Siki Prosediirler Karsisinda Acil
Gereksinimler: ilag tedarikinde her ihtimale
hazir olmak miimkin mii?

Bilindigi Uzere beseri tibbi Urinler, kural olarak
yalnizca Urtinun kullanilmasina izin verilen belirli
endikasyonlar icin ruhsat alinmasi (zerine
piyasaya surulebilir. Diger yandan, COVID-19
pandemisi surecinde de tecribe edildigi Uzere,
ruhsath bir Grinin bulunmadidi 06zellikle acil
durumlarda ilgili ilaca erigilememesi
magduriyetlere sebep olabilmekte, ruhsat alma
sureclerinin  uzunlugu da ilave sorunlara vyol
acabilmektedir. Dolayisiyla hastalarin  acil
ihtiyaclarinin  etkin sekilde karsilanmasi ile
urinlerin piyasaya guvenli bir sekilde sirulmesi
arasindaki dengenin dizgln sekilde kurulmasi
azami 6nem teskil etmektedir. Tirk mevzuatinda,
ruhsatsiz Urlinlerin hastalar tarafindan erisimine
imkan veren gesitli metotlar 6ngorulmustar.
Asagida kisaca anlatiimakta olan bu metotlardan
yurtdigindan ila¢ temini programi ile endikasyon
disi ilag kullanimi, 6zellikle COVID-19 pandemisi
surecinde hizli aksiyon alinmasina olanak veren
metotlardan olmustur.

1. insani Amagh Iilaca Erken

Programi

Erisim

insani amagli ilaca erken erigsim programi Tiirkiye
Cumhuriyeti  Saghk Bakanhdr (“Bakanhk”)
tarafindan 1 Ocak 2009 tarihinde yayimlanan

insani Amagcli ilaca Erken Erisim Programi
Kilavuzu kapsaminda duzenlenmektedir.
Program, Bakanlik¢a ruhsatlandinimigs  ve

ulasilabilir mevcut tibbi Grlinlerle tedavisi basarisiz
olmus ciddi veya acil, hayati tehdit edici bir
hastaligi olan ve bu konuda dizenlenmis klinik
arastirmalar kapsamina alinamayan hastalara
yoneliktir.  Program  kapsaminda Turkiye'de
ruhsatl olmayan bir ilag, ilaci geligtiren veya
tedarik eden sirket tarafindan insani gerekgelerle
Ucretsiz olarak temin edilmekte ve hasta bazinda
uygulanmaktadir. Hekimin hasta veya hastalarin
programa  katiliminin  uygunlugu  yodnindeki
gOrusine, ilgili sirketin bilimsel hizmet Unitesinin
degerlendirmesine ve mevcut olmasi durumunda
program kontenjanina bagli olarak bir programa
birden fazla hasta katilabilmektedir. Programin
baslatimasi ve hastanin (veya hastalarin)
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Strict Procedures vs Urgent Needs: Is it
possible to be equal to the occasion?

As known, pharmaceutical products for human
use can in principle only be placed on the
market upon obtaining a licence for the specified
indications for which the product is allowed to be
used. On the other hand, as experienced during
the COVID-19 pandemic, not being able to
access pharmaceutical products particularly in
cases of emergency where a licensed product is
unavailable can lead to aggrievements and the
lengthiness of the process of obtaining a licence
for a pharmaceutical product can cause
additional problems. Hence it is of utmost
importance to properly set a balance between
satisfying the urgent needs of patients in an
efficient manner and safely placing the products
on the market. Various methods enabling
patients to access unlicensed products are
available  under Turkish law. Amongst these
methods which are briefly described below,
named patient programme and off-label use
have enabled rapid actions to be taken in
particular during the COVID-19 pandemic.

1. Compassionate Use Programme

Compassionate use programme is regulated
under the Guideline on the Compassionate Use
for Humanity Programme, which was published
by the Ministry of Health of the Republic of
Turkey (the “Ministry”) on 1 January 2009. The
programme is intended for patients who have a
serious or urgent, life-threatening disease,
whose treatment under the available
pharmaceutical products licensed by the Ministry
has been unsuccessful and who cannot be
involved in the related clinical trials. Within the
scope of the programme, a pharmaceutical
product which is not licensed in Turkey is
procured free of charge for humanitarian
reasons by the company that develops or
supplies the product, and is applied on a patient-
specific basis. There may be more than one
patient participating in a programme depending
on the opinion of the physician in favour of
inclusion of the patient(s) to the programme, the
assessment of the science service unit of the



programa dabhil edilmesi i¢in bir hekim veya hekim
adina ilgili firma tarafindan yapilacak bir basvuru
ile Tirkiye ilag ve Tibbi Cihaz Kurumu'ndan
(“Kurum”) izin alinmasi gerekmektedir.
Olagandisi ve c¢ok istisnai durumlar haricinde,
yalnizca baska bir Ulkede en az Faz-1l galigmalari
tamamlanmis ve Faz-1ll galigmalar baglamis olan
ilaglarin insani amacl ilaca erken erisim programi
kapsaminda temin edilmesi mimkin olup;
program yalnizca egitim ve arastirma hastaneleri,
uygulama vyapilacak yer yoénunden vyeterliligi
onaylanmis  devlet  hastaneleri ile  o6zel
hastanelerde uygulanabilir.

2. Yurt Digindan ilag Temini Programi

Yurt disindan ilag temini programi, gincel hali
Bakanlk tarafindan 25 Eylil 2020 tarihinde
yayimlanmis olan Yurt Digindan ilag Temini ve
Kullanimi Kilavuzu tahtinda dizenlenmekte olup;

programdan Tarkiye'de ruhsatlandiriimamis
vel/veya ruhsatlandinldigi  halde piyasada
bulunmayan ilaglarin yurtdisindan temin

edilmesinde faydalaniimaktadir. Bu kapsamda
ilgili ilag yurt disindan regete bazinda (veya acil
durumlarda toplu olarak) temin edilmektedir.

Yurt disindan temin edilebilecek Urlnlerin listesi
(“Liste”) haftalik olarak Kurum’un resmi internet
sitesinde duyurulmaktadir. Liste’de bulunmayan
ilaglarin  kullanim basvurulari, Bakanliga bagh
egitim ve arastirma hastaneleri ile tip fakllteleri
hastanelerinde goérevli ilgili brang hekimleri
tarafindan duzenlenen saghk kurulu raporu
sunulmasi sarti ile, tedavi segeneklerinin timuana
tiketmis veya bunlari uygulamaya engel durumu
olan hastanin hekimi tarafindan yapilmaktadir.
Ardindan, Kurum tarafindan uygun gdrilen
drtnlerin aktif etkin maddesi (“AEM”), kullanim ve
ithalat sekli Liste’ye eklenir. Sonrasinda
Uluslararasi Saglk Hizmetleri A.S. (“‘USHAS”),
Turk Eczacilan Birligi (“TEB”) veya Sosyal
Guvenlik Kurumu (“SGK”), Kurum’un ilgili ilacin
yurt disindan temininin uygun olup olmadigina
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relevant company and the vacancy, if any. In
order for the programme to be initiated and for
the patient(s) to be included therein, the
approval of the Turkish Medicines and Medical
Devices Institution (the “Institution”) must be
obtained upon application to be made by the
physician or the relevant company on behalf of
the physician. Other than under unusual and
very exceptional circumstances, only
pharmaceutical products for which at least
Phase Il studies have been concluded and
Phase Il studies have been initiated in another
country can be included in the programme and
the programme can only be implemented in
training and research hospitals as well as state
and private hospitals, the competence of which
has been approved in terms of venue of
implementation.

2. Named Patient Programme

The named patient programme, which is
regulated under the Guideline for Procurement
from Abroad and Use of Medicines, the latest
version of which was published by the Ministry
on 25 September 2020, is benefitted from in
procurement from abroad of medicinal products
which are not licensed in Turkey and/or which
are licensed but unavailable in the Turkish
market. In this context, the relevant product is
procured from abroad on prescription basis (or
on collective supply basis in case of
emergency).

The list of products, which can be procured from
abroad (the “List”) is announced on weekly
basis on the official website of the Institution.
Applications for the use of products which are
not included in the List should be made by the
physician of the patient who has exhausted all
treatment options, or who has a condition
preventing the implementation of other treatment
options, provided that a health board report
obtained from the physicians in the relevant field
working in training and research hospitals of the
Ministry or faculty hospitals is submitted along
with the application. Thereafter, information on
the active pharmaceutical ingredient (“API1”) of
the products that are deemed appropriate by the
Institution as well as the information on their
usage and importation shall be included in the



dair degerlendirme yapma konusunda gorevli ilgili
komisyonuna (“Komisyon”) belgeleri
sunmaktadir. Komisyonun degerlendirmesinin
ardindan, Liste’ye eklenen ilaclar haftalik olarak
kamuya ilan edilmektedir. Liste’ye eklenmis olan
ilacin temininde, hastanin hekimi tarafindan
Kurum’a basvuruda bulunulmaktadir. Basvurular
hasta bazinda ilgili bilimsel komisyonca
degerlendiriimekte ve kullanim ve ithalat sekilleri
uygun gorulen drtnler, USHAS, TEB veya SGK
tarafindan temin edilmektedir.

Yurt disindan temin edilebilecek Grlnlerin,
Amerikan Gida ve ilag Dairesi (“FDA”), Avrupa
flac  Kurumu (“EMA”) veya ilag Denetim
Soézlesmesi ve llag Denetim isbirligi Programi
(“PICIS”) dyesi bir ulke tarafindan
ruhsatlandiriimis  ve bu Ulkelerde piyasaya
surilmlis olmasi gerekmektedir. Bu kosullara
uygun ilag bulunamamasi durumunda Kurum veya
PIC/S (yesi (lkeler tarafindan Iyi Uretim
Uygulamalart  (“GMP”)  denetimi  yapilarak
uygunluk sertifikasi verilmis tesislerde uretilmis
ilaglar temin edilmeli ve bu Urinler temin edilecek
lkede piyasada bulunmalidir. ilaveten, triinlerin
Turkiye'de kullanimini talep eden hekimin belirttigi
endikasyon ile ayni endikasyonda ruhsatl olmasi
ya da ilgili Ulke veya uUlkelerin yetkili resmi
otoriteleri tarafindan ayni endikasyon icin kendi

Ulkesinde kullanimina izin verilmis olmasi
gerekmektedir.
3. Endikasyon Digi ilag Kullanimi

Endikasyon disi ila¢ kullanimi Bakanlik tarafindan
yayimlanan ve gincel hali 8 Subat 2019
tarihinden itibaren yururlikte olan Endikasyon Disi
flag Kullanimi Kilavuzu’'nda diizenlenmektedir.
Endikasyon digi ila¢g kullanimi kilavuzda ‘ilacin
Ulkemizde onaylanmis endikasyonu disindaki her
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List. Subsequently, Uluslararasi Saglik
Hizmetleri A.S. (“USHAS”), the Turkish
Pharmacists’ Association (“TPA”) or the Social
Security Institution (“SSI”) shall submit the
documentation to the relevant commission of the
Institution (the “Commission”), which is in
charge of assessing whether or not procurement
from abroad is appropriate for the procurement
of the relevant medical product. Upon
assessment by the Commission, medical
products that are added to the List shall be
announced on weekly basis. For the
procurement of products that are added to the
List, the physician of the patient shall apply to
the Institution. Applications are evaluated by the
relevant scientific commission on patient specific
basis and the products, the use and importation
of which are deemed as appropriate shall be
procured by USHAS, TPA or SSlI.

Products to be procured from abroad should be
licensed from the U.S. Food and Drug
Administration (“FDA”), the European Medicines
Agency (“EMA”) or the competent authority in a
country which is a member of the
Pharmaceutical Inspection Convention and
Pharmaceutical Inspection Cooperation Scheme
(“PIC/S”) and released to the market in such
countries. In case there is no available medical
product satisfying the criteria, products which
are manufactured in facilities that have been
awarded a certificate of compliance upon Good
Manufacturing Practices (“GMP”) inspections by
the Institution or PIC/S member countries, and
which are available on the market in the country
of origin should be procured. In addition, the
products should be licensed or authorised by the
competent authority of the country from which
they are procured, to be used for the same
indication which is specified by the physician
that has requested the use of the products in
Turkey.

3. Off-label Use

Off-label use is regulated under the Guideline for
Off-Label Use of Drugs published by the
Ministry, the current version of which is in force
as of 8 February 2019. Off-label use is defined
under the guideline as “any kind of use of a
medicinal product for an indication that has not



tarld  kullanimi”  olarak  tamimlanmaktadir.
Endikasyon disi kullanim, ruhsatsiz Urlnlerin
kullanimi, onaylanmamigs endikasyon icin veya
endikasyonun onaylandigi yas grubu disinda
kullanimi  veya farkli dozajlarda kullanimini
icermektedir. Endikasyon disi ilag kullanimi hasta
bazli uygulanmakta olup, bunun icin Kurum’dan
izin alinmasi gerekmektedir. Turkiye’de onayl
endikasyon dahilinde ilagla tedavisi mimkin olan
hastaliklar igin endikasyon digi ilag kullanimi
basvurusu, ancak bilimsel veriler dogrultusunda
belirgin avantaj saglayan tedavi secgenekleri
olmasi durumunda Kurum tarafindan
degerlendirilir.

Endikasyon disi ilag kullanimi basvurulari yalnizca
ilgili hastanin hekimi tarafindan online sistem
(Ruhsatsiz ve Endikasyon Disi llag Yénetim
Sistemi) Uzerinden veya posta ile kilavuzda
belirtilen belge ve bilgilerin Kurum’a sunulmasi ile
yapiimaktadir. Kurum, ilgili ila¢ icin endikasyon
disi  kullanimin  bilimsel ydnden uygun olup
olmadidini degerlendirir ve uygunluk onayindan
sonra ilag kullanilabilir.

Ozetle Tark mevzuati tahtinda
ruhsatlandiriimamig drtnlerin tedariki ve ilaglarin
onaylanmamig endikasyonlarda kullanimi
mumkdn olmakla birlikte, hasta ihtiyaglari ve
guvenligi arasinda denge kurmak adina ilgili
programlarin baglatiimasi icin ayrintili prosedurler

ongorulmektedir. ilgili hastalarin tedavisi
esnasinda Urunleri temin eden sponsor ilag
firmalart  ve programlari  yuriten hekimler

tarafindan yerine getiriimesi
yukimliligin  oldugu da

gereken bircok
unutulmamalhdir.

COVID-19 pandemisine iliskin olarak ise
halihazirda spesifik bir tedavi bulunmamasi
nedeniyle, Bakanlk’in 2020/2 numarali ve

16 Nisan 2020 tarihli genelgesi uyarinca bilim
kurulu tarafindan belirlenen ilaglardan Turkiye'de
ruhsath olan ilaglar Kurum’un ek onay alinmadan
kullanilabilecek endikasyon disi ilag listesine
eklenmek suretiyle hasta bazinda endikasyon digi
olarak kullanilmakta, Turkiye’de ruhsatli olmayan

ilaglar ise yurt disindan temin edilebilecek
Urunlerin  listesine eklenmek suretiyle hasta
bazinda yurtdigi ilag kullanim onayr ile

kullaniimaktadir.
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been approved in Turkey”. It includes the use of
unlicensed products, use for unapproved
indication or in an age group, which is outside
an approved indication, or use in different
dosages. Off-label use is applied on a patient
specific basis and must be approved by the
Institution.  Off-label use applications for
diseases, which can be treated by products
within the approved indication in Turkey shall be
evaluated by the Institution only if the treatment
options provided by the off-label use provides
significant advantages in line with the scientific
data.

Applications for off-label use can only be made
by the physician of the relevant patient through
the online system or via mail by submitting the
relevant information and documents listed under
the qguideline. The Institution shall assess
whether the off-label use of the relevant product
is scientifically appropriate and the product can
be used following the approval of the Institution.

In summary, although it is possible under
Turkish law to procure unlicensed products and
to use the same for the indications which have
not been approved, detailed procedures have
been set forth to initiate the related programmes
with a view to setting a balance between the
needs and the safety of the patients. It should
also be kept in mind that there are numerous
obligations, which should be performed by the
sponsor pharmaceutical companies procuring
the products and the physicians conducting the
programmes during the treatment of the relevant
patients. With regard to the COVID-19
pandemic, since there is no specific treatment
for the time being, according to the Ministry’'s
circular  numbered 2020/2 and dated
16 April 2020, the licensed products determined
by the science committee are included in the list
of off-label products that can be used without the
additional approval of the Institution and are
used in accordance with off-label use on patient
specific basis, and products that are not licensed
in Turkey are added to the list of products that
can be procured from abroad and are used on
patient specific basis as per the medical product



use approval that has been granted abroad.
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