oily emulsions, such as Propofol.

For our 2020 R&D strategy we have fo-
cused on first generics with the assis-
tance of Tubitak national funds. We also
want to expand our portfolio by focusing
on the rare disease medications.

Please discuss the evolution of IV flu-
ids market and opportunities in this
sector?

Since early 2000's, POLIFARMA is the
most sustainable and major player in IV
fluids production and sales. Thanks to
competition with multinational compa-
nies for more than a decade, we built our
state-of-the-art facility with the highest
capacity in Turkey equipped with brand
new technologies. We also presented
Polipropyline technology to the coun-
try giving hospitals the benefit of safety
especially for oncology drug prepera-
tions. Targeting both public and private
hospitals with our field force, we covered
every territory in the domestic market.
Manufacturing high quantities of IV flu-
ids needs good planning, storage, dis-
tribution channels and communication
with the users at hospitals. We are also
exporting our IV fluids to more than 15
countries.

What is the vision for POLIFARMA in
the coming years?

POLIFARMA was just a IV fluids manu-
facurer until 2016, when we invested in
our Aseptic line and, right now, we have
more than 50 products commercialized
as vials, ampoules, lyophilized vials and
prefilled syringes. We are the first local
manufacturer of three chamber paranter-
al nutritions; also we developed the first
local PD solutions with the unique CAPD
machinery.

Our vision is to become a global leader
in 2025 in the field of hospital products,
as a company that integrates and applies
the highest technology and experience.
In order to achieve this vision, we closely
follow the trends in the health sector in
the world and continue to make techno-
logical investments. m
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3 Turkey’s pharmaceutical industry has
rich legacies. The foundations of the
industry were settled by community
pharmacist Abdi Ibrahim in 1912, after
whom today’s biggest pharma compa-
ny is named. Between 1928 and 1949,
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it is estimated there were about 1,500
medicines made in simple laboratories.
After the 1950s, the industry began to
boom when manufacturing plants pro-
liferated in and around Istanbul, the city
that was to become the hub for the na-
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tion's pharmaceutical production. With
the introduction of GMP guidelines in
1984, together with GLP (Good Labora-
tory Practices) and GCP (Good Clinical
Practices), all manufacturing processes,
from registration to patent protection,
promotion, packaging, stability stud-
ies, bioavailability and bioequivalence,
have been aligned to international stan-
dards.

At a short distance from Istanbul,
Cerkezkdy and Gebze are two of the in-
dustrial areas where most of the manu-
facturing sites are based. Cerkezkdy is
located approximately 100 km away
from Istanbul and has good access to
the European Highway and Corlu Air-
port, both less than 20 km away. The
industrial area is the hub of the biggest
pharma companies and it continues to
attract new investment. Biotech com-
pany Cinnagen made an investment
amounting to US$100 million in its new
manufacturing plant, which is expected
to open in 2020. Gebze is another orga-
nized industrial zone, home to some of
the largest Turkish pharma manufactur-
ers, including Bilim ilag.

The first drug manufacturing plant in
Turkey was opened by Eczacibasi in the
area of Levent, where the contempo-
rary landmark tower of Abdi lbrahim’s
corporate offices also resides. Made of
fewer than 500 companies, the pharma-
ceuticals market is highly fragmented,
comprised of a few dozen well-estab-
lished producers and hundreds of satel-
lite players — typically importers coming
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to the market in the past decade. Only
81 out of almost 500 pharma companies
have their own manufacturing facilities,
amongst which 17 are multinationals.
The high cost of running a plant is the
main deterrent. TR Pharm, a start-up
established in 2013, began the con-
struction of its manufacturing plant but
had to stop the investment when the
expenses exceeded the returns: “Fac-
tories are easily financed and built, but
running a factory is a cash-burning pro-
cess that cannot be sustained without
operating at high capacity or through
product procurement guarantees,” said
CEO and founder, Mehmet Goker.
According to Murat Citiroglu, founding
partner and deputy general manager of
Ekin Kimya, only half of Turkey’s manu-
facturing capacity is put to use. Gaug-
ing the risks associated with opening a
manufacturing plant, most companies
are confined to a marketing-only mod-
el. The few local manufacturers are also
at a loss in the competition with multi-
nationals. Household names like Novar-
tis, Sandoz, Astra Zeneca, Pfizer, GSK,
Merck, Abbot, Chiesi, Teva and others
have a presence in Turkey; Sanofi alone
takes 14% market share of all prescrip-
tions, operating the biggest production
site through which it provides manufac-
turing to another 22 local and multina-
tional pharma companies. However,
the dynamics are likely to be affected
by two changes: local manufacturers
moving towards producing higher-val-
ue drugs and the localization policy.
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Could you provide a brief introduction to Kansuk?

Today, our company operates in three key categories: production of medical de-
vices for blood transfusions (blood bags, blood transfusion sets); pharmaceutical
products (PVP-I based solutions, suppositories, ors, etc.); and distribution of plasma
derivatives.

How does Kansuk participate in export markets?

In 2011, we changed our position by shifting our focus from the domestic market
to export markets, particularly to Europe. In Europe, we noticed that prices were
too low and that European companies were becoming more competitive in pricing
because they can invest freely in automation to build huge capacities. By contrast,
in Turkey manufacturers are scared to invest. Even though European competitors
can produce cheaper than us through automation, they loose on flexibility as their
scale grows. We focused on small, demanding areas and found success. Now we
have registered our products in the Nordic countries as well as Spain, Portugal and
Italy, and we are trying to enter France and Canada.

What are some of the regulatory challenges in entering foreign markets with
products like blood bags?

Regulations for blood bags, more precisely Medical Devices are not as stringent as
pharmaceuticals, but it is going more in that direction every year. We have learned
the importance of regulatory matters a long time ago based on bad experiences.
| now personally spend 30% of my time on quality assurance and solving regula-
tory issues. Our quality assurance team consists of 10 people and keeps growing.
They ensure that we comply with national and international standards, maintain and
upgrade our quality management system and technical files for registration accord-
ingly. Regulation is changing in Europe for medical devices, New Medical Device
Regulation (MDR) will come into use by May 2020 and be effective in 2024. We have
already started to get prepared for this change since 2018.

What in-house training do you offer for your employees and how does that
create value for the company?

ISO 9001 was our starting point in 2004, and we felt that these standards benefit-
ted our company. The ISO standard says that management should equip itself with
adequate resources for technology and human capital management. We began
fulfilling the standards by training our people to increase their qualifications. Many
people think that these standards tie your hands, but | believe the better top man-
agement understands and applies them, the more benefits accrue. When an audit
comes, we take both their observations and nonbinding suggestions and try to
apply them.

What is your vision for Kansuk over the next five years?

We have completed our medical devices inspection. However, the pharmaceutical
preparations are ongoing and we will apply for GMP approval and a pharmaceutical
manufacturing license in the near future. We need to work towards delivering the
capacity that we have invested in by designing work shifts on 24/7 bases, meaning
three shifts a day for a full week, leading to continuous production. We are invest-
ing in quality control equipment according to the latest issues. For medical devices,
one doesn’t need GMP but we decided to include that too, training our staff, in-
vesting in quality control equipment, etc. In our medical devices segment, we have
already selected products that we will develop and market in the coming years. In
pharmaceuticals, we will concentrate more on exports. We will add new products to
our new production lines for powder and suppositories. We also have new products
in the pipeline for the distribution of plasma derivatives and will extend our distribu-
tion area further. m
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Sanofi hopes to establish Turkey

as a market for long-term
investment. Turkey has been a
reliable market for us and we

have invested approximately 1bn
USD since we started operations

in the country.
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How is Sanofi Turkey different from its corporate Sanofi counterparts around
the globe?

Turkey is emerging as a market with huge growth opportunities. All five of Sano-
fi's global business units are present in Turkey. With an investment of 1bn USD,
Sanofi Turkey has the largest pharmaceutical production site in Turkey. Our site
in Lileburgaz produces one out of every seven local drugs in Turkish pharmacies,
accounting for 14% of Turkish pharmaceutical production. We also provide manu-
facturing services for 22 national and multinational pharmaceutical companies in
Turkey.

What advantages does Turkey have as a manufacturing base for Sanofi?
Sanofi believes in Turkey’s potential as an emerging market. The average age in Tur-
key is 31 years. Turkey has an educated, knowledgeable and dedicated workforce,
and the country is also strategically and almost perfectly placed between Europe
and Asia. Economic growth has averaged around 6% per year, despite the recent
economic crisis. Turkey’s pharma market is quite dynamic and its performance over
the past couple of years inspires hope for the future. The market is worth 6 billion
Euros and grew 26% in 2018 in local currency terms. Continuing strong growth is
forecast for the next three years. There is a big transformation going on in the Turk-
ish pharma industry and healthcare system, with a strong focus on drug pricing. At
Sanofi we believe it’s imperative to reward and prioritize innovation in the Turkish
pharma industry in order to realize sustainable growth, a more competitive invest-
ment climate and added value for the Turkish economy as a whole.

Does the current localization policy in Turkey influence the dynamics between
local and international companies, like Sanofi?

With our 60 years of presence, high localization rate and strong footprint in Turkey,
we prioritize projects and cooperation opportunities that will provide value-added
to the country. We believe in the importance of prioritizing and rewarding innova-
tions that could improve public health and the country's economy.

What are the future investment priorities for Sanofi Turkey?

We are continuously investing in our operations, both in manufacturing and in R&D.
We have invested almost TL300 million in R&D and clinical trials in the last five
years. We have also invest heavily on local production capabilities. Out of total pro-
duction, 86% of our Sanofi products portfolio is produced in Turkey. We continu-
ously assess our current operations against changing market conditions. We have a
strong portfolio in cardiology, diabetes, CNS and vaccines. We have a very strong
investment project in diabetes, and we are evaluating the rare disease segment.
Sanofi has a strong product pipeline globally with a focus on biological products,
investing 6 billion Euros every year in R&D. Currently, we have 81 projects in devel-
opment, including new molecular entities and additional indications.

How is Sanofi adapting to the price regulation system in Turkey?

Sanofi believes that government policies, such as the reimbursement scheme for
example, have brought visible and progressive results over the last 10 years, includ-
ing a decrease in the mortality rate.

How do you believe the Turkish pharma and biopharma industry will develop
in coming years?

Sanofi hopes to establish Turkey as a market for long-term investment. Turkey has
been a reliable market for us and we have invested approximately 1on USD since
we started operations in the country. We have achieved considerable success so
far in our efforts to grow our presence in Turkey and created added value for the
country. We aim to increase our contribution and enhance our presence even fur-
ther over the next couple of years. m
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Looking at countries like Korea,
Egypt, India or Argentina,

one notices that the biotech
sectors achieved success
because authorities conferred
market protections on them. In
Turkey, there are more than 13
biotechnology companies, but if
we look at market shares, not one
of them is in a strong position to
grab a higher market share.
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Several years ago, Centurion stated am-
bitions to grow by 150% by investing
in specific areas like injectables, orphan
drugs and biosimilars. How has this vi-
sion evolved?

Today, we are investing heavily in R&D,
with more than 5% of our revenues allo-
cated to boosting innovation and devel-
opment. Recently, we have also received
GMP certification for our biologics pro-
duction, and we are planning investment
in vaccines. Reflecting today on the un-
dertakings of the past five years, | can
only be happy with the evolution of the
company.

Centurion invested into the second larg-
est biotechnology plant in Turkey. What
trends underpinned the decision to go
forward with this recent investment?
The global biotechnology market takes
perhaps more than 20% of the total mar-
ket share of drugs, and we expect that
percentage to double in coming years.
Such strong data gave us the impetus
to invest in this sector, especially since
we were already active in vaccines and
plasma products. Currently, we are con-
ducting technology transfer to Turkey in
some molecules and, in due course, we
will produce antigens too in Turkey. In
terms of our therapies of focus, we are
mainly targeting chronic diseases, as well
as rare diseases, hospital injectables and
vaccines.

The new biotech facility was the first
inspected by TITCK since Turkey joined
the PIC (Pharma Inspection Co-opera-
tion Agreement) in 2018. How do you
believe entering into this agreement
will help Turkish exports in coming
years?

Turkey entering the PIC is a valuable
achievement, but we should not for-
get that this is not enough; Turkey must
achieve bilateral agreements with the
different countries that are members of
this association. At the moment, this is
not the case and therefore the next steps
would be to sign mutual recognition
agreements that would unequivocally
boost Turkish exports to double-digit
growth.

What gives Centurion the competitive
advantage in plasma products over
competitors in the 42 countries where
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is positions this product?

Our strong presence in these countries
can be attributed to the unique techno-
logy transfer and exclusive distribution
agreements that we have secured with
our partners in Europe; while our partners
are focused on manufacturing, includ-
ing technology and quality of produc-
tion, Centurion complements through a
strong focus on marketing and sales.

The biotech sector is a very high-risk,
capital-intensive market. What pros-
pects do you believe Turkey has in this
much-hyped sector?

Looking at countries like Korea, Egypt,
India or Argentina, one notices that the
biotech sectors achieved success be-
cause authorities conferred market pro-
tections on them. In Turkey, there are
more than 13 biotechnology companies,
but if we look at market shares, not one
of them is in a strong position to grab
a higher market share. The authorities
need to step in to protect local industry
players. And local producers should fo-
cus their technology on molecules or an-
tigens, and not just resign themselves to
fill-and-finish projects.

Can you elaborate on the significance
of the collaboration with Neovacs to
launch the first drug for Lupus?

Phase 2 studies have been successfully
finalised and announced. Lupus is a very
important rare disease, affecting espe-
cially women between the ages of 20 to
40. The treatment for the disease is very
costly for the social security budgets of
different countries. We expect that Phase
3 studies will be finalized in the next two
years and the product will be launched
worldwide.

Can you share with us what comes next
in terms of priorities laid out by Centu-
rion in the medium term?

The vaccine business is the most crucial
component of our business today as we
prepare to make localizations for three
vaccines, from antigen to fill-and-finish.
In this way, we will attain independency,
using live and recombinant technology
vaccines. At this point, we have already
signed the technology transfer agree-
ments, and we find ourselves at the stage
of discussing regulation issues with gov-
ernment. m

Industry Explorations

Industry Explorations

Finding a
Place in
the Right
Therapies

Increased competition and low mar-
gins have motivated manufacturers to
make changes in the repository of their
drugs and look at long-term, lifestyle
diseases in the chronic segment. The
trajectory of Turkish generics manu-
facturers has diverged from the acute
segment to multiple therapies in the
chronic segment. Traditionally, gener-
ics companies produced antibiotics
and other medicines for acute diseases.
Even if today antibiotics still account for
over 8% of new drugs launched in the
past year, many players have either left
or reduced their footprint in favor of a
more widespread focus in the chronic
space where margins are higher. Deva
ilag, one of the largest pharma compa-
nies in Turkey, used to have a portfolio
dominated by antibiotics, but today
antibiotics constitute 20% of the busi-
ness: "Our strategy was to broaden our
perspective in alternative focus areas
rather than continuing with an antibi-
otics dominated portfolio,” explained
Philipp Haas, chairman of Deva.
According to Okan Oncel, general
manager of Bilim ilag, 10 years ago
there were 15 companies in the anti-
biotics space, but only five continue
today. Bilim maintained its core focus
on antibiotics, but not without also tak-
ing cautionary action in diversifying its
portfolio by expanding the pipeline
to diabetes, respiratory and oncology
drugs, as well as investing in new sterile
liquid products. Redesigning a product
portfolio and adapting the production
requirements to each type of drug is
both time consuming and costly, and it
will take Bilim another four to five years
to see its new lines on the market.
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Rather than spreading their resources
thinner across multiple therapies, many
companies have taken the opposite ap-
proach and invested in a specific sector
with high entry barriers. One of the few
remaining manufacturers in the antibi-
otics space, Tum Ekip, became one of
the biggest by investing in a specialized
injectables facility: “There are fewer
and fewer producers of antibiotics, es-
pecially in Europe, but new antibiotic
solutions are always necessary as infec-
tions become resilient,” said Tiim Ekip's
CEO Ahmet Altug Oguz.
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Tim Ekip is now the world’s third largest
manufacturer in injectables, according
to CMS Hospital Index (2018). Similarly,
Eczacibasi is a market leader for radio-
pharmaceuticals; manufacturing this
type of medicine is ridden with chal-
lenges — from the short life spans of the
product, to the safety and regulatory
precautions and the high technical ex-
pertise required. By tackling these chal-
lenges, the company has maintained
round-the-clock, decentralized produc-
tion in five manufacturing sites both in
Turkey and in neighboring countries.
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Finding the Right
Solutions for 59 Years,
now at the Forefont of
Fight against COVID 19

% Turkish Ministry of Health
listed Covid-19 treatment
Protocol and 32 products of
Tum Ekip are in the list,

12 of them being of highest

priority.

% More than |10 product licenses
with 15 new products in the
registration pipeline

% Expertise on development and
production of all injectable forms
including powder, liquid,
lyophilized powder, SVP, LVP,
PVC & Non-PVC Bag

% Turkey’s only national company
producing Specialized Injectable
Pharmaceuticals

% 3 completely separated/dedicated
Beta-Lactam sterile production
areas:

Sterile Injectable Cephalosporin,
Sterile Injectable Carbapenem,
Sterile Injectable Penicillin

% Turkey's only
Specialized Hospital
Pharmaceuticals
producer with
the capacity to
produce seven
different sterile
forms

info@tumekip.com.tr
www.tumekip.com.tr

In the same fashion as multinationals
that are recognized for their dominance
in a particular therapy, such as Recordati
for rare diseases or Exeltis for women’s
health, Turkish companies seek to asso-
ciate their brands with a signature ther-
apy in which they can feature as an au-
thority in the field. Santa Farma follows
this philosophy, seeking to become an
expert in neuropsychiatry, gastroenter-
ology and dermatology — segments in
which it enjoys above-market growth.
Santa Farma is a well-established com-
pany having celebrated its 75th an-
niversary this year, as well as boasting
a record production capability as the
company capable of manufacturing
the highest volume in a single shift.
Smaller companies that do not rely on
manufacturing have a harder time find-
ing their place in the market, especially
because the popular chronic segments
like cardiology or CNS are occupied by
multinationals while the rest are fought
over by local big pharma. Boxed out by
the bigger companies, new market en-
trants are obliged to look for less satu-
rated markets to increase their chances
of launching a first generic or a super-
generic. Liba, a medium-sized company
with a turnover of €40 million a year, had
pursued ophthalmology as a niche area,
but soon this became more crowded.
Today, the company has re-profiled in
dependence therapies, a highly regulat-
ed market that has discouraged further
competition. “Companies that compete
in the simple generics market are just
rounding the wheel, while new entrants
have little hope for survival in the long
term,” said Deniz Demir, managing di-
rector of Dem ilag, one of the fastest
growing pharma companies in Turkey,
according to IMS rankings.

Growing at 13% CAGR inflation-free
mark, the main contributors to the in-
dustry’s growth are larger volumes
coupled by the launch of new products.
However, to launch new products, man-
ufacturing needs to be complemented
by an R&D program. Perhaps more than
greater facilities and networks, multina-
tionals’ biggest asset is their R&D power
through which they create generics with
a difference. “If we want to claim the 60-
70% of the market currently covered by
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multinationals, then we need innovative
products and strong R&D,” said Okan
Oncel, general manager of Bilim.

R&D has been severely neglected by
generics companies when compared to
the investments made by their multina-
tional peers. Even large companies like
Deva spend no more than 5% of their
revenues on R&D. Moreover, the CRO
market is underdeveloped, limiting the
options for manufacturers without their
own R&D lab. Era Pharma is the only
independent CRO recognized in the
country and this recognition occurred
almost by coincidence. The MoH agreed
to audit Era only when the existence of
an independent CRO was counted as a
pre-requisite to Turkey’s entry in the PIC
(S) earlier in 2018. Previously, there was
no definition under GMP regulations for
an entity whose sole purpose is R&D.
The CRO business model has proven
difficult for Era Pharma, especially dur-
ing the financial crisis of 2018, when
government support stalled and clients
stopped paying. R&D became the first
expendable service. In the future, Era
Pharma looks to have its own pilot man-
ufacturing plant: “Without this plant, we
are sending our clients to CMOs, when
we could ourselves cash in on that rev-
enue,” said Sirin Deha, founder of Era
Pharma.

Volume manufacturing has been priori-
tized over the development of innova-
tive products, but the trajectory taken
by generics manufacturers indicates
that R&D will be gaining more promi-
nence. Turkey currently ranks 59 out of
142 countries in the worldwide Innova-
tion Index, behind other countries with
a strong pharmaceuticals industry such
as Brazil (31), India (35) or China (47). Al-
though R&D expenditure has increased
at 19.1% CAGR between 2010 and 2017,
the total expenditure only represents
1% of GDP, which is well below the EU
average. By 2023, the government aims
to bring R&D expenditure to 3% of GDP.
If the industry manages to grow steadily
while remaining economical in terms
of R&D investment, an influx of public
funds in R&D would help to transform
the industry’s profile from a simple ge-
nerics market to a specialist, high-tech
manufacturing hub.
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ERA Pharma Solutions is a contract
research organization (CRO),
established in 2010 to provide
drug discovery, development and
lifecycle management services for
the pharmaceutical industry.
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Could you start by bringing our audience up to date with the latest develop-

ment at Era Pharma?

Era Pharma is the only accredited independent R&D laboratory for the pharma in-
dustry in Turkey. In the latest of our achievements, Era was audited by the MOH as a
pre-requisite for Turkey to enter the PIC/S membership, which was realized in 2018.

How is the status of a GMP accredited R&D centre changing the prospects for

Era Pharma?

We are the only organisation enjoying this status and it allows us to conduct analysis
for different companies which we could not carry out before. Both domestic clients
targeting export markets and foreign pharma companies entering Turkey require an
independent R&D centre, in turn accredited by the MOH.

Why is Era Pharma still the only independent CRO and other companies
haven’t emerged with the same model?

Providing high quality service for a long time is a very expensive and laborious task
for R&D companies. There are R&D incentives in Turkey but, unfortunately these are
inadequate and mainly in tax benefits and none of them are up front. Big branded
generic pharma companies in Turkey, like Deva, Bilim, or Abdi ibrahim already have
their own R&D, but they still work with us, because we present them a predictable
and manageable time & risk share for their R&D projects and practical solutions,
which require deep market experience and a high expert level of knowledge. How-
ever, our main customers are mid-sized players, who cannot sustain their own R&D.
We offer SMEs an opportunity to develop and launch their own, local products in
the market, without having to import. However, confidentiality is a core aspect,
especially since a project can run for years. | would say the model we have in place
at Era faces many challenges across many dimensions, which deters other players

from entering this field.

How has the localisation project impacted your business relationships with

foreign and local partners?

The localisation policy has helped us obtain more contracts with customers be-
cause small or mid-sized companies who used to rely only on imports are now re-
quired to produce in Turkey. Without the technical production and R&D facilities, it
is very difficult for such companies to transfer the product to Turkey, and thus they
need not only CMOs, but also CROs who can execute the dossier transfer for them.

Taking into account factors such as macroeconomic instability, but also incen-
tives to boost R&D, could you paint an image of how demand for R&D out-

sourcing is being felt by Era?

Last year was a tough one, if not the worst, for Turkish pharmaceuticals, and the rip-
ple effects of the shock continue to be felt today. Government support was stalled.
When the macroeconomic environment is in bad shape, outsource services compa-
nies are one of the first to feel the tumult. Unfortunately, we are not able to cut costs
much, because we need well educated, high quality personnel whose expertise
ranks above that of the biggest pharma companies, in order to create a persuasive
argument as to why companies should bring their more difficult projects to us. On
the other hand, clients can cut costs by outsourcing their projects, but outsourcing
R&D is still a new idea for Turkey and many are not exploring this option yet.

What are the plans for Era Pharma in the foreseeable future?

One of our core ambitions is to have our own pilot production plant. Without this
plant, we are sending our clients to CMOs, when we could ourselves cash in that
revenue. Moreover, if we are to aim for FDA approval for registration dossiers, we
would need to produce the first batch in-house, which would be another bottleneck
to our business. Secondly, Era is looking at opportunities in the biotech sector,
which is an important sector starting to shape up. m
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Could you give our readers a brief
introduction of Eczacibasi Monrol
Nuclear Products?

Eczacibasi Monrol specializes in pro-
ducing agents for PET (Positron Emis-
sion Tomography) and SPECT (Single
Photon Emission Computed Tomogra-
phy) scans, which are critical for detect-
ing cancer, cardiological diseases and
brain disorders, among other serious
diseases. Being the major player in the
conventional PET& SPECT business,
Eczacibasi Monrol is also successfully
positioning itself as a key market player
in "Theranostics", which is a combina-
tion of “diagnostics” and “therapy”.
Eczacibasi Monrol has started local pro-
duction of the therapeutic agent called
lutetium chloride, a radio-pharmaceuti-
cal precursor.

Eczacibasi Monrol is a pioneer of nu-
clear medicine in Turkey, having intro-
duced many radiopharmaceuticals to
the market. Could you tell us about
the advances made in this new field?
Eczacibasi Monrol introduced conven-
tional radiopharmaceuticals to the Turk-
ish market. Nuclear medicine has always
been recognised as a diagnostic field,
and now it is proving its value in the ther-
apeutic field too. We expect the growth
of nuclear medicines to be boosted by
the trend towards diagnostic agents
paired with therapeutic agents.

Being the major player in the conven-
tional PET& SPECT business, Eczacibasi
Monrol is also successfully positioning
itself as a key market player in this new
area, called "Theranostics", which is a
combination of 'diagnostics' and 'ther-

apy'.

This is a growing concept where the
diagnosis and the relevant therapy are
used in parallel in targeting diseases
such as prostate cancer and neuro-en-
docrine tumours.

Eczacibasi Monrol has started local pro-
duction of the therapeutic agent lute-
tium chloride, a radio-pharmaceutical
precursor. We are very proud to be the
first in Turkey and one of the pioneer
companies worldwide to produce this
agent.

The "Theranostics" concept requires a
multi-disciplinary approach involving
nuclear medicine specialists as well as
uro-oncologists, urologists, endocrinol-
ogists and medical oncologists in the
decision of the best therapy for the pa-
tient. We are currently working to create
awareness of this emerging approach
across the related fields of medicine.

What are some of the challenges
faced by Eczacibasi Monrol in the
production of radio-pharmaceuticals?
Radio-pharmaceuticals are both simi-
lar to and different from conventional
pharmaceuticals. One major difference
is dealing very short half lived radioac-
tive materials which can’t be maintained
with an inventory stock. Related safety
regulations are also challenging, such as
regulations on safe handling conditions
and the need for operational excellence
due to the very short life of products.
These factors require stringent adher-
ence to a multitude of safety and health
guidelines. The volatility of radioac-
tive materials also creates production
challenges; some products need to be
finalised on-site, at the hospital, which
requires special technical expertise.
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What is Eczacibasi Monrol'’s vision in
terms of international growth?
Eczacibasi Monrol is already selling its
products in the EU, MENA and Far East
countries and has EU GMP certifica-
tion. In addition to exports, Eczacibasi
Monrol owns production facilities in
Bulgaria, Romania and Egypt, and oper-
ates facilities in Iraq, UAE, Pakistan and
Kuwait. With the expertise it has gained
from operating numerous facilities in
a variety of countries, Eczacibasi Mon-
rol also provides services to custom-
ers around the world on constructing
plants, installing equipment, setting up
quality systems and operating produc-
tion facilities.

What is your final message?
Eczacibasi Monrol believes that the
market for nuclear medicine is one of
abundant opportunity and will soon be
recognized as a “speciality” as more
therapeutic solutions are discovered.
Nuclear medicine will become a key
component of targeted therapy, which
is intrinsically dependent on targeted
diagnosis.

Eczacibasi Monrol is committed to pro-
viding the most reliable delivery of the
best quality and most innovative prod-
ucts, not just within Turkey, but to many
parts of the world. Our highly qualified
team is completely dedicated to achiev-
ing our commitments and our success is
driven by the team. Sustainability and
innovation are two of our core values,
and we strive for continuous improve-
ment in our operations and products
while trying to serve patients all around
the world. m
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Tiim Ekip was established in 2000
and is a specialized injectable
pharmaceutical producer, with
capability to produce seven
different sterile forms.
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Could you please introduce Tiim Ekip?
Right after establishment in 2000, Tim
Ekip started to develop generic formu-
lations and to obtain registrations. In
2009, the company opened its first pro-
duction facility. From there, we expand-
ed our capabilities year on year.

Today, we are the only company spe-
cialized in injectable pharmaceuticals
in Turkey and the only company which
has seven different forms of injectables
- powder, liquid, lyophilized powder,
SVP, LVP, PVC, and non-PVC bag. We
are also the only company in Turkey that
has a dedicated sterile carbapenem
production facility. With the opening of
our dedicated injectable penicillin fa-
cility in 2014, we became the first and
only Turkish company that has three
dedicated and separated Beta lactam
production facilities. Tim Ekip is one of
the few companies which can produce
sterile lyophilized vials and has recently
opened a production facility focused on
this space. Approximately 65% of our
production is going directly to hospitals.
We have over 110 products registered in
Turkey as well as 20 in other countries
worldwide. As per the IQVIA Hospital In-
dex of 2019, Tim Ekip is ranked third in
Turkey in the injectables space.

In the generic space, there seems to
have been a shift away from antibiotics
and acute therapies to chronic disease.
How has Tim Ekip responded to this
trend?

There are fewer and fewer producers of
antibiotics, especially in Europe, which
presents a great opportunity for Tim
Ekip. The first products launched af-
ter the establishment of the company
were penicillins. The types of antibiot-
ics that we produce include penicillins,
cephalosporins, carbapenems, systemic
antibacterials, systemic antimycotics,
aminoglycoside antibacterials and mac-
rolides. New antibiotic solutions are al-
ways necessary as infections become
resilient.

We are a certified R&D Center by Min-
istry of Industry and Technology of
Turkey. Our R&D Center is strongly fo-
cused on developing (with QbD) es-
sentially similar pharmaceutical dosage
forms needed in clinics and to present
high quality, safe and affordable generic
solutions, attaching paramount impor-

tance to quality and ensuring such qual-
ity during the design process. Our R&D
department develops injectable dosage
forms in compliance with the guidelines
of International Conference on Harmo-
nization (ICH).

What other therapeutic does Tum Ekip
cater to?

Tim Ekip develops and produces anti-
biotics, agents against amoebiasis and
other protozoal diseases, systemic anti-
histamines, antiemetics, gastrointestinal
products, peptic ulcer products, system-
ic corticosteroids, anti-inflammatories
and antirheumatics and diuretics. Our
latest product is an anaesthetic used in
operations.

Our expertise is in injectables. Up until
now we have been focused on conven-
tional injectables, but we want to diver-
sify into the biotechnology space. We
have already started to produce hepa-
rin, which is a very basic biological prod-
uct, but a step in the right direction to
increase our capabilities within the bio-
logics space.

What are Tiim Ekip's objectives moving
forward?

Tim Ekip has 110 local products and
the aim is to have all these products
registered internationally. The next goal
will then be to reach 500 registrations
worldwide. We already export to 25
countries, but we aim to significantly in-
crease this number moving forward. We
are currently in the process of launching
some of our products in Europe. Anoth-
er objective is to establish a production
facility outside of Turkey to be able to
more easily serve international mar-
kets. We will firstly look at expanding
our footprint in Europe before further
expanding worldwide. We will establish
our presence where the investment is
lucrative.

Do you have a final message for our in-
ternational readership?

Turkey has a very strong understanding
of pharmaceutical production. We have
European standard facilities where we
produce the best quality products. We
are committed to make pharmaceutical
products which are accessible as well
as affordable to patients, and this gives
Turkey its competitive advantage. m
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Hidden
Opportunities
in the OTC
Market

Given the price pressure on Turkish drugs,
the OTC market becomes a valuable proxy
point for manufacturers to find price re-
lief. However, current regulation does not
define a special OTC category, only refer-
ring to non-prescription products, such
as non-prescription medicines, medical
devices, food supplements, vitamins, etc.
Nonetheless, there has been growing an-
ticipation that OTC legislation is finally to
be introduced. Siiha Tagpolatoglu, CEO of
Abdi lbrahim, shares this expectation: “We
believe changes are bound to occur in in-
troducing OTC legislation; with that, many
products will no longer be reimbursed and
out of pocket payments are predicted to in-
crease,” he said.

As the OTC market is growing worldwide,
the government has been under pressure
to liberalize the sector by introducing a
clear legislative framework. The current leg-
islation makes a distinction between pre-
scription and non-prescription drugs with-
out detaching the second from the legal
requirements asked of the former. Accord-
ing to Article 1 and Article 24 of the Law on
Pharmaceuticals and Medical Preparations
it is stipulated that both prescription drugs
and OTC products cannot be commercial-
ized outside of authorized medical or phar-
maceutical premises. Furthermore, while in
European countries and the United States,
OTC demarcated products are defined as
a separate entity of drugs freely advertized
on different channels, Turkey provides less
clear boundaries. Non-prescription medi-
cines are subject to the same promotion
rules as prescription medicines, yet sub-
categories such as food supplements can
be promoted through television advertise-
ments, for instance. Ersan Kiguk, general
manager of Drogsan, a generic manufac-
turer that is exploring opportunities in the
OTC market, explained the industry’s frus-
trations: “Every pharmaceutical company
tries to enter the OTC business, extending
their portfolio in this area to utilize its ad-
vantages. However, without relevant legis-

lation in Turkey, a prescription is required
for most products in Turkey even if they are
considered OTC in other countries. Busi-
nesses try to take short cuts by developing
herbal and cosmetic products in order to
avoid price control. We have tried to lobby
with the authorities in Turkey but there has
been no response.”

There are reasons why the optimism shown
by Tagpolatoglu from Abdi lbrahim is not
shared by all of his peers. SURDER, the as-
sociation that connects its 80 members with
products in the OTC category, including a
broad spectrum of herbal products, phy-
totheraphies, medical devices, cosmetics,
biocidals and homeopathic products, has
relentlessly acted as a lobbying body for
the introduction of the legislation since the
association was established in 2007. How-
ever, the lists released by the government
specifying the drugs to be considered for
OTC designation have oscillated between
the MoH and industry, dividing the industry
into two camps.

Those opposed to the introduction of this
legislation are contesting the classification
of certain drugs as OTC, fearing that these
products will no longer be reimbursed.
Smaller companies are also worried that
the passing of OTC legislation will give free
range to multinationals to run expensive
advertisement campaigns that will drive
competition away. Backlash also comes
from the medical community, which worries
that without supervision, patients run the
risk of misusing the drugs. Authorities also
warn of the increased risk that patients may
encounter counterfeit drugs. On the other
hand, advocates insist that liberalization of
the market and active promotion will stimu-
late a healthy competition and eventually
bring prices down. Furthermore, patients
will have unobstructed access to the medi-
cines.

Once the final categorization of OTC drugs
is ready, big shifts are expected for the
pharma companies currently investing in
OTC lines. For instance, Ali Raif has added
a new production line in 2018, and Atabay
followed suit in 2019. This could also stir the
interest of multinationals that have well-es-
tablished products in this range and expect
concrete legislation as a mitigating factor
before setting foot in Turkey. Currently, mul-
tinationals are not as strongly motivated to
move into this market. Ismail Yormaz, man-
aging director of Recordati Turkey, feels
that it has been too long to hold back on
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launching OTC products: “Next year we
plan to launch a cough relieving prescrip-
tion drug, for which we are developing a
tablet form; this should normally be an OTC
drug, but it is not recognized as such.”

As the concepts of self-care, prevention
and naturally sourced medicines grow in
relevance, self-medication is bound to in-
crease in importance in Turke, as it has in
other developed markets. However, the
infrastructure to support the OTC devel-
opment must first be in place, and this in-
cludes raising awareness on disciplined and
safe consumption and the installation of
adequate online security systems to control
illegal activities and sales of spurious drugs.
Measures such as readability tests have al-
ready been introduced to ensure all medici-
nal descriptions and instructions are easily
legible to empower consumers to make
well-informed decisions without the need
of medical assistance.

Since the introduction of the mandatory
discounts, out-of-pocket payments have
fallen by 5%, but it is hoped that in the fu-
ture pricing will relax for different product
categories. Companies like Exeltis, which
has juggled both types of medicines, are
likely to shift strategy once again: “We
have struggled with the right pricing strat-
egy in OTC medications and trying to strike
a balance between high volume-low mar-
gin products and low volume-high margin
products in order to combat pricing pres-
sures in Turkey,” said Hulya Yalin, general
manager of Exeltis Turkey.

Should the law be introduced and the mar-
ket liberalized, the OTC drugs will then be
available for purchase without prescription,
taking a seat in-between pharmaceuticals
and consumer goods. Although there is
no guarantee the legislation will come
into existence, there have been signs of a
growing interest in alternative medicines,
together with the exploration of Turkey's
highly diverse bio-flora and its undiscov-
ered therapeutic benefits. Moreover, Tur-
key has a long history in the exploration of
herbal medicines, dating back to the 13th
century writings of botanist lbn al-Baitar.
Looking to unwrap some of its hidden po-
tential, President Erdogan inaugurated the
first dedicated phytotherapy, or modern
herbal remedy center in 2015. The center’s
mandate is to investigate medicinal plants
to extract and develop formulations for use
in the pharmaceuticals, cosmetics and food
industries.
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Traditional Herbal
Medicine in Turkey

Dogan Taskent, Board Member

ATABAY iLAC

Prof. Dr. I. irem Tatli Cankaya

HACETTEPE UNIVERSITY FACULTY OF PHARMACY -
PHARMACEUTICAL BOTANIC

Traditional medicine (TM) is an important part of health ser-
vices. In Turkey traditional medicine is termed traditional and
complementary medicine (TCM). TM has a long history of
use in health maintenance and disease prevention and treat-
ment, particularly for chronic diseases. The WHO Traditional
Medicine Strategy 2014-2023 was developed and launched
in response to the World Health Assembly resolution on tra-
ditional medicine (WHA62.13). The strategy aims to support
member States in developing proactive policies and imple-
menting action plans that will strengthen the role traditional
medicine plays in keeping populations healthy.

In many countries around the world plants have been used
extensively in traditional food forms, either as food supple-
ments or as herbal medicine. According to WHO reports,
80% of the population in developing countries use traditional
herbal medicines for basic health needs. In some countries
where it is difficult to reach the physician or medication (such
as Africa, some Asian and South American countries), plants
are used as folk medicine with traditional information and
have therapeutic value comparable to conventional medi-
cines.

Since the recognition of herbal medicines has also increased
in European countries, EMA (European Medicines Agency)
has initiated studies to harmonize the assessment criteria ap-
plicable to the member states for herbal medicines. HMPC
(Committee on Herbal Medicinal Products) was established
to make arrangements on herbal medicines.

In Turkey the preparation of herbal medicinal products as well
as the evaluation of herbal medicinal products on the market
is conducted by the Ministry of Health and Ministry of Agri-
culture and Forestry according to their own legislation. The
Ministry of Agriculture and Forestry is responsible for food
supplements, on the other hand, licensing of traditional herb-
al medicinal products with protective and therapeutic effects
on human health is done according to the “Traditional Herbal
Medicinal Products Regulation” published by the Ministry of
Health on October 6, 2010.

Nowadays, declarations about the medical effects of herbal
products, increasing consumer interest in natural treatment
methods, the inability of modern treatment systems to treat
certain diseases, health consciousness of the elderly popula-
tion, thoughts that natural treatment methods are safer are

EXPERT OPINION

the main reasons to choose treatment using plants in Turkey.
However, a report published by the World Health Organiza-
tion stated that, in many countries where herbal medicine is
traded, legal regulations are not sufficient and quality con-
trol, efficiency and safety studies of these products are not
performed. This may pose a great danger to public health.
The products to be used for medical purposes must carry
the criteria of quality, efficiency and safety. A product can
become “medicinal” only after completing these criteria.
Therefore, the dose required for effective treatment admin-
istration should be continuously provided. The most impor-
tant difference between the therapeutic and lethal effects of
a substance is its amount. So the dose is very important in
herbal medicine products. The amount of active ingredient in
medicinal plants must be uniformly provided in each pharma-
ceutical form. In addition, for the sustainability of the efficacy
of the products, it is essential that the plant extract should
be standardized and the stability of the product, as well as
the pharmacological, toxicological data and clinical findings,
should be obtained.

The plants and herbal medicinal products produced must be
of pharmacopoeia quality and world standards. Many spe-
cies that are accepted medically in the world, whose efficacy
is proven and included in pharmacopoeias and monographs,
grow naturally in Anatolia and some of them are cultured.
Next to the rich flora there is manpower, knowledge and
technology to produce herbal products starting from the
field and to develop new products and present them to the
market. On the other hand, it is of great importance that
future generations are protected in order to protect biodiver-
sity and natural resources.

Institutions like TAGEM (General Directorate of Agricultural
Research and Policies), BACEM (Balikesir Farmer Education
Center), TIGEM (General Directorate of Agricultural Enter-
prises) Hacettepe University, Gazi University, Marmara Uni-
versity, TUBITAK MAM, make great contributions to tradi-
tional herbal medicinal products and their development in
Turkey. ATABAY currently focuses on setting up interactions
between academia and governments to foster sustainable
production on bioactive metabolites derived from traditional
herbal medicinal plants by using modern biotechnological
approaches. m
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Made in
Turkey

THE LOCALIZATION
POLICY AND [TS EFFECTS

Over 80% of Turkey's drugs are made in-
country; however, these products tend
to be below-value generics. Monopo-
lized by foreign companies, the high-
value originator market brought US$3.5
billion in sales in 2018, while the gener-
ics market of local companies accumu-
lated only US$1.5 billion, despite pro-
ducing more than double the volume.
Multinationals are backed by offshore
production facilities and large product
baskets, which allows them to accom-
modate to the latest trends in demand
in Turkey more easily, at a time when
local companies need to make careful
decisions about what and how much
of a product should be manufactured.
Foreign companies are able to better
control the cost of the original drugs, as
well as recoup costs from operations in
higher-margin countries. In order to re-
balance the dynamic between local and
foreign companies, Turkish authorities
resorted to a localization measure that
will force multinationals to bear more of
the risks of production.

The localization policy, launched in
2016, demands that all drugs reaching
the domestic market and that can be
feasibly produced in Turkey must be
produced in Turkey. This is known as the

“localization requirement,” and it entails
a ban on imported drugs and an implicit
request for technology transfer. Should
the localization requirement not be ful-
filled, Turkish authorities retain the right
to reject the drugs from the reimburse-
ment scheme, effectively driving the
drugs out of the market. Multinationals
are thus forced either to invest in a local
manufacturing plant or to outsource to
local manufacturers. Ozdemir Sengdren
worked most of his life for multination-
als, before taking a general manager
role at local producer Farmatek a year
and a half ago. Having sat at both sides
of the table, he believes Turkey needs
both the originator and generics drugs
to achieve balance: “In a 100% reim-
bursed market, everyone has to make
sacrifices for the market to remain sus-
tainable,” he said.

Local pharma must encourage the pres-
ence of multinationals whose original
drugs are the very reason of existence
for the generics (manufactured by local
companies); international companies, on
the other hand, are expected to comply.
The policy has drawn the attention of
the EU, which made a formal complaint
against Turkey to the WTO in April 2019.
Opening an active dispute called ‘Cer-
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tain measures concerning production,
importation and marketing of pharma-
ceutical products,’ the EU alleges that
the localization policy is inconsistent
with the GATT 1994 Article Ill in that the
localization requirement, together with
the technology transfer requirement
and the import ban on localized prod-
ucts, treats imported drugs less favor-
ably than products of national origin.
Moreover, the EU argues that Turkey has
failed to publish terms and conditions
of application of the localization mea-
sure, which impedes governments and
traders to respond to it adequately. The
consultations were joined by the United
States, and a panel was established in
September 2019 involving Brazil, Cana-
da, China, India, Indonesia, Japan, the
Russian Federation, Switzerland and
Ukraine as third parties. Until a decision
is taken, the localization drive remains
uncertain.

Even if the localization project passes
this legal challenge, the policy risks be-
ing seen as a forceful, protectionist ex-
ercise that will cause the country to lose

its attractiveness in the eyes of the inter-
national community. “In my opinion, the
localization project is a badly applied
good idea,” said Deniz Demir, general
manager of Dem ilag. “The MOH should
be more lenient if the goals of the lo-
calization policy are to be accomplished
without being seen as too autocratic.
The localization policy should be car-
ried out in a way that speaks positively
of Turkey and makes the country more
attractive for investors and multination-
als alike,” he concluded.

Turkey is not the only country to have
decreed localization efforts. Russia,
Brazil and even the United States have
over the years adopted policies aimed
at bolstering local production over im-
ported goods. Pointing at the United
State's long-waged tariffs battle with
China, countries around the world see a
precedent to protect domestic produc-
tion at the risk of being accused of pro-
tectionism.

In the meantime, multinationals oper-
ating in Turkey have few options but to
support the policy. “We believe that

& RECORDATI
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localization is an important initiative for
local pharma industry producers and
the country’s economy. Today, 90 of ev-
ery 100 boxes of Daiichi Sankyo’s prod-
ucts that reach patients in Turkey are
manufactured in our country,” shared
Fatih Yedikardes, general manager of
Daiichi-Sankyo, a Japanese global phar-
ma innovator with a competitive edge in
oncology.

Sanofi, which has invested over US$1
billion in Turkey, does not relate its in-
vestment to the localization policy: “Ir-
respective of the policy, we have put our
faith in Turkey”, said Cem Oztirk, gen-
eral manager of Sanofi Turkey.

While the policy may be seen to pin local
companies against multinationals, Ayca
Sezer, business development director
at Santa Pharma, believes the policy has
brought the market closer together indi-
rectly: “In the past, collaborations with
foreign players were not easy, but today
the industry is more united,” she said.
Before this policy was enacted, multina-
tionals had few reasons to partner with a
local player, but the new measure makes

Recordati, established in 1926,
is an international
pharmaceutical group, with a
total staff of over 4,000,
dedicated to the research,
development, manufacturing
and marketing of innovative
pharmaceuticals in many
therapeutic areas, including a
specialized line dedicated to
treatments for rare diseases,
that improve quality of life and
help people to enjoy longer,
healthier and more productive
lives. Recordati has operations
in the main European
countries, in Russia, in other
Central and Eastern European
countries, in Turkey, in North
Africa and in the United States
of America. Recordati is
present in Turkey since 2008
and today Recordati llag is the
group’s fourth largest
subsidiary.
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local manufacturers indispensable in
helping multinationals “localize” their
products, thus increasing the traffic of
partnerships. For example, Daiichi-San-
kyo produces 90% of its Turkish prod-
ucts domestically through local manu-
facturer Abdi lbrahim. However, Abdi
also outsources some of its products
to French multinational Sanofi. In turn,
Sanofi works with Birgi Mefar, a local
contract manufacturer, for its parenteral
line. Connecting Turkey to even further
links, Sanofi also produces the full port-
folio of German big pharma Bayer.
Nonetheless, these collaborations do
not mean that all players are equally ad-
vantaged. Pharma companies without
manufacturing facilities are concerned
by the policy. Platin Kimya, a family-
owned company that imports APls and
formulations, almost closed its pharma
business when the policy was enacted:
“At that point, we could have left the
industry, but we decided to stay in the
business and appeal to local CMOs of
high quality,” said Esra Saragoglu.
Importers and distributors already act
as a third party in the supply of medi-
cines, but with the introduction of the
localization requirement, they will need
to involve a fourth player in the form of
a CMO.

In fact, the undeniable winners of the
situation are the CMOs, as the best po-
sitioned to profit from demand in toll
manufacturing. Faik Somer, CEO of Birgi
Mefar, the oldest and largest contract
manufacturer for parenteral solutions,
explained the advantages brought by
the policy: "With a successful marriage
between local players and multination-
als more doors are opened to use our
facility for different purposes. For in-
stance, in our partnership with Sanofi we
started with the local business, but the
partnership created more opportunities
in other businesses too.”

The CMO business is expected to be so
successful that some fear the localiza-
tion measure will make Turkey a hub for
contract manufacturing, which would
impede its ability to innovate and add
value. As ownership of a manufactur-
ing plant becomes less attractive due to

the large bills incurred, CMOs have the
ability to keep costs to a minimum by
optimizing processes and streamlining
production; moreover, with the grow-
ing demand in specialized drugs such
as injectables, it becomes inefficient
for companies to continue specific lines
alongside other products when they can
be produced in bulk by CMOs.

Taking note of the growing opportuni-
ties in this segment, new generic en-
trants like Pharmactive are dedicating
large portions of the business to toll
manufacturing. The localization mea-
sure is likely to play an important role
in the diversification of business models
as the interests of multiple players in-
tersect and local producers seek to fill
their capacities. Producers will be more
inclined to complement their manu-
factured drugs with in-licensed, locally
produced drugs through partnerships
with global players while hoping that
the closer partnerships will also re-
sult in more out-licensing agreements.
Farmatek, a former drugs importer that
recently opened a manufacturing facil-
ity, incorporated a hybrid business mod-
el, including the offer of CDMO services
in order to maximize the utility of its lab.
Perhaps the greatest advantage of
the localization policy is not reflected
in corporate balance sheets or in bal-
ancing the trade deficit, but rather in
the technology transfer that will bring
much needed expertise into the Turk-
ish market. Multinationals have agreed
to produce a higher proportion of their
products in Turkey: Recordati produces
96% of its portfolio in the country while
Sanofi produces about 86% locally. The
remaining fraction is produced out-
side of Turkey because the technology
is still unavailable in the country. The
vague instructions on when and how the
technology transfer should be realized
leaves room for interpretation. Fatih
Yedikardes, general manager of Daiichi-
Sankyo, dares to believe that localizing
R&D could be the next relevant step in
localization efforts.

Given the newly forged collaborations
created in manufacturing it is not im-
plausible that similar partnerships may
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migrate to the R&D front — not only in
transferring knowledge, but also in join-
ing forces to develop the next genera-
tions of medicines. However, for part-
nerships to progress into R&D projects
requires time for trust between local
and global partners to further mature.
By its name, the localization measure is
a reaction to the globalization process-
es that have shaped world economies.
More than the anti-globalizing message
that its name conveys, the localisation
policy could turn into a precursor for
Turkish manufacturers to reach global
circles: “The localization decision was
a great opportunity for companies
to prepare themselves for the global
arena. Through this policy, contractors
increased the knowhow of high techno-
logy manufacturing processes, invested
in new manufacturing lines for high
technology products and increased
manufacturing capabilities. It provided
the chance to see the culture and ap-
proaches of global companies in GMP
and GLP" said Mehmet Asri, general
manager of Polifarma.

The localization policy has left its marks
on the broader value chain, including lo-
cal companies. Currently in phase two,
the policy is being piloted before more
details are clarified, which leaves both
indigenous and foreign pharma compa-
nies unsettled. If successful, the local-
ization measure could set the market on
a course for greater consolidation. Ac-
quisitions of local companies have been
the entry point for multinationals into
the country, like Exeltis buying 100%
shares of local Embil. The latest acqui-
sition occurred when local chemicals
distributor Ekin Kimya was bought out
by multinational Azelis, a transaction ap-
proved in December 2019 by the com-
petition authorities. If local manufactur-
ing becomes an absolute requirement,
it would make sense for large interna-
tional players to take proprietorship
over local production. However, many
questions remain, including whether the
localization measure will bring the in-
tended advantages, and, more crucially,
whether there will be any unintended
consequences to address?
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Faik
Somer

CEO
BiRGi MEFAR iLAC
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Could you briefly introduce Birgi Mefar?

Birgi Mefar Group is the oldest CMO in Turkey, founded in
1963, and the largest by market share. Starting with the pro-
duction of ampoules, Mefar shifted in time to being a contract
manufacturing organisation with a specialisation in ampoule
filling, and now includes BFS (blow-fill seal), PFS (pre-filled-
syringes), vial, lyophilisation (vial & ampoule) and packaging
in its products and services. A significant milestone in the
company'’s evolution has been the change in management to
align it with the vision of making Birgi Mefar Group a global
player in nearby geographies, namely Europe, Middle East
and Central Asia.

What is your insight regarding the main growth pillars in
this sector?

The CMO business is growing at a fast pace. Globally, the
CDMO business is close to US$10 billion dollars, with a growth
rate of around 5-6%. Within this healthy market, the sterile
manufacturing sector has enjoyed the highest growth, almost
30%—a rate it has maintained for five years. Injectables and
biologics are the main drivers, and that's why we are looking
to take more market share in these areas. Five years ago, we
started in vaccines (PFS-prefilled syringe business), and we
are now the premier CMO in vaccine production in Turkey.
We manufacture vaccines for multinational companies, having
produced more than a hundred million doses of vaccines over
the course of the year, without fault.

How has the localisation policy impacted your partnerships
with foreign players?

Although we're geared towards multinational companies,
the policy gives us, as a local player, a tactical advantage: we
become the first door to knock at for services in this sector.
With a successful marriage between local players and multi-
nationals, more opportunities arise to use our facility for dif-
ferent purposes. For instance, in our partnership with Sanofi,
we started with the local business, but the partnership cre-
ated more opportunities in other businesses, for which Turkey
could become a hub. Biosimilars are a very different business.
In this sector, it is not practical to run a factory just for one or
two products, and a CMO becomes optimal to finalise regis-
tration or to make the commercial product.

INTERVIEW

How does Birgi Mefar's business prioritise between do-
mestic and export markets?

Our priority will gradually shift to the global arena. Today, the
proportions are at 40% exports and 60% domestic. Within
three years, we expect these percentages to reverse, with a
greater foothold in export markets.

What are your predictions concerning the pharma and bio-
pharma sector and what conditions would allow this indus-
try to take off fully in coming years?

To answer this, | would like to return to basics before talking
about biologics, which are the new "sexy" trend in today's
market. In fact, we need to step back even before addressing
R&D, to consider “R” and “D" separately, and only then the
"B”, of biologics. For "R", the government needs to look into
legislation to bring universities on board, a model which has
proved successful in other countries. The appropriate commit-
ment to research can be realised by creating a three legged
support, between the government, universities, and the phar-
maceuticals industry. Delivering this support is a challenge,
but it does not require vast resources. Once completed, we
can move to "D", which is the most expensive part. Money
is available for research, but there are legal loopholes which
mean that money can only go into the universal budget in the
university, limiting the possibilities for bilateral collaboration
between a professor and an industry player. There is an drain
of talented people wanting to do research, and it is a shame
to be missing out on the potential of their expert input due to
this capital barrier.

Would you like to share your vision of how Birgi Mefar may
develop in coming years?

We aspire continuously to seize a bigger market share from
the growing CDMO business worldwide. To do so, we invest
in building capacity and, equally important, we invest in peo-
ple. Quality is the game, and we make sure that Mefar is corre-
spondingly associated with quality. We are a pure CMO, and
we will stay a pure CMO to secure a trusted niche, as well as
a differentiation point for our clients. This focus will underpin
Mefar’s drive to become a global player holding the Turkish
flag in the global marketplace. m
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Many people talk about the
advantages of Turkey’s location
as a bridge between civilizations,
and of course this is an asset,
but nonetheless this location
also puts Turkey in a delicate
situation. Its proximity to Russia,
the Middle-East, Europe and
Africa creates tensions that

are beyond discussions about
pharmaceuticals, but which
nonetheless impact our industry.

«
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Recordati has made important acquisitions in recent years. How do these ac-
quisitions underscore the company'’s strategy in different therapies?

Last year, Recordati completed the acquisition of Natural Point in Italy, an entity
dedicated to food supplements. Recordati also bought French Tonipharm, increas-
ing its portfolio in OTC drugs. Besides these examples of inorganic growth, Recor-
dati is actively expanding its portfolio through buying marketing rights for different
products, especially in the treatment of rare diseases, a segment in which Recordati
is recognized as a global leader. In the first half of 2019, Recordati acquired the
exclusive licence for Juxtapid in Japan, as well as the global rights for Signifor and
Signifor LAR from Novartis. One of Recordati's strongest areas of operation is in
orphan drug acquisition initiatives; while specialty and primary care divisions, to-
gether with the OTC business are important segments, Recordati remains mainly
involved with orphan drugs in the treatment of rare diseases, for which we boast a
presence on all continents.

How would you describe the climate for pharmaceuticals in Turkey today?
Political tensions increased in Turkey in 2016, along with a set of other issues which
hit the economy hard. Today, Turkey continues to be a significant economic player
especially in comparison to its immediate neighbors, but the reality one has to be
reminded about is that Turkey's geographical position is not an enviable one like
Belgium'’s. Many people talk about the advantages of Turkey’s location as a bridge
between civilizations, and of course this is an asset, but nonetheless this location
also puts Turkey in a delicate situation. Its proximity to Russia, the Middle-East,
Europe and Africa creates tensions that are beyond discussions about pharmaceu-
ticals, but which nonetheless impact our industry. | maintain my position that the
years between 2009 and 2014 were the worst for the pharmaceutical market in
Turkey. The negative structural effects of the pricing regulations are still felt in the
market today.

What mechanisms have Turkish pharmaceutical players developed to respond
to price pressures?

In the current context, a drug (in the cheapest EU country) sold for €10 will be
valued at approximately €2.97 as a reimbursed product in Turkey, based on the of-
ficial exchange rates and the National Health Count System Discounts. This system
puts immense pressure on the pharmaceutical industry, whose ability to innovate
and make investments is curtailed. However, pharma players have evolved; these
pressures have compelled the industry to innovate and create cheaper and more af-
fordable products. The affordability of Turkish drugs is very attractive to neighbor-
ing markets that struggle with their own economic challenges. The pharmaceutical
industry of Turkey has earned the designation of a producer of both high quality
and affordable drugs.

What are Recordati Turkey’s main pillars of growth?

Recordati is currently producing more than 96% of all its Turkish-consumed prod-
ucts in facilities based in Turkey, which makes us a globally recognized organization,
well attuned to the localization policy. In the last three years, we have launched nine
new pharmaceutical products, four of which are new chemical entities, while the
remaining five are different formulations from existing chemical entities. Recordati’s
Cerkezkdy facility is also in the process of obtaining its GMP certifications from
different countries for future export possibilities. Besides the Turkish MOH GMP-
Approved Certification, Recordati also obtained its EU Certification for their semi-
solid products from the Danish governmental authority. In addition, our facility re-
ceived the GMP approvals from the authorities of Azerbaijan, Kenya and Libya. m
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Could you provide a brief introduction
to Exeltis’ operations in Turkey?

With its young and aging population
Turkey has been an important geogra-
phy for all healthcare players, and Ex-
eltis entered the Turkish pharma mar-
ket in 2014 by acquiring Embil, a local
Turkish pharma company which had its
own manufacturing plant. Currently,
strengthening our position in women’s
health and expanding into the respira-
tory market are the top two priorities of
Turkey Exeltis’ operation. We are trying
to strengthen our current portfolio’s
brand equity in the market and, in paral-
lel, we are searching for new investment
areas, in specialty care and primary
care, for sustainable growth over the
mid- to long-term in this attractive mar-
ket. R&D is another key focus area and
we are working on two new projects that
will target domestic as well as interna-
tional markets.

Could you elaborate on Exeltis’ prod-
uct mix and the key therapeutic areas
the company serves?

Our portfolio offers a diverse range of
healthcare solutions to women of all
ages, especially from youth to meno-
pause. We aspire to be a strong part-
ner of women for a lifetime during their
health related needs, and we are proud
to support them with our exceptional
product portfolio, the majority of which
are produced in our local facility with the
highest technological standards. Some
products such as hormones and food
supplements are imported from our
production facilities in Spain. Beyond
our strong women healthcare portfolio
we are focusing on key therapeutic ar-
eas like respiratory and pain which are
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important cornerstones in our organiza-
tion for future growth.

What are the advantages of being a
manufacturer in Turkey?

There are four major advantages in be-
ing a manufacturer in Turkey: Optimal
geography, high quality standards, a
wide talent pool and competitive cost
structures.

Could you elaborate on Exeltis’ R&D
efforts and how you differentiate your
products?

Besides our manufacturing facility, Ex-
eltis Turkey has its own R&D facility.
Our R&D team is developing two strong
products that will be made in our facility
in the near future. We are moving confi-
dently towards our vision of becoming
an end-to-end pharmaceutical manu-
facturer.

What challenges do you face in the
Turkish market?

One of the key challenges is the volatil-
ity of the Turkish Lira, its effect on the
Reference Country Pricing system that
is applied to all reimbursed products in
Turkey and, in parallel, its impact on the
purchasing power of the consumer.
Another challenge for our company
is reaching wider stakeholder target
groups spread all over the country. To
overcome this difficulty we are focusing
on reaching stakeholders with new go-
to-market models, “going digital” via
multichannel engagements.

How will you reduce the risks posed
by currency volatility in the future?

During the devaluation period, we ex-
perienced another advantage of being

a manufacturer. 25% of our sales comes
from exports, which gave us pricing op-
portunity during the economic turmoil
in 2018-2019. To a certain extent, we
could balance our loss stemming from
increased cost of imports with our gain
from exports. This brings us to our sec-
ond strategy to cope with the currency
volatility risk; increasing the share of ex-
ports so that we can reach an optimal
balance between import and export
products for a sustainable future of our
company and further investment in Tur-
key.

What are the ambitions for Exeltis in
Turkey over the next five years?
Exeltis is dedicated to be in top 50
pharmaceutical companies within Tur-
key in five years. Our growth rate of 45%
-whereas the market performed at 34%-
tells us that we are on the right track to
realize our objective. However, are not
satisfied with our current pace. We have
identified three pillars of growth which
will leap-frog Exeltis in the upcom-
ing period. The first is maximizing our
existence in women'’s health area and
strengthening our position in respiratory
diseases. Secondly, we will increase our
effectiveness in leveraging all our capa-
bilities including R&D pipeline, import
and export. Finally, we plan to enter new
specialty areas by investing in specialty
and primary care products. During this
organic and inorganic growth stage of
the company, we are very proud to cre-
ate job opportunies to many by trippling
the size of our field force. We believe
that this mutual benefit between Exeltis
and Turkey will strengthen our bonding
with patients and improve the lives of
millions of people. m
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Can you give us an overview of Sanovel Pharmaceuticals
and its recent milestones?

Over the years, the company has shown strong growth backed
by powerful brands, a highly efficient, optimised field force
with a Rx/pharmacy balanced approach, a strong pipeline man-
agement yielding successful first-to-market generic launches
as well as competent change management and leadership.

In 2019 Sanovel’s production facility obtained FDA approval,
which is a major milestone and will allow us to export our prod-
ucts to the United States from the beginning of 2020.

Sanovel decided not to in-license products that were not
100% in-house. What are the advantages?

Full ownership of products means high margins with no roy-
alties. Sanovel's first-to-market generic strategy is backed by
unique intellectual property and R&D activities, which are key
differentiating factors and have led to lasting competitive ad-
vantages and strong brand equity.

What are the key therapies you are targeting?

We have a strong presence in core therapeutic areas includ-
ing anti-ulcerants, cardiovascular systems, antirheumatic
systems, muscle relaxants, antibacterials, anti-diabetics and
anti-epileptics. We are enlarging our portfolio in favour of
chronic therapeutic areas such as anti-thrombotic agents and
anti-cholesterol drugs. And also, as a branded generic com-
pany, we are developing new formulations and combinations
of existing products in different pharmaceutical forms with our
world-class manufacturing capabilities.

Could you elaborate on Sanovel’s presence in export mar-
kets?

Sanovel leads the way in acute and chronic markets in Turkey
and always tends to internationalize and globalize its business
activities. The company has been exporting products to lo-
cal regions such as Turkmenistan, Azerbaijan, Kazakhstan and
other CIS (Commonwealth of Independent States) countries
and operating with its own marketing teams till 2015. Then
we changed our strategy and started working with distributors
in those countries. Sanovel, as a branded generics company,
wants to be a player in global markets and the emerging mar-
kets in particular. In 2019, we partnered with Abbott Laborato-
ries in most of the CIS countries.

Our current portfolio and innovative pipeline match most of
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the potential export markets and registrations are in progress
in countries such as Spain, Thailand, Vietnam, Malaysia and
sub-Saharan countries.

How does Sanovel fare against foreign competitors in
these markets of operation?

Competition is important because it compels industry to pro-
vide higher quality goods and services at lower prices. We
know that pharma companies should tailor their strategies to
fit local markets.

Sanovel pursues a cGMP quality management system in com-
pliance with international standards and operates a fully inte-
grated manufacturing facility in accordance with EU GMP pro-
cedures. All products manufactured comply with applicable
standards, including EudraLex — Volume 4 GMP guidelines,
FDA guidelines, PIC/S directives, World Health Organization
recommendations and various ICH standards, thus creating
world class quality products with affordable prices.

How many countries is Sanovel presently trading in?
Currently we are trading our products in 10 countries mostly
in the local region. Since the beginning of the company our
major focus was always the Turkish pharmaceutical market. For
the last five years we are focusing on potential and strategic
export markets and fully working on registration processes in
new countries. Apart from CIS countries, Albania and Iraq, all
our eyes will be on US market in 2020.

What would you say is Sanovel’s strength in obtaining pat-
ents rights?

Sanovel has a pioneering track record of IP protection activi-
ties among Turkish corporates. According to the Ministry of
Industry, Sanovel is the first firm in terms of IP competence
among all government certified R&D centres listed in Turkey.
Sanovel has been Turkey’s most prolific national patent filler in
the pharmaceutical industry since 2011.

Do you have a final message for our international reader-
ship?

Turkey is a natural bridge between both the East-West and the
North-South axes, thus creating an efficient and cost-effective
hub to serve major markets. In such a geostrategic location,
providing world-class products at affordable prices is the way
to internationalize and globalize our business. m
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INDUSTRY VIEWS ON LOCALISATION

“The localisation policy has helped us obtain more contracts with customers
because small and mid-sized companies who relied on imports are now
required to produce in Turkey, and without the technical production and R&D
facilities, these companies reach out to both CMOs and CROs to execute the
dossier for them.”

- Sirin Deha, General Manager, Era Pharma

“With the localisation efforts made in the industry, international companies are
shifting their manufacturing sites to Turkey. Santa Farma would like to position
itself as a production hub within this process, as the owners of some of the
most productive facilities in the country.”

- Dr. Ayca Sezer, MD Corporate Business Development Director,
Santa Farma ilag

“Within the current framework of reimbursements, the government is the
main player, purchasing more than 85% of the total product output; naturally,
the authorities would like to protect local production. When the localisation
policy was introduced, we were put at a disadvantage and had to evaluate our
commitment to staying in the business.”

- Esra Saracoglu, General Manager, Platin Kimya

“As an intermediate to our clients, we offer local companies more freedom,
independence and flexibility. For the country, it could well be said we are
bringing a platform for localization in Turkey. The company can contribute in
making localization become a reality, provided that the local industry also gives
us the chance to do so.”

- Cem Erdem, CEO and co-founder, Florabio

“In my view, the localisation project is a badly applied good idea- it is not that
| believe the MoH should be stricter, but on the contrary, it should be more
lenient if the goals of the localisation policy are to be accomplished without
being seen too autocratic. At this point, the localisation policy is seen as a
dictation, which | believe may lead to unforeseen circumstances in the longer
term.”

- Deniz Demir, Chairman, Dem ilag
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Large Molecules

THINKING BIGGER:

THE TRANSITION TO LARGE

MOLECULES

The Turkish pharma industry is on the
eve of a rebirth as it seeks to grow a
biopharma component. Representing
17% of the total prescriptions share in
Turkey, the biopharma sector grew by
30% in 2018 to reach US$859 million.
More impressively, the biosimilars mar-
ket rose by 42.2% in the same year to a
total value of US$47.5 million. However,
the 250 biologics and 83 biosimilars cu-
rrently on the Turkish market are mostly
imported products, putting a signifi-
cant burden on the healthcare budget.
Although the localization instrument
may prove useful in obliging local pro-
duction for chemical drugs, this is not a
practical option for biopharma. Interna-
tional biotech companies would be un-
able and unwilling to make the transfer
of sophisticated technology to Turkey.
As such, the best alternative left for the
government is to incentivize the cre-
ation of a local biopharma sector. De-
spite the heavy task at hand, Turkey puts
its faith in its potential: “We believe the
biopharma industry will be among the
first three to strengthen the country’s
economic power,” said Professor Berrin
Erdag, chief senior researcher of state
agency Tubitak.

The first isolated attempts at devel-
oping biopharmaceuticals took place
in the early 2000s. However, system-
atic efforts and the de facto birth of
the industry began in 2013, when the

government made substantial funds
available for this sector. Organizations
like Tubitak, The Scientific and Tech-
nological Research Council of Turkey,
and TUSEB Health Institutes of Turkey
became prominent actors in facilitating
grants to the sector for both early and
later-phase development, including
clinical studies. Nobel, Atabay, Deva
and llko were the first recipients of non-
refundable money granted to encour-
age the first steps in building biotech
capabilities and other companies fol-
lowed suit. Centurion made a US$37
million investment in 2015 to build a
biotech plant for the development of
biosimilars in Ankara.

The foundation of Turkish biotech dif-
fers greatly from other countries. A
young industry worldwide, biotech is
typically made of young SMEs stem-
ming out of campus-based research
labs. By contrast, the Turkish biopharma
component is not an endogenous new
segment, but an additional component
grown by the existing pharma busi-
nesses. The chemical pharmaceutical
companies that accepted to grow these
new legs were incentivised by both the
funding put at their disposal, as much
as by upcoming limitations in chemi-
cal drug production. As fewer original
chemical drugs are expected to lose
patent in coming years, the biopharma
segment counteracts with considerable
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opportunities. Prof Berrin Erdag, at
Tibitak Mam Generic Engineering and
Biotech Institute (GEBI), believes 30 out
of the 50 best-selling molecules will be
biopharmaceuticals.

Some pharma companies have been
quick to jump on the opportunity,
replicating the power structures they
established in the traditional pharma
industry. A market leader in traditional
pharma, Abdi Ibrahim proportionately
invested in a large biotech drug facility,
AbdiBio, in 2010: “Biologicals will shape
the future of the pharma industry, and |
believe companies should be investing
so that they are not left behind,” urged
Siha Tagpolatoglu, Abdi’s CEO.
Whether Turkey’s investment in bio-
pharma is too hasty or not fast enough
is a matter of debate. Professor Tanil Ko-
cagdz of Acibadem University believes
Turkey has awoken to the importance
of biopharma very late, but there is still
a chance to catch up. Creating a bio-
pharmaceuticals ecosystem is a lengthy
process; while building a manufacturing
site may take as little as 18 months, the
development of a biosimilar molecule is
a much longer commitment, stretching
over years. Sliha Tagpolatoglu provides
insight into this timeline: Abdi lbrahim,
employing more than 4,500 people
worldwide, expects to have its first fill-
and-finish product ready in 2021 and
the first biosimilar in 2027. Going as far
as developing original molecules is a
dream so far not thought of.

Five years ago, there were more than 19
companies making investments in bio-
tech and today, 41 projects, including
two reference products are bustling in
the pipeline and expected to launch by
2024. While some have jumped head-
first into the promising sector, other
players have taken a more conserva-
tive stance. Philipp Haas, chairman of
Deva, one of the first recipients of fund-
ing for biotech, is more cautious about
the future: "Biopharma is a challenging
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BIOTECHNOLOGICAL PRODUCTS

Source: IQVIA, IEIS UNIT VALUE

%‘4\} IEIS 2010 2019 2010 2019
Biosimilar 100% 100% 100% 100%
Blood and hematopoietic organs 0.0% 90,3% 0.0% 57,5%
Antineoplastics and immunomodulatory agents 100.0% 3,9% 100.0% 31,4%
Digestive system and metabolism products 0.0% 4,7% 0.0% 71%
Systematic Hormonal Preparations 0.0% 1,0% 0.0% 3,9%
(Excluding Sex Hormones and Insulins)
Dermatologic Products 0.0% 0,1% 0.0% 0,1%
Originator 100% 100% 100% 100%
Antineoplastics and immunomodulatory agents 6.9% 14,3% 44.2% 51,6%
Digestive system and metabolism products 51.1% 68,8% 23.8% 24,0%
Blood and hematopoietic organis 35.1% 3,7% 17.3% 10,1%
Systematic Hormonal Preparations 0.1% 1,1% 1.5% 3,8%
(Excluding Sex Hormones and Insulins) 1.9% 3,5% 4.1% 3,0%
Respiratory System 0.1% 1,5% 0.4% 2,9%
Genito Urinary System and Sex Hormones 3.3% 5,7% 3.8% 2,4%
Systematically Used Anti-infectives 1.5% 0,5% 5.0% 1,2%
Muscle-Skeleton System 0.0% 0,9% 0.0% 1,0%

arena that one cannot rush into,” he ex-
plained.

Even if the government has kick-started
construction of facilities, many of the
players with hopes in biotech have a
long path ahead before their invest-
ments bear fruit. At this point, there
are few Turkish biomolecules on the
market. Turgut ilag, the recipient of the
largest governmental grant in biotech,
is to market its first biosimilar in 2021.
From there, the company hopes to fol-
low with another launch yearly. Howev-
er, many of the starters in biotech have
still not launched any products. Large
parts of the sector have resorted to
importing biosimilars or conducting fill-
and-finish services.

Milestones in the distribution sector of
biopharma should not be undervalued
though; for the first time in Turkey, local
start-up TR Pharm managed to receive
the first non-EU and non-U.S. marketing
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authorization for cancer drug Reditux
of the Indian company Dr. Reddy’s. A
Turkish company obtaining the rights
to commercialize the biosimilar ahead
of European and American competitors
marks a leap in the country’s effort to
attest itself as a capable player in the
global biotech sector.

Nonetheless, without the internal pro-
duction of the protein or polypeptide,
the new entrants in the biopharma field
remain dependent on importing these
cell lines from abroad and subscribing
to their suppliers’ prices. Florabio is the
first and only cell line and media devel-
opment company to have licensed-out
its products from Turkey to Europe.
Owning the master cell bank is what
differentiates Cinnagen, the largest
biotech company in the MENA region,
with 12 molecules on the market. Ferhat
Farsi, CEO and co-founder of Cinnagen,
had worked for many years in traditional
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pharma without failing to study the de-
velopments taking place in biopharma:
“10 years ago, | realized there will be
a big change in the pharma sector; |
dreamed of implementing these chang-
es in Turkey,” he said.

Even if public money helped to jump-
start the manufacturing side, there are
many missing links without which the
biopharma sector will not be able to
fully take shape. “In order for Turkey to
compete effectively in this field, a sup-
portive ecosystem needs to be estab-
lished,” said Turgut Tokgdz, SG of IEIS.
The ecosystem would involve adequate
legislation to facilitate market entry for
biosimilars, creating awareness about
the use of biosimilars to doctors and
patients, knowledge building in special-
ized fields together with university part-
ners and, perhaps most importantly,
investors who can provide substantial
funding over an extended period.
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CinnaGen was founded in 1994 with
the goal of manufacturing hi-tech
products in biotechnology and
related fields.
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Could you tell us what led to the
founding of CinnaGen ilac in 20162

| used to work in leading pharmaceuti-
cal companies in Turkey, particularly in
chemical manufacturing. Over the last
eight years, | noticed a big shift from
chemicals to biological.

The Turkish biotechnology sector is on
the rise and we have excellent chemical
manufacturing plants. | created a strong
collaboration with CinnaGen, a compa-
ny that has been in biotechnology for
25 years. | partnered with them for a
technology transfer to Turkey because
10 years ago the company wanted to
become a leader in the Middle East
and Northern Africa (MENA) region for
biotechnology, and Turkey was the right
place to launch that effort. CinnaGen
has the largest pipeline for biotechnol-
ogy worldwide, with 12 products in the
market and another 13 products being
launched in the next three-to-five years.
Our vision is to become one of the top
10 companies in biotechnology world-
wide in the next 10 years and to create
an international brand for Turkey.

How has the competitive landscape
in the biosimilars space evolved in re-
cent years and how do you foresee it
shifting in the future?

Currently, almost 100% of the biotech-
nology products in Turkey are imported
and, | believe, in order to be successful
in Turkey, the key is to manufacture im-
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portant proteins within Turkey. Fill-and-
finish is also an important process that
needs to occur in the country and will
require technology transfer and analyti-
cal control methods to be applied. In
the last 25 years, CinnaGen has become
a creator of its own master cell lines with
no dependency on other companies.
The most important step in biotechnol-
ogy is creating the proteins or polypep-
tides internally, because you can then
control the cost of the products. Our
team has 30 people working on process
optimization and increasing productiv-
ity. We are running 5,000-liter bioreac-
tors currently and the capacity of our
bioreactors is 35,000 liters overall. In
biotechnological products, we are the
third largest producer worldwide and
we are exporting EUR 50 million worth
of product to Russia alone.

How can Turkey improve its ecosys-
tem to attract investment in biotech-
nology from international and do-
mestic players?

International companies that | have
spoken to are reluctant to transfer their
know-how to Turkey because they have
spent a few hundred million dollars
on their facilities and clinical trials and
do not want to share their proprietary
technology. Furthermore, it is not fea-
sible for them to shift their technology
manufacturing to Turkey. As a Turkish
company, our choice is either to con-

Industry Explorations

Industry Explorations

.

B s i, = T = i I - L

tinue importing in large volumes, which
is not sustainable in the long-term, or to
build our own manufacturing facilities.
| would encourage local companies to
invest in manufacturing to serve the lo-
cal market as well as foreign markets
through export, which will enable eco-
nomies of scale.

As CinnaGen, we spend US$600 million
for our pipeline of molecules, because
you need US$30-US$50 million per mol-
ecule in development. This budget is
not affordable to most Turkish compa-
nies at the moment. Recently, the gov-
ernment started some programs to fa-

Our ambition is
beyond imagination
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cilitate projects for clinical trials that are
near commercialization. TUBITAK [the
Scientific and Technological Research
Council of Turkey] used to find the basic
science and projects in the beginning,
however now they are helping existing
projects reach completion. The Turkish
market needs time and money to grow.

What is your vision for CinnaGen
over the next five years?

My ambition is to create the biggest
Turkish brand in biotechnology and a
global Turkish pharmaceutical compa-
ny that is capable of being in the top

Targeting to be among the Top 5 companies in
biotechnological medicine business in EU-MENA region.
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Currently, almost 100% of the
biotechnology products in Turkey
are imported and, | believe, in
order to be successful in the
country, the key is to manufacture
important proteins domestically.
Fill-and-finish is also an important
process that needs to occur
domestically and will require
technology transfer and analytical
control methods to be applied.

«

10 biotechnology players worldwide.
We have the market access and all the
other components in place to achieve
this goal. Our customers within the
MENA region, South America and CIS
countries are waiting for our manufac-
turing hub to become operational. We
will be able to start the globalization
of our company next year with Turkey
being our hub and enabling us to cre-
ate "Made in Turkey” products. Market
authorization is expected in the first
quarter of next year and we will aim to
register our products across numerous
countries. m
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FV: Director
SC and OK specialize in ophthalmology and rare diseases
SUNUM (SABANCI UNIVERSITY)
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Can you give an overview of SUNUM and the centre’s vi-
sion and purpose?

FV: SUNUM was established in 2010 as a central analytical re-
search laboratory of Sabanci University’s engineering faculty.
We secured an investment of US$35 million from the Minis-
try of Development and the Sabanci Foundation to establish
the center. The center has a very good infrastructure and the
unique building is designed after the structure of the cell.
SUNUM served the Faculty of Sabanci University until 2016
when there was a state call for the development of national
research centres. We made the strategic decision to apply to
become one of these centers. Our application was accepted
in 2017 and SUNUM is now one of the four national research
centers of excellence in Turkey. Naturally, we have undergone
an evolution process and we are now a self-sustained national
research center with considerable funding from the state. We
also attain finances from industry through contract research
projects and we are also trying to create our own revenue
through the development of special business models.
SUNUM was initially doing research work at early stage levels,
but now we are developing projects further to prototype lev-
els. We are aiming at doing research up to a technology readi-
ness level of six, and we are steering towards more applied
research, rather than just pure fundamental research.

SUNUM follows the “no departments, no walls” approach
of Sabanci University, complementing the research exper-
tise of different internal units and external stakeholders.
Can you elaborate on this approach?

FV: SUNUM is following a very contemporary approach where
the aim is to create and develop together. Societal challenges
require solutions which can only be achieved by multi-disci-
plinary teams.

Rare diseases and ophthalmology are two of the thera-
peutic areas where nanotechnology is applied. Could you
introduce our audience to the research carried out at SU-
NUM in these fields and its significance?

OK: In rare diseases, as in other conditions, we have different
pathological conditions for which the exact molecular mecha-
nism remains unknown. Most of these diseases are deemed
incurable at this moment. My research focusses on under-
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standing the molecular details of such diseases.

SC: My research is focused on diagnosing and treating dis-
eases in the ophthalmology field. Nano-medicines have a
rather universal applicability, with processes such as targeted
delivery, sustained release and increasing bioavailability rel-
evant in the treatment of any kind of disease. However, utiliz-
ing nanotechnologies is more challenging due to a significant
number of barriers and we are collaborating with companies
to take on the barriers. We are also focusing on tissue engi-
neering where we are trying to regenerate tissue using bio-
mimicked materials.

Can you give an insight into SUNUM's collaborative cul-
ture with partners in both the academic and industrial
world?

FV: SUNUM'’s main research focus is in the nano-biotechnol-
ogy space. Whatever we do has to be somehow related to
nano-technologies, but we have vertical pillars in the life sci-
ences, energy, defense, agriculture, environment, and water
space. The vertical pillars and their intersection with the hori-
zontal theme of nano-technologies, is our focus area.

Can you give some examples of successful partnerships
that SUNUM has established with industry players?

FV: SUNUM has developed different collaborative models to
establish good relations with industry and to secure trust and
respect. The German company Merck has invested approxi-
mately € 1 million in the center and we have subsequently
established a small production line for cell cultures and new
molecules of pharmaceutical value. We have a SUNUM-Merck
collaboration unit in the life sciences space and are progress-
ing to a three-way partnership model, which include SUNUM,
industry and pharmaceutical companies, to develop novel
molecules.

Do you have a final message for our global readership?
FV: Turkey has significant potential, especially with regards
to the country’s highly qualified R&D workforce. The country
also has quite good infrastructure which makes us competi-
tive by international standards. We must continue to create
a win-win environment through partnerships and collabora-
tions, nationally and internationally. m
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Could you provide an introduction to the IBG since laying
the first pillars in 2015?

We worked very hard for the last five years and, in a short
time, we have accomplished important milestones. IBG is the
largest life sciences center of Turkey. By the end of the estab-
lishment phase which is likely to last for another two years, IBG
will employ 500 researchers and staff. Our focus is on life sci-
ences and, specifically, on biomedical and genome sciences
in relation to the pharmaceutical industry. We are becoming a
hub for development of new biopharmaceuticals with four bi-
osimilars in our development pipeline. In addition, our facility
can support cell line generation and downstream process de-
velopment with analytical capabilities. We are establishing a
GMP certified therapeutic cell center. Furthermore, next year
we plan to start our first original pharmaceutical development
project on monoclonal antibodies. Taken to competition, this
accomplishment will make IBG one of the first centers to in-
clude original molecules in our portfolio across Turkey.

Could you describe what was the core vision in setting up
the center?

The IBG center is a national research center and this concept
is completely new for Turkey because thus far R&D had been
conducted in universities exclusively. In 2018, the government
created national centers for the first time in Turkey and we
represent one of these novel entities. Our vision is to create
a center where we can produce data through research and
transfer this knowledge into profitable technologies. In the
long term, we hope to excel in the fields of cancer and rare
diseases by developing our treatment capacities and becom-
ing a center of excellence.

What does Turkey need to further develop its ecosystem
in biotechnology in line with the opening of centers such
as IBG?

What our scientists and engineers develop in the lab does not
get translated to industry, intercut by missing links in the sec-
tor. We need to bridge these two realms and create mecha-
nisms that will help the transition from laboratory to industry.
The government is doing some work towards this goal by sup-
porting capital venture funds that invest in startups focused
on high technology platforms within biopharmaceuticals.
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Even though we benefit from strong infrastructure, the prob-
lem is that Turkish investors are risk averse and unwilling to
commit their capital for longer than three to five years, which
is not conducive to startup culture-which requires 10 to 15
years to see a return on investment. This short-sighted vision
and culture is the big obstacle.

Could you give some examples that show IBG's successful
collaboration with industry partners?

We have four biosimilars in our pipeline. The first product is
developed for a domestic pharmaceutical company. The oth-
er three biosimilars are developed together with an American
startup company. Together we combine technological skills
and heavy research infrastructure.

Could you give us an insight into IBG’s core areas of re-
search and its ambitions in these fields?

We have two key focus areas: cancer and rare diseases, also
called orphan diseases. For cancer treatment, our approach
is to discover new targets and develop tools to facilitate the
development of new drugs. Instead of working on chemicals,
we prefer to work on proteins and therapies involving recom-
binant DNA technology. A typical example of our approach is
to first discover extracellular proteins involved in resistance to
drugs and then develop monoclonal antibodies against such
proteins to block their contribution to resistance. We test such
antibodies initially in vitro under laboratory conditions, then in
animal models of human cancers.

For rare diseases, we have three aims. The first is to explore
children’s rare diseases and identify new causative genes. The
second is to develop tools for genome-based diagnostics of
these diseases. Our third aim, which is a long-term goal, is
to develop molecular and cellular therapies against selected
rare diseases.

What would you identify as being a key challenge for bio-
technology in Turkey?

Our research is heavily dependent on imported reagents and
other products. Unfortunately, because of complicated regu-
lations for import, the process is very slow and expensive. This
has a very bad effect on our speed of product development. m
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Opportunities
and Legal
Loopholes in
Biosimilars

Between executing simple fill-and-finish
processes and the more far-fetched
hope of developing originals, Turkish
companies' best chance is in biosimilars.
Producing a biosimilar follows a com-
parable pathway to that of a biologic,
with the significant exception that the
development phase can be up to 80%
cheaper. Zafer Tokséz, CEO of Arven,
spelled out this compromise: "Realizing
that biologicals are the future of the in-
dustry, but without the capital to invest
in developing new drugs, we decided to
focus on the biosimilar space.”

Like Arven, many of the companies ac-
tive today in the biopharma space are
developing biosimilars. Murat Barlas,
chairman of pharma importer Liba and
President of the Turkish Biopharmaceu-
ticals Platform (TBP), believes the bio-
similar market is already too crowded,
even before the products are launched.
Often thought of as the generics of
large molecules, biosimilars actually
bear little resemblance to small mol-
ecule generics in terms of the physi-
cal structure and manufacturing pro-
cesses, though a comparable pricing
philosophy applies. Since the first FDA
approved use of recombinant human in-
sulin in 1982, the growth of biopharma
has outpaced classic pharma as the new
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category of medicines were not merely
controlling the symptoms of diseases,
but also intervening in the functioning
of the body’s immune system. The busi-
ness model of biosimilars diverges from
the “one size fits all” generic model, in
which a blockbuster drug is used for
long periods by a large population seg-
ment. A biosimilar, like a biologic, could
potentially cure a disease, shifting the
business model to more personalized
treatment, or what has gained currency
as “precision medicine.”

However, the pricing relationship be-
tween an originator-generic applies to
the biologic-biosimilar duo. The inno-
vator molecules, whether small or large,
occupy a privileged position rewarded
through higher prices for a given time,
until competition from imitator drugs
can bring prices down. Nevertheless, the
extent to which these prices are brought
down is a sensitive consideration, espe-
cially in biopharma, because of the need
to recoup larger investments. With the
current reference Turkish price systemin
use today, prices are brought down by
30% to 40% of the real-market price of
the product. The pricing roadmap can
get even blurrier in terms of the com-
petition with originators. Multinationals
with the ownership of the original drug
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can reduce prices by up to 70% to ob-
tain tenders, which effectively closes the
market for biosimilars. Without a more
defined legal framework for biosimilars,
the message for investors in this space is
a conflicting one.

To stay competitive biosimilars pro-
ducers are forced to drastically reduce
prices, which saves the government
significant money. For instance, high-
tech drug importer TR Pharm recently
secured a biosimilars tender in which
the Turkish government saved 400 mil-
lion TL against the originators price. Be-
sides sparing public finances from high
expense bills, biosimilars bring much
needed treatment for patients who do
not have access to biological drugs. In
the treatment for cancer, biologics or
biosimilars are used only as a second-
ary option where the patient does not
respond to chemical treatments. "The
products we target are very efficient
and show limited side effects but, de-
spite their existence, it is a shame that
not every patient can reach them," said
Deniz Demir, general manager of Dem
ilag, a company that is the first biosimilar
licence owner and currently investing in
a bio-manufacturing site for the devel-
opment of monoclonals.

Because they are large molecules, bio-
similars cannot travel everywhere into
the body and are thus more targeted
towards a specific location; this reduces
the toxicity experienced in the case of
a highly dispersible chemical drug. Nev-
ertheless, biosimilars are yet to revolu-
tionize access to treatment, mainly be-
cause there are barriers to approving
these molecules. Guidance on biosimi-
lars around the world is still considered
vague in terms of establishing “high
similarity” or “no clinically meaningful
differences,” the key correlative attri-
butes that legitimize a biosimilar's use.
Pursuant to the United States’ Public
Health Service Act (PHS), biosimilarity
is described as “high similarity to a ref-
erence product notwithstanding minor
differences in clinically inactive com-
ponents,” and no “meaningful differ-
ences” in terms of safety, purity and po-
tency. The European Medicines Agency
(EMA), the drugs regulatory body of the
EU, has a similar definition. The evalu-
ation of these criteria occurs through a
rigorous stepwise approach, involving
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evidence to eliminate any uncertainty,
starting from technology for character-
ization, animal studies for toxicity and
comparative pharmacokinetic and phar-
macodynamic studies, together with a
clinical immunogenicity assessment and
even head-to-head clinical studies from
Phase 1 to Phase 4.

Murat Barlas, chairman of Liba ilag and
also President of the Turkish Biopharma-
ceuticals Platform (TBP), believes regu-
lation in biosimilars needs to be better
tailored to Turkey to reduce some of the
bottlenecks facing clinical trials by using
advanced analytical tools to prove bio-
equivalence: “Turkey needs to develop
its regulatory affairs first. We cannot just
copy the United States’ FDA or Europe’s
EMA. The upcoming projects in biosimi-
lars and biobetters are very interesting
with huge investments. However, the
biggest challenge for all these compa-
nies is that they get less time to market,”
he said.

Skipping some of the clinical steps to
prove equivalence is an issue addressed
outside of Turkey’s context too. This is
referred to as “Abbreviated licensing
pathway,” a legal recognition based on
the assumption that the “copy” drug
has the same efficacy and safety as the
original and therefore the clinical devel-
opment programme can be reduced.
Clinicians and patients expressed their
hesitance that biologicals are not as ver-
ifiable as chemically synthetized drugs;
produced in living organisms and thus
showing intrinsic variability, or micro-
heterogeneity, there are no two identi-
cal biologicals, and the manufacturing
conditions influence their quality. Thus,
a "highly” similar rather than identical
paradigm is applied. Dr. Gizem Dinler,
associate professor at Istanbul Techni-
cal University (ITU), is confident in the
power of analytical tools to prove bio-
equivalence: "It is vital for pharmaceuti-
cal companies to have good biophysical
infrastructure to pass through the pre-
clinical work.”

Gizem'’s department obtained a govern-
ment grant to buy the sophisticated in-
struments for structural biology.

In the EU the regulatory pathway to
approve biosimilars was established
in 2003 and, by November 2018, 50
biosimilars were authorized. Biosimilars
market penetration in the EU is better
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than in the rest of the world, but substi-
tution policies are dependent on each
member state. For instance, in Spain
hospital tenders do not allow biosimi-
lars except for naive patients (a patient
who has never undergone treatment for
the illness targeted by the experimental
drug), while the Nordic countries accept
full interchangeability at pharmaceuti-
cal level. Full interchangeability is the
ultimate step in granting biosimilars
recognition as an equal substitute to
biologics.

As healthcare costs increase, devel-
oped economies like Europe, the United
States, Japan Canada and South Korea
are increasingly looking at biosimilars,
but the way these jurisdictions adopt
biosimilars will have an impact on the
acceptance of these drugs worldwide.
Differences in the regulatory pathway

across countries can be an obstacle
for biosimilar development in coming
years, but global harmonization is likely
to occur as in the case of generics. One
way that these obstacles are tackled is
through biobetters, or biosimilars that
are not mere copies of the innovator,
but which bring improved characteris-
tics, be it improved stability or a more
patient-friendly mode of administra-
tion. For instance, the first generation
of biological, such as human insulin
or the early versions of human growth
hormone, are immediate release drugs
administered through infusion or subcu-
taneously, but biobetters of these mol-
ecules use glycol-engineering to reduce
the risk of immunogenicity, which makes
the drug safer and requires lower doses,
with a prolonged effect on the target.

Image courtesy of TUBITAK
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Could you briefly introduce your work?
Together with the MOH, we established a lab called “Genomic Lab”, where we work

Prof. Dr.

Berrin

Erdag

on next generation sequencing for the development of personalized therapies. We
also have a laboratory at a hospital, which lends us access to patients and samples
for our genomic sequencing, thus enabling us to diagnose patients with mutations
or genome-related diseases. We also conduct research with breast and colon cancer
patients to deduce genetic variations specific to the Turkish population to help us
develop personalized therapies for such patients. We have access to sizable grants in
collaboration with medical doctors, and our students have the chance to work at the

hospital as well. Another branch of my research involves drug targeting for certain
protein interactions in cancer therapy. This is a fruitful part of the laboratory that helps
us find therapeutic targets and we have released several publications on our related
research.

Chief Senior Researcher
TUBITAK MAM GENETIC ENGINEERING AND
BIOTECHNOLOGY INSTITUTE (GEBI)

Additionally, we work on developing biosimilars in collaboration with some of the in-
dustry leaders. We obtained a large grant in 2016 that enabled us to pursue down-
stream development in ITU and buy state-of-the-art instruments for analytics that we

- Dr. Gizem

Could you provide a brief introduction
to the institute and an overview of its
development?

TUBITAK MAM GEBI is the national re-
search institute for finding and conduct-
ing biopharmaceutical research and de-
velopment in Turkey. Our institute has
been working on the development and
production of antibodies since 1992 for
the diagnostics and therapy of certain
diseases. We produce not only for Turkey
but also for the global markets, there-
fore we aim to conform to international
standards in terms of our infrastructure
and personnel training. While numerous
companies and institutions began their
work with biosimilars, we chose to fo-
cus on developing original recombinant
whole and partial monoclonal antibodies
using antibody engineering. Our target
is to develop valuable endogenous mol-
ecules with patent protection. We have
several original novel recombinant anti-
angiogenic monoclonal antibodies and
peptide structures protected by patents
from several countries such as USA, Chi-
na, Korea and Turkey as novel reference
drug candidates. We collaborate with
national pharmaceutical companies to
produce biosimilars as well. Although
we have patents, commercializing novel
original active molecules is not so sim-
ple. We rely on public funding and re-
quire solid grounds and collaboration
with pharmaceutical companies to com-
mence our projects.

Why is biotechnology an important
sector for Turkey and what is your role
in achieving milestones within this sec-
tor?

We believe that in the future, 30 out of

the 50 best-selling molecules will be
biopharmaceutical. The Turkish market
has reached approximately USD 7 billion
and 20% of prescription sales come from
biopharmaceutical products produced
locally and from imports. Seeing this
opportunity in biopharmaceuticals, we
want to seize the opportunity and learn
the cloning of recombinant antibodies
to produce microbiological entities and
continue working on large antibody mol-
ecules that are approximately 150 kilo-
daltons. We have state of art equipment
and experience in development, selec-
tion and production of the recombinant
cells to produce biosimilars and original
molecules.

How can the synergy between govern-
ment, academia and the industry be
improved?

Government has announced medical
biotechnology is a priority technology
area for funding. Soon after government
started providing budget to institutions
and private companies, which has con-
tributed greatly to the development of
biotechnology in universities, research
centers, TUBITAK institutions and phar-
maceutical companies.

What are the current research capabili-
ties at GEBI?

Our infrastructure consists of nine labo-
ratories and is key to the production
of biosimilars and original molecules.
Our patented anti-vascular endothelial
growth factor (anti-VEGF) and anti-VEG-
FR2 molecules, peptides and monoclo-
nal antibody fragments are now getting
close to the market and this is something
we have been studying for the past 16
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years since 2003 at TUBITAK. Our aim is
to work on therapeutically important re-
combinant antibodies and peptide struc-
tures for the future. We are establishing
a new biotechnology center ‘'MEDIBIYO’
where we will work on development of
novel Mabs and Mab fragments as well
as other novel diagnostic and therapeu-
tic peptides for the health industry.

In addition to our strength in antibody
discovery and production, we are ex-
panding our research in various fields
including theranostics (both diagnos-
tic and therapeutic) and nanoparticle-
based drug delivery for cancer therapy
and diagnosis. In the application of ther-
anostics photodynamic therapy, we are
also dealing with developing effective
compounds as a combination of highly
competitive and effective new molecules
which are anti-angiogenic and effec-
tive photosensitizer. On the other hand,
nanoparticle based therapies and drug
delivery system for anti-cancer agents
especially functionalized with monoclo-
nal antibodies (Mabs) are our new ex-
panded field. Advances in recombinant
DNA technology are the keys to pharma-
cogenomics and personalized medicine.
These developments promise to result
in more effective, individualized therapy
and advances in preventive medicine.
In this context, we will continue to work
on a new generation of therapeutic ap-
proaches based on recombinant DNA
technology.

We believe that the biopharmaceuti-
cal industry will have a strong impact
on Turkish economy in the future and
be placed among the first three indus-
tries strengthen the country’s economic
power. m
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We work on developing
biosimilars in collaboration with
some of the industry leaders.
We obtained a large grant in
2016 that enabled us to pursue
downstream development in
ITU and buy state-of-the-art
instruments for analytics that
we provide as a service to the
industry.
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provide as a service to the industry.

What are the next generation medicines that the industry can expect based on your

research?

While this is a complicated question to answer, the next generation medicines will
depend on money because | believe the more you put in, the more you get out of
your research. Most of the Turkish companies within the biosimilars space are trying
to develop their own biosimilars, however, they realized that it is not easy without
dedicating a large chunk of funds. These companies are waiting on decisions by the
Ministry of Health in order to carry on with investments because at the moment, they
are not feeling at ease. The Government is helping the industry by providing grants to

kickstart research in biosimilars.

Could you comment on the preparedness of students and graduates to tackle such

a knowledge-intensive field?

The students trained in my laboratory are recruited by companies such as Nobel and
Turgut. Our aim is to train students and prepare them sufficiently for a career in the

industry.

How cohesively do academic institutions and the industry work together in Turkey?
The industry is in the early stages of seeing collaborations between universities and
companies. We work well with pharmaceutical companies because they are willing to
help us and we in turn help them, leading to a mutually beneficial relationship with the
common goal of achieving success. However, this is not commonplace and we hope

that other universities will follow our lead.

What is the state of the infrastructure in university laboratories within academic

institutions across Turkey?

In terms of biologics, pharmaceutical companies find it vital to have good biophysical
infrastructure. The more sophisticated the instruments, the better the analytics, which
allows companies to pass through a lot of pre-clinical work because you no longer
need to prove certain things. For biosimilars, the EMA allows companies to prove their
work by using these techniques and we need this confidence in our way of developing
products for the quality of drugs and for the patients’ benefit. We are pleased to have
obtained the grant that allowed us to buy sophisticated instruments for structural biol-
ogy, thus enabling us to conduct niche analyses through such projects.

Do you have a final message for our readership?

Pharmaceutical companies need to develop their own products rather than simply fol-
lowing the fill-and-finish method. Turkey needs more national products for our country
and global players can contribute to this as well. Science should be heavily involved in
the process and there are few companies that are taking this very seriously. m
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Can you give an overview of how Hasbiotech has evolved over the years?
Hasbiotech was established in 2009 with a very ambitious vision to become a pio-
neer in the biotech space. The company falls under the umbrella of the DEMIRYAKA
HOLDING.

We have set our target on creating an original Turkish medicine which will be manu-
factured at our site, and we are also working to establish a manufacturing site for
bringing the technical know-how to Turkey for manufacturing of biotechnological
products and export of these novel medicines to the global market.

Can you give insights into Hasbiotech’s product portfolio and capabilities in
the biotech space?

We have a blockbuster product which has been in the Turkish market since 2012.
HEBERPROT-P contains human epidermal growth factor which is produced by re-
combinant DNA technology. When directly injected into the wound, this growth
factor ensures healing of deep and serious diabetic foot ulcers that are induced by
diabetes and may usually lead to amputation of the foot.

It has gained an important place among the treatments of diabetic foot ulcers and
those addressing the prevention of diabetes-induced foot amputation. HEBER-
PROT-P provides a fast, safe and effective wound healing process and has signifi-
cantly reduced the rates of foot amputation caused by diabetes-induced foot ulcers
in 26 countries where the product is already registered. We are also currently work-
ing on a new product assumed to be life saver and reducer of the complications of
stroke.

Our areas of focus in the biotech area are focused on the needs in the market. We
are in the process of constructing a manufacturing site where we will be establish-
ing systems that will enable us to carry out contract manufacturing activities in ac-
cordance with good manufacturing practices and controls. Having manufacturing
capabilities in Turkey will reposition our company in the sector. We are open for
in-licencing and contract manufacturing cooperation. We are open to design our
modular manufacturing site according to the needs of the clients.

Cuba was a primary focus and a starting point for Hasbiotech. Could you elab-
orate on how has this focus manifested?

Cuba, after the revolution, created a structure to develop its own medicines and
improving the health system within the scope of socialist thoughts. By the accu-
mulation of 50 years of knowledge, Cuba experienced a biotech boom which also
started to be recognized by USA and European countries. The first boom was with
an innovative medicine called Heberprot-P, which is also our blockbuster in Turkish
market. Up to now, approximately 6,000 patients used Heberprot-P and, according
to a retrospective study; the success rate is almost 90%.

By the innovative perspective gained and improved during all negotiations with
Cuban institutes and scientist, HASBIOTECH decided to collaborate with Cuba for
the development of a promising life saving medicine targeted to be used in heart
attack. HASBIOTECH is the global partner of this medicine and responsible for the
development plan.

What are Hasbiotech’s objectives and vision for the next five years?

The entire DEMIRYAKA HOLDING has the aim to expand the know-how within the
medicine area. We are collaborating with Cuba to enable the transfer of knowl-
edge and technological advances. We want to foster and encourage innovation
within the medicine sector in Turkey. Hasbiotech is very open for collaboration on
biotechnology products and our aim is to build a healthier future by entering into
a cooperative development stage on biotech products which will also lead us into
a lucrative business model. In our search for innovative treatment options to be
brought to use both in Turkey and abroad, we wish to establish long business col-
laborations and joint studies (in-licensing, out-licensing and co-development). m
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Could you highlight some recent mile-
stones?

DD: Dem llag is active in specific thera-
peutic agents, focusing on niche haema-
tology and oncology products, mainly
originals or what we call super gener-
ics (or high-tech generics). We are also
the market leader in plasma derivatives,
and the first Turkish biosimilars license
owner. The past five years have set our
company on a very fast growth path,
which has made us one of the fastest
growing companies in Turkey, according
to IMS rankings. In this stretch of time,
our priorities have been mainly in R&D
and increasing our exports business.
Through our sister company, Pharmada
Pharmaceuticals, we concentrate on
hospital products, the majority of which
are dossier developments in injectable
generics.

Turning to our latest developments,
Dem ilag has invested in a sterile manu-
facturing site and bio-manufacturing
site, started in early 2013 and now reach-
ing its final stages of completion. This
site will cover an area of 12,500 square
meters, of which 2,500 square meters
are dedicated to biotech, especially to
the development of monoclonals. The
facility will run a nanotech manufactur-
ing line in our sterile filling area, as well
as a vials filling line, lyophilisation, and
ampoule filling line, together with an
extension project for pre-filled syringes.

What has encouraged Dem ila¢ to
make these investments?

DD: Low competition and high profit-
ability in this field motivated us; how-
ever, the main driver for Dem llag is
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to bring valuable technologies to the
country, and to make treatments reach-
able for all patients who are in need.

What is your take on the benefits and
disadvantages that the localisation
policy brings?

DD: The localisation project is a badly
applied good idea. The MOH should be
more lenient if the goals of the localisa-
tion policy are to be accomplished with-
out it being seen to be too autocratic.
The localisation policy should be car-
ried out in a way that speaks positively
of Turkey, and makes the country more
attractive for investors and multination-
als alike.

As one of the fastest growing compa-
nies in Turkey, what do you identify
as the main pillars of growth in this
evolution and how do you differen-
tiate the company in an ever more
crowded space?

DD: We never focused on the "easy"
products, but instead, we have chosen
the longer way to patents, selecting
products which are difficult to register
and to market. In this area, we have en-
countered less competition. Competi-
tion in the simple generics can be fierce
and many generic companies are actu-
ally just rounding the wheel, while new
entrants may not survive for a long time.

Dam llac has placed heavy emphasis
on R&D. Could you tell us what are
some of the key areas of focus in Dem
ilag's labs?

EU: Our main vision is to improve new
technologies and build the know-how

about biosimilars and nano-similars. We
are working on three different areas-
biotechnology, nanotechnology and
peptide use. We are trying to develop
our own cell-line and own media for
scale-up technology. After completing
our two biosimilars based on monoclo-
nal antibodies, together with our nano-
similar product which we hope to roll
out, the next endeavour will be to work
on original therapies. Throughout this
process, we also act as an educational
body by training our R&D staff to take a
role in our team.

Which export markets are you con-
centrating on?

AK: Dem ilag established its exports de-
partment five years ago and today we
are working with more than 30 countries.
Initially, we were focused on the MENA
region, but this was not enough, and
today our focus drifted to the regulated
markets. To maintain an apt exports
strategy, we need to monitor the politi-
cal situation in each country- in a market
like Libya, the strategy is devised in ac-
cordance to new developments, day by
day. This is a crucial reason why regu-
lated markets like Europe and America
are preferred.

DD: The Turkish market is not our main
focus. In every step of our strategy,
we have always created very well de-
veloped dossiers, following the most
reputable guidelines worldwide. In our
future growth, exports play the biggest
role. Even though we have a small num-
ber of products in our portfolio, we aim
to make these globally available. m
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Bringing All
Actors Together:
Industry, University,
Investors

THE TWO-WAY BRIDGE TO THE
KNOWLEDGE GAP

Pharma and biopharma are much more distant relatives than
their shared prefix may suggest. Biologics or biosimilars, which
are larger proteins, peptides, nucleic acids or cells, pose differ-
ent challenges in the development, production, commercial-
ization and scale-up. Due to their larger weight, methods of
preparation, route of administration, shelf-life, dosing, reactiv-
ity and other pharmacology considerations, pharma and bio-
pharma are estranged in terms of the stages of drug discovery
and development especially as far as cycle time, costs and risks
or likelihood of success are concerned. Unlike chemical mol-

WHERE TRADITION MEETS
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ecules with defined structures, large molecules have unique
structures that cannot be replicated with exactitude, thus con-
sistency is challenging for manufacturers who need to monitor
the process more closely.

Based on these differences, biopharma is treated separately to
classical pharma and it requires a different expertise. For these
reasons, the biopharma segment is, by broad considerations,
new to Turkey. The lack of industrial know-how in terms of bio-
synthesis and successfully completing compatibility studies will
be a key issue affecting Turkish biopharma. Pharmaceutical
companies entering this field need to train or attract new per-
sonnel with the adequate knowledge to work on an industrial
scale, but this has not proven easy: "It is very difficult to find
people with extensive knowledge and expertise in biotechnol-
ogy in Turkey. The main reason is that there are only a few com-
panies in this area which are actively producing biotech prod-
ucts,” said Hakan Kogak, CEO of Kogak Pharma.

Even though universities are training students in the science
of the latest generations of treatments, they can only prepare
students to a certain limit. “While educational institutions con-
tribute to basic scientific research, they do not provide indus-
trial experience to students and their training does not fulfill
the industry’s needs,” said Dr. Serdar Alpan, managing director
of Turgut ilac.

The initial governmental funds to incentivize biotech have
helped to construct the hardware of the industry buying ma-
chinery, setting up the labs and igniting business in that space.
However the software, including the R&D component, techni-
cal expertise and the capabilities of employees are even more
important to address.

Over half of the students working in pharma are educated to
degree-level, by nature of the highly knowledge-intensive field.
The government set up 32 Biotech and Research Parks in the
1990s to create platforms for universities, research institutes
and the industry itself to exchange technology. New educa-
tional courses are more tailored to the latest developments and
the needs of the sector. At private university Acibadem a new
course in microbiology was started three years ago, the first co-
hort including 71 students. With money from both Turkish gov-
ernment institution Tubitak, as well as funds from the European
Council, the tuition fees, normally reaching up to US$10,000,
were scraped for most students: “We wanted to make sure we
select the best students and expose them not only to tradition-
al classes, but also experience in empirical research projects,”
said Professor Tanil Kocagdz, who is head of the Medical Micro-
biology and Biotechnology departments.

However, the fabric of a solid knowledge base is sewed from
both theory and practice, and it involves academia as much
as it involves industry. Besides funding pharma companies,
grants offered to the industrial players were matched by grants
to universities to develop their competence in this field. Istan-
bul Technical University (ITU), one of the oldest universities in
Turkey, established a “Genomic Lab” with funds from the MoH
to work on the next generation of sequencing for the devel-
opment of personalized therapies. Scientists at ITU conduct
research with breast and colon cancer patients. In 2010, the
government also made a state call for the establishment of
research centres. Sunum, which stands for Nanotechnology
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Research and Application Centre, received a US$35 million
investment from the Ministry of Development. Over time, Su-
num also created its own financing streams through industrial
partnerships, becoming semi-autonomous. These centers are
thought to bridge the gap between the remote academia and
profit-focused industry.

Funds addressed to both industrial players and academic re-
search centres, especially in the development of biosimilars,
have facilitated collaborations between the industry and aca-
demia. Tlbitak’s 1004 project stands out as one of the pro-
grams that brought these two loose ends together. Atabay, one
of the well-established pharmaceuticals company and a leader
in paracetamol production, is a forerunner in university partner-
ships, with eight collaborations in total. Since 2015, the com-
pany has worked with ITU and Marmara University’s Depart-
ment of Pharmaceutical Biotechnology to produce a biosimilar
product starting from cell bank to final product, completing the
know-how arch and removing the need to import proteins. 23
scientists were also thus trained at Atabay.

Dogan Tasgkent, board member of Atabay, is also on the board
of the University Industry Collaboration Centers Platform
(USIMP) and an authority on what these collaborations entail:
“We noticed that in Turkey the collaborations are not between
the university and the industry, but are tied between an acade-

mician and the industry. We need to change the nature of this
contract from the individual to the institution,” he said.
Because of the legal framework, the responsibility is shifted
away from the university body to the individual professor, which
does not make universities accountable or reliable in long-term
projects that can last up to 10 years.

When Turkish Prof Tanil Kocagéz returned from his studies
at the University of California in 1994, he wanted to convince
his country’s academia of the importance of industry-univer-
sity collaborations: “It became clear to me that the success
of American biopharma was due to this prolific collaboration;
the headquarters of the largest biotech companies are located
near the campuses of universities like Stanford,” he said.

It took another decade before Turkey realized the importance
of this key partnership. Now, Professor Tanil Kocagéz is head
of Departments of Medical Microbiology and Biotechnology
at Acibadem University where he has been able to realize his
hopes. Three years ago, he started a partnership with Turgut
ilag to produce biosimilars. Although he does not deny the im-
portance of biosimilars in bringing money into the country, his
hopes go further: "Without producing original products, our
survival will be limited to imitating others. Of course we can
start with producing biosimilars, but this should not be the end
point in sight.”

Collaboration
Between
Industry and
Academia

Prof. Dr. Ercument KARASULU

EGE UNIVERSITY RESEARCH
AND APPLICATION CENTER

OF DRUG DEVELOPMENT AND
PHARMOCOKINETICS (ARGEFAR)

One of the most important goals of mod-
ern education is to train undergraduates
and graduates practically in the related
field. This issue is very important espe-
cially in new and innovative areas. The
most important step to be taken to solve
this is for the last year of undergraduate
education to take place in the industry,
or for the industry to take an active role
in education in certain periods in post-
graduate education. For this purpose,

universities, institutes or research and
application centers that provide educa-
tion, especially in the field of biotech-
nology, are the most important units for
cooperation with industry. Not only the
staff with academic training, but also re-
searchers who want to receive academic
training from industry, can thus have
an important opportunity. Tubitak's
doctoral-industrial projects and Higher
Education Institution (YOK) 100/2000
YOK PhD Scholarship are the most vivid
example of this.

Ege University Research and Application
Center of Drug Development and Phar-
mocokinetics (ARGEFAR), which carries
out almost all stages of the pre-clinical
and clinical research processes of refer-
ence biotechnological/biosimilar and
synthetic drug molecules in our country,
has raised many researchers with post-
graduate education and directed them
to industry or accepted researchers from
industry with their projects for postgrad-
uate education. With the involvement
of clinicians in this process, translational
researches carried out, especially in the
biotechnology field, will be an impor-
tant opportunity for our country and
the world. The deficiencies and require-
ments that clinicians have experienced

EXPERT OPINION

and identified in the field have reached
a point that can only be solved by the
collaboration of both academicians and
industry.

The main purpose of our center is to pave
the way for research in this direction by
using translational research with chemis-
try, biology, biochemistry, pharmacy and
medical sciences. We encourage our em-
ployees working in our center to receive
postgraduate education in order to train
them in the relevant field. We organize
their working hours in accordance with
their education schedules and provide
flexibility to our employees. At the same
time, by bringing the researchers in our
center together with industry represen-
tatives, we enable them to better under-
stand the needs of the industry as well
as enabling them to reach the compe-
tence needed by the industry. Providing
"learning by living" at higher education,
as in our center, will have an important
contribution in bringing the competent
graduates needed into the business life.
If such a strategy is followed, our country
will be a stakeholder in these develop-
ments and even be able to lead impor-
tant matters in the process, instead
of following the point the world has
reached in the biotechnological field. m
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Zeynep Atabay
Taskent &
Dogan Taskent

W

Since joining Acibadem University 10 years ago, one of your priorities has
been to nurture university-industry partnerships. What progress has been
made in this regard?

Since my time in the US, it became clear to me that the success of American bio-
pharma was due to the prolific industry-university collaborations. The headquarters
of the largest companies are located in the campuses of universities like Stanford;
when a product is developed in the research labs, it is launched into the market, and
ZAT: Owner a share of the profits are reinvested in research, which speeds developments by cre-
DT: Board Member ; ating an innovation cycle. Returning to Turkey in 1994, | sought to convince people
ATABAY in the academia of this model, but it took over a decade before the importance
of industry-university collaboration was brought into focus. Similarly, Turkey also
realised the importance of biotech very late, but there is still a chance to catch up,

W P rof D r with collaborations starting to form. Concrete relations, however, have only started
Please update us on the most recent cesses) in a way that creates an ecosys-  Since 1985, Atabay has received GMP ° L to materialise in the past few years.

developments taking place in the tem. and FDA approvals for APIs, and we

company? are selling APIs around the world. We Ta n I l You also have experience as an entrepreneur, having founded TIBO in 2005.
Since 2015, we have been running the With the objective of creating these have been selling finished dosage forms Could you share more details about TIBO?

biotech project supported by TUBITAK knowledge chains between the sci- mainly in our region. With the recent EU (X We founded TIBO, which stands for “Trends in Innovative Biotech Organisation”
to produce a biosimilar product, starting  entific world and industry, how could GMP facility, which includes production Kocagoz in 2005, focusing first on developing diagnostics, which are easier and cheaper to
from a cell bank all the way to deliver- university-industry collaborations be for sterile products, we are targeting the develop compared to therapeutic drugs. Using microbials to introduce diagnosis,
ing the final product. This project is be-  further fostered in Turkey? EU market. All Turkish pharma compa- the costs are minimal because human studies do not need to be carried out. TIBO
ing conducted in collaboration with two ~ We've noticed that in Turkey, the col- nieswantto exportand itisimportantto is specialised in rapid diagnosis for infectious diseases, with a focus on tuberculosis
universities: ITU’s Molecular Biotechnol-  laborations are not between universities  create regional hubs such as a “Pharma (TB). | developed a sample processing kit together with a rapid tuberculosis culture

ogy and Genetics Research Centre, and and industry, but are between an indi- Valley Turkey” to gain recognition for
Marmara University’s Department of vidual academic and industry. We need  quality and reliability.

Bioengineering. Bioprocess and OMICs  to change the nature of these contracts

Engineering Research Group are also from individual arrangements to institu- Could you share your vision of how

system. These products were brought to the attention of WHO because they are
simple tools with great usability in resource limited settings where TB continues to
take many lives. Without the resources for diagnosis, one third of people who die of
TB are never diagnosed. WHO has set out to reduce the number of fatalities by 0%

Head of Departments of Medical
Microbiology and Biotechnology
ACIBADEM UNIVERSITY
RESEARCH LABORATORY

part of the collaboration and the project  tional ones. Atabay may develop in the future? by 2030, and fully eradicate the disease by 2050. There is great scope in this area,
is also receiving government support. At Atabay, we are selling 50 million pack- but so far we have not been able to launch these products internationally. While
This triangle of partnerships works very ~ Atabay stands out as one of the few ages of paracetamol yearly, at very rea- TIBO makes US$400,000 worth of product in a year, global competitors produce
well. We have just completed our pilot APls producers in the country. What sonable prices, and reaching the homes Acibadem University is a private about US$4 billion equivalent in the same amount of time. It is my dream that the
production and are now starting the are the advantages of continuing this of everyone who needs the medicine. university founded in 2007, company will manage to establish an international collaboration to do global mar-
pre-clinical stage. We create almost ev-  line of production? Not many pharmaceutical companies keting and face competition better.

belonging to the Acibadem
erything, from downstream to upstream  Atabay is one of the few Turkish APl pro-  will enter this low-margin market. But ging :

processes and analytics. Atabay has the  ducers, with half of our API production  for us, two things flow from this reality: Healthcare Group. Professor Dr.

The biotech industry is still in its early stages. What potential does Turkey

first GMP-certified master cell bank pro-  going into captive consumption for our first, we are driven by the desire to have Kocagéz is a microbiology and have for developing original drugs?
duced in Turkey, and our R&D centre has  own formulations, and the other half be-  an impact on the population, to assume infectious disease Specialist. First of all, we have to trust ourselves, and fight against the belief that developing
received the official certification of the ing sold in export markets. There is a responsibility for reaching the people in drugs is too expensive, because this is only partly true and should not discourage
Turkish government. This year we are strategic advantage in this, both for the the streets, and to be a company with a our attempts. At this stage, research centres are able to conduct the first part of
also expanding into herbal-based medi- company and for Turkey more broadly. purpose. the research up to bringing the final product to the market, from lab studies, ani-
cines, which marks a new focus for the We produce paracetamol and oseltami- Second, we would like to create endur- mal testing, and even Phase 1 Clinical studies, with the financial help of research
company. vir phosphate APIs for influenza. When-  ing brands backed by APIs, to guarantee organisations like TUBITAK and TUSEB. In the universities, there are many drugs
ever there is an influenza outbreak, itbe-  the supply of medicines, independent under discovery of which the industry is not even aware. On the other hand, in the
Could you elaborate on the symbiosis comes very difficult to source the APIs  of the vagaries of the world economy industry, even big companies who hire over 150 scientists in their R&D teams do not
between the company and publicand because the producers sell mostly to big  or world politics. Last year, when the engage in research that will lead to an original drug with a prominent effect. These
academic stakeholders? pharma, with the rest waiting in line. euro went up, and pharma companies two components need to be brought under the same roof.
The master cell bank we are assiduously ~ Another advantage is that it allows us stopped importing medicines, we con-
working on is not simply a commercial to control the pricing, which is crucial tinued production despite the losses What is your message for our international audience?
project, but also a knowledge building when you consider the fluctuations of incurred, in order to guarantee hospitals There is a misconception that nothing innovative can come out of an industrial
project. Three other companies (llko, the Turkish lira against the dollar and an uninterrupted supply. Our employ- country like Turkey, that the research and ideas here are not developed enough
Deva and Nobel) received grants from the euro. ees, shareholders and various stake- to bring original research products. This is not true. We have very educated young
the government, and we are all work- holders together play a role in making talent and we need to organise these assets and bring together the universities
ing together (biosimilar pre-clinic and What is your experience of commer- Atabay a company with a social mission, and the industrial players, not only from Turkey, but at an international level too.
clinic studies’ policies, financial support cialising Turkish products on global which we hope to carry on to the fourth Investors and international companies should come and look at what is going on in
mechanisms and standardization of pro- markets? generation and beyond. m Turkey because what we are doing is not only for our country, but for humanity. m
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Prof. Dr.

R. Serdar
Alpan

Head of Biotechnology Group

TURGUT iLACLARI (BIOPHARMACEUTICALS)

W

Could you provide a brief introduction
to Turgut and highlight some recent
milestones?

Turgut Pharmaceuticals was founded in
1959 under the name of Fako Pharma-
ceuticals and became one of the lead-
ing pharmaceutical companies in Tur-
key within 10 years of its inception. Kaya
Turgut, the founder, grew the company
by establishing long-term global col-
laborations with big pharmaceutical
partners. He not only sold these com-
panies’ products but also brought their
technology to Turkey, thus becoming
a pioneer of new investments, such as
the first penicillin APl production in
the Turkish pharmaceutical industry.
Fako Pharmaceuticals had successfully
attained approvals in Europe and the
United States and exported to these
highly regulated markets. In 2004, Fako
Pharmaceuticals sold the generic busi-
ness to Actavis and quit the commerecial
business. | met Kaya Turgut in late 2013
and together we established Turgut
Biotechnology Group in January 2014
and made one of the largest biotech-
nology investments in Turkey. Today,
we have 50 employees working in Tur-
gut Biotechnology Group.

What are the present gaps in the mar-
ket for biotechnology and biosimilars
and how can Turgut help fill that gap?
Our strategy was focused on a bio-
technology platform including cell line
development, process development,
protein characterization, process scale
up and large scale GMP production. In
addition, we carefully selected and in-
vested in young scientists and created

the first generation of Turkish biotech-
nology experts. We established strate-
gic partnerships with selected expert
companies and transferred advanced
industrial technologies and this strat-
egy has enabled us to establish our
own biotechnology platform. This bio-
technology platform ranges from indus-
trial cell line development to large scale
production with all the steps in be-
tween. We also established a successful
industry-university collaboration where
we have a fully owned R&D center that
is managed by us on the university cam-
pus. We have also built a GMP produc-
tion facility on the outskirts of Istanbul
in the Gebze Organized Industrial Zone
that will open next year.

What is Turgut’s focus in terms of the
products it develops?

We develop and manufacture our own
biosimilar monoclonal antibody prod-
ucts to the standards of Turkish MOH,
the FDA and the EMA. For this pur-
pose, we established an R&D based
biotechnology platform for the devel-
opment and manufacture of high qual-
ity biosimilar monoclonal antibodies.
These products have already achieved
immense success globally in terms of
sales and their patents have recently
expired. On our biotechnology plat-
form, we developed five industrial cell
lines expressing five monoclonal anti-
bodies and three small scale process
developments, of which two are GMP
productions and one is in the clinical
trial phase. Turgut's investment is in the
monoclonal antibody APIs that are very
successful in changing the landscape
of various therapeutic fields. Our aim
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is to produce these APIs within Turkey
and increase the access of these drugs
in Turkey and global regulated markets.
We will continue to invest in R&D and
people for sustainable growth.

How could companies such as Turgut
and Universities mutually benefit from
strategic partnerships?

While educational institutions con-
tribute to basic scientific research and
develop new technologies, they do
not, naturally, have industrial experi-
ence. Universities and industry comple-
ment each other when they collaborate
and successful industrial products can
be developed as a result. In terms of
providing a smooth transition into the
workforce for students, most compa-
nies within the industry have a training
system to onboard students and other
employees.

Do you have a final message for our
readership?

Big pharmaceutical companies create
value through R&D and we would like
to prove this principle within the Turkish
industry through our R&D-based bio-
technology platform. Importing APIs
and providing the fill & finish locally is
only contributing to a fraction of the
entire process, however producing the
API locally means creating the majority
of the value. Our biotechnology plat-
form is key to succeeding in biotechnol-
ogy within Turkey and, we believe, we
will prove that R&D investment creates
value in the Turkish pharmaceutical
industry and encourages investors to
bring more money into the field. m
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THOUGHTS

“To add true value to the Turkish pharma industry, we need to get into R&D sooner
or later, because innovation is the only way we can obtain meaningful profits to the
country.”

- Mehmet Goker, CEO, TR Pharm

“We need to take a step back before rushing into biologicals: first, we need to fully
consider R&D, starting with the R, and then the D, before the B of biologics. For
this, the government needs to look into legislation to bring universities on board
and create a three-legged support between the government, universities, and the
pharma industry.”

- Faik Somer, CEO, Birgi Mefar ilag

“Most Turkish companies within the biosimilars space are waiting for decisions from
the MoH to carry on with the investment because currently they are not feeling
reassured the support given so far will be continued.”

- Dr. Gizem Dinler, Associate Professor, ITU (Istanbul Technical University
Molecular Biology-Biotechnology and Genetics Research Centre)

“What our scientists and engineers develop in the lab does not get translated into
the industry, intercut by missing links in the sector. We need to bridge these two
realms; the government is supporting some capital venture funds to invest in start-
ups with a focus on high-tech platforms.”

- Prof. Dr. Mehmet Oztiirk, Director, Izmir Biomedicine and Genome Center (IBG)

“Were | asked today if I'd make the same investment in Turkey once again, the
answer would be yes, but with the big contention that my firm should be ran from
two offices- one in Europe and one in Turkey. Turkey is indisputably advantageous,
but the market and the investors need to be reminded of these advantages.”

- Cem Erdem, CEO and co-founder Florabio

“Even big companies with R&D teams of over 150 scientists do not engage in
original research with a prominent effect. On the other hand, in the universities,
there are many drugs under discovery that the industry is not even aware of. These
two realms need to be brought under the same roof.”

- Prof. Dr. Tanil Kocag6z, Head of Department of Medical Microbiology and
Biotechnology, Acibadem University
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Aiming
Further:

The Long Way
to Original
Research

Pharma players, for years conditioned
by a mentality of rigorous cost saving,
are partially reconfiguring their busi-
ness models to one characterized more
by spending than by profits, at least at
an initial phase. Cinnagen, a company
that has invested US$600 million in its
pipeline, will spend between US$30 mil-
lion to US$50 million on each biosimilar
drug before it reaches the market. Step-
ping in with understandable caution,
even large companies with big R&D
centers often do not engage in original
research that will lead to breakthroughs
in the industry. As Hiseyin Yilmaz, gen-
eral manager of Has Biotech, stated:
“The Turkish market is more focused on
the commercial space rather than the
scientific space.”

However, Professor Tanil Kocagéz from
Acibadem University believes that the
obstacles can be overcome and points
at the drug discoveries taking place
behind the doors of universities and
research centres: “First of all, we have
to trust ourselves and fight against the
belief that developing drugs is too ex-
pensive; secondly, we need to fight
against the misconception that nothing
innovative can come out of an industrial
country like Turkey.”

Developing original drugs is a risky busi-
ness because the money put into devel-
opment must also cover the costs for all
failures, and these are likely to be nu-
merous. High-attrition and high-costs
are some of the most powerful factors
in influencing behaviours in original
drug development. Biotech production
also changes the way manufacturers
look at the purpose of the investment.

In traditional pharma manufacturing is
the primary focus, tagged to which R&D
investment represented minor figures,
but in biotech production, R&D costs
make up to 70% of all investment.

Technically advanced work on both up-
stream and downstream processes as
well as work in developing original mol-
ecules is confined to research centers
that bridge the steep knowledge gap
in biotech. GEBI-Genetic Engineering
and Biotechnology Institute, belong-
ing to Tlbitak, is the national research
institute for finding and conducting
biopharmaceutical research and devel-
opment in Turkey. This year is the 16th
year of development for its original mol-
ecule, which is nearing market entry. In
the fashion of American or South Ko-
rean PPPs (public-private partnerships),
newly created research centers act as
intermediate entities in the transfer of
knowledge. These are able to carry out
the initial stages of research and prod-
uct development, from laboratory stud-
ies to animal testing and up to Phase
1 of clinical studies, mostly supported
by public grants. Despite the govern-
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ment’'s investment, this research is of-
ten not turned into an output that can
benefit society: “There is a problem in
the seamless transformation of an idea
to an end-product,” believes Professor
Fazilet Vardar Sukan, director of Sunum
Research Centre.
There are many ideas simmering in the
labs that do not reach the ears, interests
or the pockets of industrial partners.
For instance, Biomedicine and Genome
Centre (IBG) is one of the few to engage
in original molecules especially in the
area of rare diseases and cancer treat-
ment, collaborating with three Ameri-
can start-ups and one Turkish company
for biosimilars development, but little
of the original research sees the light
out of the lab: “Without commitment
for investment by the private sector it
will be hard to introduce novel products
to the market,” said Mehmet Ozturk, di-
rector of IBG.
The government funding initiated a
kick-start to the sector, but these in-
centives must be met by private invest-
ment, otherwise, many of the biotech
projects are on stand-by.
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Defining a Niche Market for
Competitiveness of the Turkish
Pharmaceutical Industries

Director

The Turkish pharmaceutical industry goes
back to 1950’s and has experienced many
set backs since then. Investments of for-
eign capital companies into the Turkish
pharmaceuticals market started to in-
crease during the 90's. Currently, there
are 70 companies active in pharma manu-
facturing, of which 14 are multinational
manufacturing companies and 11 are raw
material producing companies.

Turkey is well placed to act as a regional
hub to supply finished formulations across
the Eurasian continent covering CIS and
MENA regions and the pharmaceutical
production trends are closely related to
domestic and foreign demand. According
to 2019 statistics, the Turkish pharma mar-
ket is ranked 17th within the global mar-
ket, supplying more than 11,000 products.
However, although exports have been
increasing steadily, Turkey is still depen-
dent on imported drugs, particularly for
originator products. The originator drugs
dominate pharma sales in terms of value
with about 70%, and their share in unit
sales is about 40%.

However, Turkey's dependency on im-
ported pharmaceuticals is unsustainable,
hence Turkey is prioritizing local produc-
tion. According to 2018 statistics, R&D
spending in the 31 R&D Centers of the
pharmaceutical sector increased by 241%
between 2010 and 2017. Current State
policies encourage export substitution
through the manufacturing of generic
products. Local products in the market
have increased by 158 % in value and 49 %
in units, in the same time span.

Skilled labor force at a low cost, as well
as strong public support for manufactur-
ing and R&D through incentives and R&D
funds, provide vast opportunities for the
development of new products, and this
has lead certain Turkish companies to ini-
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Professor Fazilet Vardar Sukan

SUNUM (SABANCI UNIVERSITY)

tiate projects in recent years, primarily for
developing new generic products.
However, there is now a wider acceptance
that market entry needs to be based on
more than just acquisitions and generics,
as margins in this part of the market con-
tinue to decline. The future of the indus-
try lies in niche products and, unless the
Turkish pharmaceutical sector can devel-
op these products, it will struggle locally
and globally in the future.

Turkey, being in the temperate climate
zone, possesses remarkable characteris-
tics in terms of plant diversity. The num-
ber of plant species spreading throughout
the country is close to the number of plant
species within the European continent.
It is known that there are nearly 12,000
plants in Turkey of which 35% are endem-
ic, compared to 2,500 endemic species in
Europe. Today, many plant-derived com-
pounds are used in the pharmaceutical
industry and plants are important sources
for new lead compounds. However, al-
though medicinal plants and endemic
plant germplasms are extensively used
worldwide to address a variety of health
problems, there are major issues such as
low yields, efficiencies and high costs.

On the other hand, nano and biotechnolo-
gies offer vast opportunities to exploit the
structures and processes of biomolecules
for novel medical applications creating
the rapidly growing field of nanobiotech-
nology. While plant genetic resources
can be utilized with a range of biotechno-
logical methods, such as in vitro plant cell
and organ cultures, micro-propagation
techniques, application and exploitation
of nanotechnologies facilitate interac-
tion at sub-cellular/molecular levels of the
body with a high degree of specificity.
Nanotechnology involves manipulation of
physical as well as chemical properties of
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materials at molecular levels. Biotechnolo-
gy uses the knowledge and techniques of
biology to manipulate molecular, genetic
and cellular processes to develop prod-
ucts and services

Nanobiotechnology is considered to be
the unique fusion of biotechnology and
nanotechnology by which classical micro-
technologies can be merged into a molec-
ular biological approach opening a novel
path for new drug development. The
expense and time involved in traditional
biomolecule design limit the availability of
bioactive molecules. Nanoscale assembly
and synthesis techniques provide an alter-
native to traditional methods.

Target molecules and atoms can be physi-
cally manipulated on solid substrates by
attaching them onto bio-membranes
and controlling where and when chemi-
cal reactions take place in a fast process
that requires fewer materials (reagents
and solutions). Thus, the ability to carry
out chemical and biological reactions on
solid substrates, rather than through the
traditional solution based processes, is
improved.

Nanobiotechnology can develop drugs
for diseases that conventional pharmaceu-
ticals cannot target, such as new drug for-
mulations with less side effects and faster
routes for drug delivery. It can enhance
drug efficacy and reduce drug toxicity
through selective localization and better
cellular transmission and retention. New
formulations can enable delivery to tar-
geted sites, including locations that can-
not easily be reached by standard drugs,
exploiting the distinct patho-physiologi-
cal features of diseased tissues.

Thus, Nanobiotechnologies open up vast
opportunities for the pharmaceutical in-
dustries with novel applications, reducing
drug discovery costs, providing a large
diversity of compounds and facilitating
the development of highly specific drugs.
Turkey can create a niche for its pharma
industries by exploiting its endemic plant
species for isolation of novel biomolecules
coupled by the scientific and technologi-
cal expertise of its academia. The Turkish
research community with its very potent
and qualified skill set and infrastructure
in nanobiotechnology is ready to make its
contrition to the pharmaceutical sector if
efficient pre-competitive research collab-
orations can be established supporting
mega-projects nationwide. m
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Looking at other countries that have
dramatically developed their biotech
sector, South Korea comes to mind
as one of the world’s most innovative
countries. The commitment of the Ko-
rean government to developing innova-
tive sectors was coupled with strong ini-
tiatives in education, Korea being one
of the biggest spenders on education in
the Asia Pacific region. The government
pours billions of dollars into the devel-
opment of new drugs and supports ven-
ture firms and start-ups in biotech. Tur-
key’s approach aims to emulate South
Korea in turning biotech into an engine
for the economy. To do so, the govern-
ment needs to lend its full support:
“Looking at countries like South Korea,
Egypt, India or Argentina, one notices
that the biotech sectors achieved suc-
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cess because the authorities conferred
market protections. In Turkey, there are
a number of biotechnology companies,
but if we look at market shares, not one
of them is in a strong position to grab
higher takes,” said Ersin Erfa, CEO of
Centurion.

Start-ups supported by venture capital
firms are the traditional commercial in-
termediaries to send an idea from pa-
per to profits. However, Turkey does
not have a strong start-up culture in
biotech. The Turkish biopharma sector
is mostly made up of the old compa-
nies exploring new ground, with a few
start-ups scattered in the landscape.
Often, the new entities are spin-offs of
parent companies with stakes in classi-
cal pharma and other verticals. Arven,
for instance, is the largest investment
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made by parent group Toksdéz in a
high-tech production facility of 28,000
square meters. Other start-ups like-
wise rely on personal and professional
connections to fund their ideas. Gizem
Dinler, associate professor at Istanbul
Technical University, believes start-ups
cannot be integrated in the ecosystem
because large firms galvanize all invest-
ment sources: “These are the rules of
the game, but the government should
intervene to push for the industry to
prosper as a whole,” she said.

In seeking investment for Florabio, a
start-up launched in 2016, founder Cem
Erdem has been confronted with an-
other challenge facing the wider sector.
Explaining to investors Florabio’s prod-
uct — a cell line development bank - has
proven to be one the most difficult as-
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pects. The language of biotech is new
and its mastering requires patience. In-
vestors tend to be oriented towards tan-
gible products with immediate results
and the development of biopharma
products is anything but short or easy
to explain: “The investors that we ap-
proached did not know enough about
biotechnology and we had to educate
them about this industry to encourage
their investment. There are some com-
panies that are willing to invest in bio-
technology, but these companies are
looking for something tangible and are
not necessarily confident to invest in a
start-up company,” explained Erdem.

Eventually, Erdem used US$3 million
from personal savings and found a Ger-
man bank interested to lend the rest.
Three months after the company was
founded, the coup attempt took place,
driving inflation rates up and scaring
investors off for the longer term. The
Turkish banking sector, which is com-
prised of a stable number of 50 banks,
became even more inaccessible for
SMEs like Florabio. The consequences
of the crisis of 2018 are still palpable on
the investment side. The high interest
rates make funding incredibly expen-
sive, businesses dependent on foreign
materials and imports ran into difficul-
ties. With many companies going into
debt or debt restructuring, private in-
vestments crashed. President Erdogan
pleaded to bring both the bank rate
and inflation under single digits. The
national bank slashed the rate by 10%
in the first manoeuvre referred as quan-
titative easing to pump cheaper money
into the economy. Since July 2019, inter-
est rates have been repeatedly cut from
their peak in 2018 at 24% to rest now
at 9.75%. Economists warn there is little
room for further decrease given the
risks that inflation may increase again.
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In the past five years, credit extension
to the private sector increased from
51.2% of GDP in 2013 to 63.6% of GDP
in 2018, stalling in the second half of
2018. High levels of external debt is
one of most the persistent challenges
for Turkey’s economy. The unpredict-
ability of these cash flows, with debt
expected to mature at the beginning of
2020, weans investor sentiment. Policy
uncertainties have not been enticing
foreign investment either, which today
is at a low 1.7% of GDP. Bearing such
risks in mind, financial institutions are
less likely to offer long-term investment
to SMEs as compared to larger corpo-
rations. To support businesses the gov-
ernment is offering measures such as
providing credit instalments and incen-
tivizing SMEs through financial aid. For
instance, authorities launched a Credit
Guarantee Fund to help of SMEs.
Unsurprisingly, the wider consequences
of market instability are reflected in a
reluctance to invest. At odds with the
long gestation of biotech projects is a
shortsighted investment culture. “Turk-
ish investors are risk averse and unwill-
ing to commit their capital for longer
than three to five years. This mentality
is not compatible with start-up culture,
which requires 10 to 15 years to see a
return on investment,” explained Dr.
Mehmet Oztirk, director of lzmir Bio-
medicine and Genome Center (IBG).
For Arven, a start-up and the recipient
of a large investment made by its parent
company, Toksdz, it took seven years to
bring its DPI (Dry Powder Inhaler) de-
vice to the market. Before it can secure
further investment, Arven has decided
to become a CDMO, producing thera-
peutic proteins and offering services in
similarity studies, bioassay studies or re-
ceptor binding studies. “In Turkey, one
cannot predict the future further than
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tomorrow and thus it is difficult to make
precise schedules with defined targets.
The pharmaceuticals business is a chal-
lenging industry across the world, but it
is 10 times more so in Turkey,” said Den-
iz Demir, general manager of Dem llac.
Expectations are high in the next three
years, but so is a feeling of uncertainty.
The 11th National Development Plan,
the broad policy manifesto through
which the priorities of Vision 2023 are
identified, targets the improvement of
the business and investment climate as
one of the 25 priority transformation
programs. Turkey’s 2023 Vision is pre-
mised on expansionary macroeconomic
policies, including higher spending
and incentives to bolster consumption,
employment and investment, but the
country’s economic plans should also
include efforts on increasing transpar-
ency and promoting savings rather than
corporate indebtedness. Re-asserting
macroeconomic credibility needs to be
a prime consideration to avoid further
capital flight and reduce risk.

Turkey’s chance to become a lead-
ing pharma production hub annotated
on the world map is contingent on its
ability to tie-in the different strategies
on the axis of local production, global
expansion and upgrading to high value
products. Biopharmaceuticals need
to pursue from the very beginning a
global strategy to legitimize large in-
vestments. If this is successful, the trade
deficit can not only be reduced, but also
reversed. "All the elements are there,”
said Zeynep Atabay, owner of Atabay,
referring to the technical and scientific
acumen, the industry players and will-
ingness on the side of the government,
but she stresses: "These elements need
to be orchestrated in a coordinated
manner and the right capital invested in
the right projects.”
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Florabio is a life science company
with proprietary technology, know-
how and experience in research and
development of therapeutic proteins.
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Can you give an overview of Florabio?

Our business model was to create a company to support
Turkey with a local supply of cell lines and media. Florabio’s
unique glycoengineering platform enables us to achieve ex-
tremely comparable biosimilar cell lines.

The second and the main business of Florabio is cell culture
media development. If cell line is considered as the engine
of a car, media can be described as the fuel for the engine to
work. Florabio established one of the best media develop-
ment platforms which enables us to develop any cell culture
media in 4-6 media for any cell line including customer spe-
cific cell lines.

From the R&D perspective, we are ahead of our goals and
strategies with the products we developed and commercial-
ized. Florabio has four basal and five feed media for four dif-
ferent cell lines focusing on recombinant protein, vaccines
and gene therapy applications. We have already licensed out
one of our media developments to a global supplier. This has
become the first and only biotech licensing that Turkey of-
fers to Europe. The product will be marketed to 200 countries
under the global supplier’'s name, but the IP will still belong
to Florabio.

We are currently under negotiations for licensing out our oth-
er products.

At the same time, we finalized two cell line development pro-
jects which were supplied to the Turkish market serving as
the first locally developed cell lines. Florabio is developing
cell lines and medias for off the shelf purposes as well as for
customer specific requirements.

What are the advantages of operating in Turkey?

High quality/cost effective labor and low cost operational ad-
vantages are the most important. Another important advan-
tage is the government’s intensive support for biotech R&D.
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Besides all the advantages, we also have some disadvantages
including rent and supply chain management of consumables
and chemicals. For example, the rent cost at any technopark
at one of the three big cities is almost double as much as the
rent at the biggest cities of Germany.

The supply chain in Tukey is also a challenge, but if you have
enough capital to stock inventory, this challenge can be over-
come.

Is Florabio positioning itself to become a global supplier?
We already are an international supplier with our licensing
agreement which enabled our products to be used in 200
different countries. In addition to our licensing agreements,
we are about to sign distributor agreements with China and
Korea. In less than three years time, our plan is to achieve
minimum 3% market share which is not ambitious at all due to
our platform technologies.

Either by utilizing the available capacities around the world or
even investing in our own production facility, Florabio plans
to be one of the top media development and supplier compa-
nies in the world in very short time.

How did Florabio raise capital to start the company?

It was challenging to acquire capital due to fact that Turkish
investors were lacking knowledge on biotechnology. To date
we have invested approximately 3 million Euros from our own
pockets.

Unfortunately, three months after the company’s establish-
ment, there was a coup attempt in Turkey, which also stopped
Government support activities and deterred investments.

Do you have a final message for our international reader-
ship?

Florabio is one of the top life science companies with proprie-
tary technology, know-how and experience in manufacturing
therapeutic proteins or antigens in the shortest time.

On the other hand, Turkey is a dynamic and ambitious country
with a proven track record of success stories in the pharma-
ceutical sector. The level of experience, know-how and the
quality of labor in Turkey is the key factor for such success
stories. As the first and only biopharmaceutical R&D startup
of Turkey, we decided to invest in Turkey because of all of
these reasons. m
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Could you start with a brief overview
of the company, highlighting its most
recent milestones, and its position in
the Turkish market?

Daiichi-Sankyo's mission is to contribute
to the enrichment of the quality of life
using innovative pharmaceuticals. As
a global pharmaceutical company with
origins in Japan, Daiichi-Sankyo is pres-
ent in more than 20 countries, including
Turkey since 2008. We are working to re-
alize our 2025 vision of being a 'Global
Pharma Innovator with a competitive
advantage in oncology’. To that end, we
are striving to satisfy a variety of unmet
medical needs as a developer of new
drugs, including vaccines, generic and
OTC drugs. Our operation in Turkey is
relatively young, yet we manufacture
90% of our products locally in coop-
eration with Abdi Ibrahim. Our aim is
to make Turkey our regional hub in the
mid-term.

What are Daiichi-Sankyo’s core com-
petencies and products?

Our competitive advantage is in oncol-
ogy. As part of our 2025 vision, our sec-
ond product was approved by the FDA
in 2019. Lixiana is among our core prod-
ucts as an anticoagulant medicine that
prevents strokes and systemic embolism
in patients with non-valvular atrial fibril-
lation (irregular rapid contractions of the
upper chambers of the heart).

Innovation being the DNA of the com-
pany, how do you balance costs in a
high-risk environment with creating
value through innovation?

Due to the high risk of our operations
and the recent financial limitations to
healthcare expenditure we invest in core
markets such as Japan, US and the EU,
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in addition to some emerging/develop-
ing markets. Our wide portfolio of ge-
nerics, vaccines and over-the-counter
medicines allows us to adapt to our
environments accordingly and balance
risk. Hence, our 2025 vision captures this
flexibility and innovation.

What is the significance of the local-
ization policy in the long-run for the
Turkish market and its implications
for fair competition?

We believe that localization is an impor-
tant initiative for local pharma industry
producers and the country’s economy
due to the potential capacity of pro-
duction. Today, 90 of every 100 boxes
of Daiichi-Sankyo’s products that reach
patients in Turkey are manufactured in-
country.

In order to ensure the sustainability of
the localization process, it is important
that global companies consult with the
decision makers and cooperate to en-
sure an attractive investment climate.
Improvement of R&D initiatives and clini-
cal research should be the next focus for
localization to allow Turkey to compete
internationally. Since 2014, we allocated
210.68 billion Yen (10.769 billion TL) for
R&D.

What are your foresights for the
pharma industry in the world and in
Turkey?

An aging population and increasing
healthcare needs will determine the
trends in the pharma industry not only
for Turkey, but also around the world.

In Turkey, we continued our operations
with our dynamic team of 80 individu-
als. Daiichi-Sankyo is on the threshold
of major growth that will originate from
cardiology and especially oncology

products worldwide. This process will
provide measurable growth in portfolio,
employment and production in our Tur-
key operation.

How could regulation improve to
give pace to the development of new
drugs?

Innovator pharma companies acknowl-
edge the concerns surrounding the af-
fordability of innovative medicines and
purchasing power issues facing health-
care systems under pressure from grow-
ing demand. The pharmaceutical indus-
try is committed to supporting greater
access and the sustainability of health-
care services.

Daiichi-Sankyo shares a common goal
with all stakeholders: achieving rapid
patient access to the latest, effective,
life-saving medicines. Therefore, while
recognizing the future position of in-
novative medicines, we work with gov-
ernments and healthcare providers to
enable better access to medicines and
enhance sustainability.

What is your strategy and vision for
the future?

Daiichi-Sankyo gives importance to Tur-
key in its future plans. We would like to
develop our collaborations in Turkey
through all areas that bring added value
to human health and transform Daiichi-
Sankyo Turkey into a regional hub to
navigate into neighboring markets. For
us, the most important indicators of lo-
calization are our compliance with the
regulation and reliance on the economy
of our country of operation, as well as
developing value-added areas such as
R&D, raw materials, clinical researches,
and business partnerships beyond pro-
duction. m
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To add true value to the Turkish
pharma industry, we need to
get into R&D sooner or later,
because innovation is the only

way the pharmaceuticals industry

will get meaningful profits and
add value to their country.
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How has the company developed since it was established in 2013?

We are a start-up in the true sense of the word, amongst a cluster of pharmaceu-
tical companies that have long-established roots with more than 20 years in the
industry. TR Pharm'’s main business is to in-licence originator products for Turkey,
as well as the Middle East and Africa. A core principle upheld by TR Pharm is to be
a medically-driven company, rather than just a distributor of generics. TR Pharm is
also focused on specialty sectors, and stands out in oncology, haematology, rare
disease, and, starting this year, CNS, with the potential to expand into rheumatol-
ogy. Moreover, the products we licence are technologically advanced, and typically
a first generic or super generic.

Could you elaborate on what are TR Pharm main areas of operation?

Besides in-licensing, a second pillar of TR Pharm’s existence is our strong belief in
R&D. Unfortunately, to measure with multinational level R&D, one needs billions of
dollars of investment, so we decided to start with the "D" of R&D, looking into the
development phase, especially in clinical studies. TR Pharm has a clinical depart-
ment where we conducted a phase one study in the rare disease area in Turkey, in
both FMF (Familial Mediterranean Fever) and Behcet's disease. This was the first
in-human original molecule clinical study done in Turkey's history.

Finally, TR Pharm has begun a production facility, but we had to pull the brake on
this investment due to macroeconomic issues. Factories are easily financed and
built, but running a factory is a very cash-burning process that cannot be sustained
without operating at high capacity or through product procurement guarantees.

How does Turkey fare as a destination for clinical trials in terms of the avail-
ability of patients/volunteers?

Doing clinical trials in Turkey is challenging, simply because Turkey has a universal
health policy, and thus Turkey's citizens have access to free medicines through their
social security. This raises the question of why anyone would want to take partin a
clinical study, when the original product is available and free of charge? Moreover,
there are many insurance related challenges, and finding candidates with the right
profile is in itself a hurdle. Nevertheless, Turkey offers a large pool of patients for
rare diseases, with a high proliferation of genetic diseases as a result of inter-family
marriages.

How would you comment on the availability of capital and financing opportu-
nities in Turkey?

Contrary to what people think globally, capital is available in Turkey, but the phar-
maceutical industry is a very sophisticated business, so one needs to find investors
who understand its intricacies. However, if a pharma company proves itself as an
asset-driven and valued business, there will be private equity firms that will provide
money, because Turkey is an attractive market.

What will be the main factors shaping the pharma industry in coming years?
Turkey is highly regulated, mirroring the European system, but it is also burdened
by a foreign currency issue, on top of mandatory discounts. If we want to add value
to the market in the future, our R&D needs to be supported by the authorities. If
people are willing to pay 20 TL for a pack of cigarettes, we need to also unlock
their willingness to pay for a pack of antibiotics. Unless the burden on the health
budget is alleviated, the government remains limited in being able to support and
finance R&D projects. Most of Turkish pharma companies are large-scale distribu-
tors, without conducting their own R&D, and even those operating into biotech are
typically bringing drugs from overseas and doing the fill-and-finish here in Turkey.
Investing in the drug substance manufacturing and APIs is a costly business, but the
principles of economies of scale outset these interests. However, to add true value
to the Turkish pharma industry, we need to get into R&D sooner or later, because
innovation is the only way the pharmaceuticals industry will get meaningful profits
and add value to their country. m
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The main aim of the company
is to focus on specific product
areas and especially products

that are difficult to make. It was

said that it was impossible to

develop an inhaler drug delivery

system and Arven decided to
take on the challenge.
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Can you give an overview of Arven and the reasons behind the establishment of
the company?

Arven is part of the Tokséz Group and was established in 2007 with a focus on de-
veloping inhalation and biotechnology products. Considering the rapidly changing
dynamics of the global regulatory environment, in 2012, the Toks6z Group decided
to start up Sanovel — the branded generic of the group - and Arven — a company
dedicated to the development and manufacturing of inhalation products and biolog-
ics. Today, Arven strives to develop quality products for the global market and we are
the first Turkish company developing biosimilars for global markets, including USA
and EU.

Arven, a 100% Turkish capitalized pharmaceutical company, succeeded in developing
the first Turkish patented dry powder inhaler (DPI) “Sanohaler” as a result of long last-
ing R&D activities, which is a significant milestone in Turkish pharmaceutical industry.
Moreover, as a result of investments in biotechnology, Arven succeeded in creating
Turkey’s “from cell to finished biosmiliar product”.

Can you elaborate on Arven'’s core capabilities and product portfolio?

Our core capabilities include production of therapeutic proteins, determination of
quality of therapeutic proteins, head-to-head comparison with reference products,
analytical similarity studies, bioassay studies, and receptor binding studies. One of
the main products we offer to the market is a DPI device. The DPI was not created as
a generic product, but rather a new and more effective drug delivery system (DDS).
In addition to DPI products, we continue to invest in the necessary equipment for the
R&D of different types of inhalation products.

What is usually the process and timeframe from developing a product to taking
the product to market?

The idea of developing a DPI device came back in 2006 and the Sanohaler product
was launched in 2013. It took us seven years to go to the market from scratch and we
are planning to launch the Sanohaler in the United States in 2023.

Why is Arven focused on the development of inhalers and biosimilars?

The main aim of the company is to focus on specific product areas and especially
products that are difficult to make. It was said that it was impossible to develop an
inhaler drug delivery system and Arven decided to take on the challenge. The entire
world is changing to biotechnologies. New products today are biologicals and the
active ingredient is not through chemical syntheses, but the products extracted from
a biological source. Biological products act more like antibodies. Realising that bio-
logicals are the future of the industry, but without the capital to invest in developing
new drugs, we decided to focus on the biosimilar space.

How does Arven find the balance between being sustainable in the market and
having the room to innovate?

From a regulatory perspective, Turkey is possibly one of the toughest markets as the
country does not have its own regulation system, but adheres to regulations from the
FDA, Europe and other countries in the world. The government does support manu-
facturing in Turkey, but this does not mean that we have any advantage of getting to
market. Arven follows the highest quality standards and regulations to make sure that
we take the best products to market. The products we currently have in our portfolio
are compatible with global standards. We are not only focused on the Turkish market,
but can export our products around the globe.

What is Arven's vision and objectives moving forward?

Obtaining the investment needed to take our company global will take a significant
amount of time in the Turkish market and thus we have made the strategic deci-
sion to become a CDMO. We have the knowledge, capacity and facilities to continue
our activities as a company that produces biotechnology drugs as well as respiratory
products for the international markets. m
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Could you briefly give us an overview
of IEIS’s mandate and evolution, iden-
tifying the key role that the associa-
tion plays in the industry? What is IE-
IS’s vision for the future?

The Pharmaceutical Manufacturers Asso-
ciation of Turkey (IEIS) has been contrib-
uting to the development of healthcare
policies since 1964. We have 53 national
and multinational members.

We cater to a diverse group of companies
with different business interests, stretch-
ing from the production and imports of
medicines to APls. In this context, we
are effectively involved in all areas of the
pharmaceutical industry and assume an
important role in establishing healthcare
policies. We are an influential partner for
policy makers in the development of leg-
islation.

Our aim is to create a better ecosystem
for R&D, innovation and value-added
manufacturing that will strengthen the
position of the Turkish pharmaceutical
industry in the global market.

IEIS has developed new platforms, in-
cluding a biotechnology platform and
an exports platform. Would you like
to elaborate on the need to bring to-
gether industry players under these
umbrellas?

The Turkish Pharmaceutical Exporters
Platform was established in by IEIS in
2012 with the aim of promoting the in-
dustry’s high standards in international
markets and increasing its competitive-
ness to make it a leading exporter in the
global market. Our platform has 24 mem-
bers today. Since its founding, we have
been diligently working to promote our
powerful and advanced pharmaceutical
industry in international markets.

As a result of such efforts and the syn-
ergy created under the platform, phar-
maceutical exports have been rising
steadily. Turkey's pharmaceutical exports
have reached US$ 1.4 billion.

We established the Turkish Biopharma-
ceuticals Platform at the end of 2016,
with the aim of creating synergy in the
field of biotechnology. The platform is
comprised of 23 companies active in this
field. Our efforts and activities are fo-
cused on creating a regulatory environ-
ment in line with needs, establishing an
effective incentive scheme and ensuring
a qualified work force.

What impact might the unfolding
localisation policy have in terms of
changing the dynamic between local
and foreign players?

Turkey’s localization efforts, under the
leadership of the MOH, have produced
many positive outcomes over the last
three years. During this process, the
industry has invested in new technolo-
gies, increased capacity utilization and
employment, while imports have dimin-
ished. Long-term manufacturing con-
tracts are also focusing on pharmaceuti-
cal exports.

IEIS deems the continuation of localiza-
tion policies of great importance for our
industry and therefore we support them.

The government has taken initiatives
to boost growth in pharma and bio-
pharma, whilst holding prices down
through the cross-referencing system.
How can sustainable access to health-
care be reconciled with the needs of
the industry?

Needless to say, the government'’s pric-
ing policies for the last 10 years have
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not been constructive for the industry.
The expansion in social security cover-
age and improvement in health services,
paving the way for higher accessibil-
ity to pharmaceuticals, has come at the
expense of the industry. The resulting
increase in public pharma spending has
been curtailed by severe price controls.
Both the government and the industry
have high ambitions to make Turkish
pharma a leading global player. Howev-
er, such a leading role requires increased
R&D spending as well as investments in
new technology, which in turn requires
sufficient profitability and capital accu-
mulation.

So, we definitely need a more balanced
and sustainable approach from policy-
makers.

What prospects are in line for Turkey
to become a biotech hub?

Very impressive investments have been
made in the field of biotechnology in the
last three to four years. Companies are
working hard to enter the global biosimi-
lars market with a long-term perspective.
Given the rooted pharma production cul-
ture, we believe that Turkey will also be
successful in this field.

The pipeline of companies active in bio-
tech suggest that 41 products will be
marketed by 2024.

In order for Turkey to compete effec-
tively in this field, a supportive ecosys-
tem needs to be established. Enhanced
licencing regulation that will shorten
time-to-market is of utmost importance.
New incentive schemes geared towards
more public funding would be of help,
too. New patients should be encouraged
to begin treatment with biosimilars pro-
duced in our country. m
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COMPANY DIRECTORY

COMPANY/ INSTITUTION

Abdi ibrahim

Acibadem University Research Laboratory
Ali Raif ilag San. A.S.

Arven ilag San. ve Tic. A.S.

AstraZeneca ilag San. ve Tic. Ltd. Sti.

ilag San. ve Tic. A.S.

Atabay ilag Fab. A.S.

Bilim ilag San. Tic. A.S.

Birgi Mefar ilag San. A.S.

Centurion Pharma ilag San. ve Tic. Ltd. Sti.
Cinnagen ilag Sanayi ve Ticaret A.S.
Daiichi-Sankyo ilag Tic. Ltd. Sti.

Delta PV

Global Business Reports

WEBSITE

www.abdiibrahim.com.tr/en/
www.acibadem.edu.tr/en/
www.aliraif.com.tr
www.arvenilac.com.tr

www.astrazeneca.com.tr

atabay.com

www.bilimilac.com.tr
www.mefar.com
www.centurion.com.tr
www.cinnagenilac.com.tr

www.daiichi-sankyo.com.tr

www.deltapv.com/en/
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Dem ilag San. ve Tic. A.S. www.demilac.com.tr
Deva Holding A.S.

Drogsan ilaglan San. ve Tic. A.S.

www.deva.com.tr/en/
www.drogsan.com
Eczacibasi Monrol Niikleer Uriinler San. ve Tic. A.S. www.monrol.com.tr

Ege University Research and Application Center of Drug Development argefar.ege.edu.tr

Your opinion is important to us,
and Pharmocokinetics www.ekinkimya.com
Ekin Kimya Tic. A.S.
Ekol Lojistik

Era Pharma Analitik C6z. ve ilag San. Tic. A.S.

please be in touch to share your comments on this report!
www.ekinkimya.com

Wwekellcom For updated industry news from our on-the-ground teams around the world,

I lease visit our website at gbreports.com,
www.erapharma.com.tr/tr/iletisim/ P . 9 P .
subscribe to our newsletter through our website,

exeltis.com.tr/iletisim and follow us on Twitter (@GBReports) and LinkedIn (gbreports)

Exeltis ilag San. ve Tic. A.S.
Farma-Tek ilag San. ve Tic. A.S. www.farma-tek.com
Florabio Teknoloji San. Ve Tic. A.S.

Has biotech ilag San. ve Tic. A.S.

www.florabio.com.tr
www.linkedin.com/company/hasbiotech-ila-san-ve-tic-a-/

IEIS (Pharmaceutical Manufacturers Association of Turkey) www.ieis.org.tr

THANK YOU

Istanbul Technical University www.itu.edu.tr/en/ituresearch/research/research-centers
Molecular Biology-Biotechnology and Genetics Research Centre
Izmir Biomedicine and Genome Center (IBG)

Kansuk Lab. San. ve Tic. A.S.

Kogak Farma ilag A.S.

www.ibg.edu.tr
We would like to thank all the executives and authorities that took the time to meet with us.
www.kansuk.com

Also, special thanks to our partners at Pharmaceutical Manufacturers Association of Turkey (IEIS).
www.kocakfarma.com

Liba Laboratuarlari A.S. www.liba.com.tr/en/
Meksmar Natural & Health Products www.meksmar.com
Nobel ilag San. ve Tic. A.S.

Platin Kimya

www.nobel.com.tr
www.platinagro.com

Recordati ilag San. ve Tic. A.S. www.recordati.com.tr

This year, GBR is also launching a digital platform with exclusive

Sabanci University Nanotechnology Research and Application Center sunum.sabanciuniv.edu

information that invites audiences to zoom into the company profiles of the major pharma and

Sanofi ilag San. ve Tic. A.S. www.sanofi.com.tr

biopharma firms that make up the industry in Turkey.
Sanovel www.sanovel.com

Santa Farma ilag San. A.S. santafarma.com.tr
TR Pharm ilag San. Tic. A.S.

TUBITAK MAM Genetic Engineering and Biotechnology Institute

www.trpharm.com
gmbe.mam.tubitak.gov.tr/en
Tam Ekip Pharmaceuticals www.tumekip.com.tr

Turgut ilaglan A.S. www.turgutilac.com.tr

This list intends to include just a representative sample of companies operating in Turkey’s pharmaceutical and biopharmaceutical sectors,
and as such it should not be considered a guide to take investment decisions.
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