atigen-cell’

HUCRE VE DOKU MERKEZI

ATIGREFT KEMIK CiPSi VE KUPU

ALLOGREFT KEMiK URUNLERI
KULLANIM KILAVUZU

iSLENMIiS iNSAN ALLOGREFT DOKUSUNU
KULLANMADAN ONCE OKUYUNUZ.

SUNGERIiMSi KEMIKTEN OLUSAN GRANUL
SEKLINDEKiI KEMiK DOKULARI, YASAL YOLLA
BAGISLANMASINA iZiN VERILEN CANLI
DONORLERDEN ALINIR; GERi KAZANIM,
iSLEME VE AMBALAJLAMA, AVRUPA BIiRLIiGi
DIREKTIFLERINE GORE ASEPTIK SARTLARDA
YAPILIR.

TANIM VE ENDIKASYON

Atigen-cell, hekimlerin (doktorlarin ve dis hekimlerinin)
klinik kullanimi igin femur basl slingerimsi kemikten
kemik kiipl ve ¢ipsi saglayan bir kurulustur.

Kiip ve cips icerigi: Stingerimsi kemik kipu ve cipsi
(perasetik asit ve sorenson buffer ile) steril edilmistir. Su
icerigini <%6’ya diusurmek igin dondurularak liyofilize
edilmistir. Kip ve gipsler kullanima hazir sekildedir.
Biyolojik materyal icermesi nedeniyle tGrtndn goérinimua
ve klinik etkinliginde farkliliklar beklenebilir.

Bu Urlnler; ortopedi, rekonstriktif ¢cene cerrahisi ve
kemik grefti gerektiren cesitli cerrahi uygulamalarda
kullanilir. Tek basina kullanilabildigi gibi otolog kemik
veya kemik greftinin diger formlari ile kombine edilerek de
kullanilabilir. Genel olarak kemik kipl ve gipsinin kemik
olusumunda iskelet gorevi goérdigl disinlilimektedir.
Kemik olusumu; hastaya ait faktorler, cerrahi travma
ve Urunun ozellikleri gibi degisik faktorlere baghdir.
Kemik kip ve cipslerin osteokondiiktif ve osteoinduktif
ozellikleri olabilir. Bu 6zellikleri klinik sonuca yansisa
da yansimasa da biyolojik prosesin durumuna gore
degiskenlik gosterir. Hayvanlardaki osteokondiktif veya
osteoinduktif o6zelliklerin insandaki osteoindiksiyon
ile tam olarak gosteriimesinin s6z konusu olmamasi
sebebiyle kemik kip ve ¢ips Urlnlerinde hayvan
osteoindiiksiyon testi yapiimamistir.

UYARI VE iIKAZLAR
Her kutu sadece tek hasta i¢in kullaniimaldir.

Ayni allogrefti bolerek birden ¢ok hastada kullanmayiniz.
Sterilize edilmemelidir. Doku, perasetik asit iceren isleme
ve sonunda yikamalara maruz kalmistir. islem sirasinda
az miktarda madde kalmis olabilir. Alicinin bu maddelere
alerjisinin olup olmadigina dikkat edilmelidir. Artan veya
kullaniimayan doku, yerel gereksinimlere goére imha
edilmelidir.

Bu allogreft asagidaki durumlarda kullanilmamalidir:

« Eger ambalaj hasar gérmis veya bozulmussa

« Ambalajda fiziksel hasar varsa

« Ambalaj etiketi veya barkod etiketi zarar gérmusse,
okunamiyorsa veya bulunmuyorsa

« Eger Uriin vakumlu degilse

« Eger Uriin donmus veya ambalaji zarar gérmusse

« Eger Urln onerilen saklama kosullarinin diginda bir
sicaklikta saklanmigsa

+ Ambalajin agiimasindan itibaren 24 saatten fazla
zaman gegmisse

« Ambalajda belirtilen son kullanma tarihi gegmisse

Kaynama ve kemik olusumu igin greft yataginin hazir-

lanisi 6nemlidir. Greft alaninda enfeksiyon olmamalidir.
Asagidaki durumlarda dikkatli olunmalidir:

« Zayif ankoraj veya zayif perflizyon alaninda yapilan
implantasyonda

« Yeterince tedavi edilmemis implantasyon alanindaki
aktif veya gizli enfeksiyonda

« Ameliyat sonrasi dénemde beklenmedik risk veya bir
hastallk olasiliginda

« Ameliyat sonrasi dénemde gerekli talimatlari yerine
getirmeme ve/veya uygulamamada

« Ameliyat bolgesine asirn basincta (Aksi takdirde yagd
embolisi veya greft materyalinin kan dolasimina
gecmesi s6z konusu olabilir.)

Diger alanlarla bir etkilesim bildirilmemistir.

ONLEMLER

Atigen-cell, tim doku dondr secimlerinde kapsamli tibbi
tarama prosedirleri uygulamaktadir. Yapilan dikkatli
dondr segiminde seroljik testlere ragmen teorik olarak
HIV veya hepatit gibi enfeksiyon hastaliklarin veya
Creutzieldt-Jakob (CJD) gibi hastaliklarin bulasma
riski goz ardi edilmemelidir. Greft alaninda bakteriyel
enfeksiyon olusabilir. Kullanilan Gretim ydntemleriyle
antijenik 6zelligi minimize edilmesine ragmen Urinin
antijenik etkisine karsi dikkatli olunmalidir. Karsilasilan
advers etkiler Atigen-cell’e bildirilmelidir.

YAN ETKILER

insan dokusunun kullaniimasi sonucu asagidaki advers
etkiler olasi olsa da tim advers etkiler bunlarla sinirl
olmayabilir:

+ Kemik ve/veya yumusak doku enfeksiyonu (osteomi-
yelit)

« Ates

« Uygulama alaninda kemik deformasyonu

« Kemik batmasi, kaynamanin gecikmesi veya olmamasi

+ Yeni olusan kemigin kiriimasi

« Hastalik gecmesi ve istenmeyen bir immiin yanit

Advers etki goruldiginde ve/veya allogrefte bagl bir
sorun yasandiginda Atigen-cell ile hemen temasa ge-
cilmelidir. Uriiniin  etkinligi veya ambalajla ilgili bir
memnuniyetsizlik durumunda lutfen Atigen-cell’e bildi-
riniz.
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PROSES VE STERILiZASYON

Proses ve ambalajlama islemi kontrolll aseptik sartlarda,
iyi imalat Uygulamalarina (GMP) gére siniflandiriimis B
sinif arka plan iginde A sinif LAF kabinlerde yapilmistir.
Tum asamalar titizlikle kalite kontrole tabi tutulmustur.

Kup ve ¢ipsler sterilize edilmis ve viral inaktivasyon igin
gama iginlamasi uygulanmistir (25 kGy). Uriin tekrar
sterilize edilmemelidir.

DONOR TARAMA VE TESTLERI

EU 2004/23 direktifleri ve onun EU 2006/17 ile EU
2006/83 ekleri dogrultusunda bagis éncesi dondriin tibbi
ve sosyal hikayesi incelenerek dokunun bagislanmasinda
kontrendike edebilecek tibbi durumlar ve hastaliklar
arastinimigtir.

Geri kazanim sirasinda donérden alinan kan érneklerinde
asagidaki testler uygulanmistir:

* HBsAg
Hepatit B » HBc antikoru

+ HBV-DNA

. + HCV antikoru

Hepatit C - HCV-RNA

« HIV 1/2 antikoru
HIV 1/2 + HIV antijeni

« HIV 1 RNA
HTLV I/l « HTLV I/Il antikoru
Sifilis » Treponema antikoru

Serolojik test bulgularinda enfeksiyon belirtisi gérilmezse
allogreft transplantasyon igin uygun kabul edilir.

Donér kabul onayi; donérin hikayesi, fiziksel degerlendiril-
mesi, mevcut tibbi kayitlar, enfeksiyon sonuglari, dondriin
uygunluguyla ilgili diger kaynaklardan elde edilen tim
bilgiler hekimlerce degerlendirildikten sonra verilir. Do-
kunun kontamine olup olmadigini degerlendirmek igin
aerob ve anaerob mikrobiyolojik testler yapilir. Dondre
ait bilgiler Atigen-cell kayitlarinda saklanir ve 35 yil si-
reyle korunur.

Bu doku transplantasyon icin uygundur. Tum dondr
tarama, serolojik ve mikrobiyolojik test prosedirleri EU
2004/23 direktifleri ve onun EU 2006/17 ile EU 2006/86
eklerine gore yapiimis ve uygunlugu dogrulanmistir.

OPERASYON ONCESi HAZIRLIK

Allogreftin uygulanmasi igin islem yerinin hazirlanmasi
onemlidir. Uygulamadan énce islem yerinin enfeksiyondan
arindinimasi gerekmektedir.

SAKLAMA

Kip ve cipsler oda sicakliginda (15°C - 30°C), dogru-
dan glines 1sigindan uzak ve kuru bir yerde saklanmaldir.
Urtinler dondurulmamalidir. Kullaniciya kadar triiniin uy-
gun kosullarda saklanmasi, transplantasyon merkezinin
veya hekimin sorumlulugundadir.

AMBALAJ

Kip ve cipsler steril siselerde paketlenmistir. Siseler,
PET/Alu posetlerde vakumlanarak ambalajlanmistir. Hem
kiip ve gipsler hem de sise sterildir. ig ambalajda; donér
bilgisi, Uretim lot numarasi, son kullanim tarihi, Grin
kodu ve agiklamasi ile Uriin adedini g&steren bilgiler yer
almaktadir. Dis ambalajda ise ek bilgiler bulunmaktadir.

KULLANIMA HAZIRLIK

lyi bir sonu¢ almak ve basari sansini artirmak igin

asagidaki Oneri ve prosedurler izlenmelidir:

« Kip ve cipsler ile bunlari iceren siseler steril olmalidir.

« Kontaminasyon riskini énlemek icin allogreft kemik
Urlnleri aseptik sartlarda saklanmalidir.

« Aseptik sartlarda acilan allogreft kemik Urinleri, 24
saat icinde kullaniimaldir.

Kip ve ¢ips paketleri asagidaki gibi aciimalidir:

« Uriin aseptik/steril prosediirlere gére agiimalidir.

« Disg ambalaj acildiktan sonra i¢ ambalaj, steril alana
alinmaldr.

+ i ambalaj agildiktan sonra sise aciimalidir.

Cips:

« Kullaniimadan 6nce steril bir solisyonla (6r. SF veya
Laktatl Ringer) 1slatilabilir.

« Cerrahin tercihine goére sollsyonla birlikte antibiyotik
kullanilabilir. Kullanimdan 6nce hastanin antibiyotige
hassasiyetinin  olup olmadigi kontrol edilmelidir.
Antibiyotik konsantrasyonu normal IV uygulamadan
daha disuk olmalidir.

« Her Urtin igin bir sollsyon kullaniimasi dnerilir.

» Cips, sulandirildiktan sonra 2 saat iginde kullanilmali-
dir.

iZLENEBILIRLIK

EU 2006/86 direktiflerine gore transplantasyon sonrasi
izlenebilirligin saglanmasi icin doku alicisinin kayitlari
30 yil sireyle saklanmalidir. Bu kayitlar izlenebilirligi
mumkdin kildigr gibi Atigen-cell’in de gergek veya stipheli
hastallk durumlarini izleyebilmesini kolaylastiracaktir.
izleme raporu ve yapistirilabilir etiketler, her kutuda yer
almaktadir. Seri numarasi ve doku bilgileri her etikette
bulunmaktadir. Litfen hasta bilgilerini, nakil yapilan
hastanenin adini ve adresini, allogreft bilgisi ile dokunun
kullanimiyla ilgili yorumlarinizi  (¢ikarilabilir ~ barkod
etiketlerini kullanarak) Allogreft izleme Raporu'na yaziniz.
Daha sonra doku bankasi kopyasini, formun Uzerinde
belirtilen Atigen-cell adresine génderiniz. Allogreft izleme
Raporu'nun birinci kopyasi hastanede referans amaciyla
saklanmall, hasta kopyasi ise doku alicisina verilmelidir.

REFERANSLAR

+ 2004/23/EC sayili ve 31 Mart 2004 tarihli Avrupa Birligi
Direktifi

+ 2006/17/EC sayill ve 08 Subat 2006 tarihli Avrupa
Birligi Direktifi

+ 2006/86/EC sayill ve 24 Ekim 2006 tarihli Avrupa
Birligi Direktifi
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HUCRE VE DOKU MERKEZi
Atigen-cell Teknoloji Ozel Saglik Hizmetleri Tic. San. AS
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e-posta: info@atigencell.com

Web sitesi: www.atigencell.com

Yapilan iglemler, Atigen-cell genel kural ve
kosullarina gére yapilmistir.
Atigen-cell, hastanede yapilan herhangi bir
yanhishktan dolay: yiikiimliliik ve sorumluluk
kabul etmez.
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CELL AND TISSUE CENTER

ALLOGRAFT BONE CHIPS AND BLOCK

ALLOGRAFT BONE PRODUCTS
INSTRUCTIONS FOR USE

READ THE INSTRUCTIONS CAREFULLY
BEFORE USING DONATED HUMAN TISSUE.

THE BONE GRAFT TISSUE IS PRODUCED
FROM A SINGLE DONOR FROM WHOM LEGAL
AUTHORIZATION OR CONSENT HAS BEEN
OBTAINED. RECOVERY, PROCESSING AND
PACKAGING ARE PERFORMED UNDER ASEPTIC
CONDITIONS IN ACCORDANCE WITH THE
EUROPEAN DIRECTIVES.

DESCRIPTION AND INDICATION FOR USE

Atigen-cell provides human cancellous bone chips
and cubes for clinical use by qualified health care
professionals (e.g. physicians or dentists).

Cube and chips content: Cancellous bone cube and
chips are sterilized (using peracetic acid and sorenson
buffer). They have been freeze-dried (lyophilized) to
lower the total water content to <%6. Cube and chips
are ready for use.

Since these products contain biological materials, some
variations in product appearance, handling and clinical
efficacy can be expected.

These products can be used in various surgical
applications, e.g. in orthopedics, maxillofacial
reconstructive surgery and in bone grafting procedures.
They can be used by themselves or in combination with
autologous bone or other forms of allograft bone.

The medicinal product’s activity is mainly physical, i.e. it
acts as a scaffold for the formation of new bone tissue.
As it is resorbed through osteoclast activity, it becomes
integrated into the body’s own remodeling process.
The process of forming the body’s own structures
(ossification/osteogenesis) occurs concurrently with
degradation of the allogeneic graft (resorption). Both
processes are dependent on the graft size and, in
particular, on the responsiveness/perfusion rate of the
recipient site. Insertion of the graft and its mode of action
as a scaffold facilitate the naturally occurring process of
bone remodeling at the defect site. The aim is to achieve
complete transformation of the graft into newly formed
body tissue.

CAUTIONS AND WARNINGS
All packages are for single patient use only.

Do not use portions of the same allograft on multiple
patients. Do not sterilize. Scarce amount of processing
solutions may remain. Caution should be exercised if
the recipient is allergic to these substances. Dispose
excess or unused tissue and all package that has been
in contact with the tissue in accordance with recognized
procedures for discarding medicinal waste.

This allograft must not be used under any of the
following conditions:

« If the container seal is damaged or not intact
« If the container has any physical damage

« If the container label or identifying barcode is severely
damaged, not readable or is missing

« If the vacuum is not present

« If the product container has been allowed to freeze or
has otherwise been damaged

« If the product has been stored at temperatures lower
or higher than recommended storage temperatures

« If the product has not been used within 24 hours after
opening the package

« If the expiration date shown on the container label has
passed

Preparation of the bone graft bed is important for
incorporation and bone formation; there must be no
infections at the site of grafting. Use caution in the
following circumstances:

« Implantation in a site where there is poor anchorage
or poor perfusion

« Active or latent infection in the implantation area,
unless adequately treated

« Any unacceptable risk of disorder or disease in the
post operation period

+ Inability to cooperate with and/or comprehend
post-operation instructions

« Inability to protect against over-pressurizing the defect
since this may lead to fat embolization or embolization
of the graft material into the bloodstream

No interactions with other agents are known.

PRECAUTIONS

Extensive medical screening procedures are used in the
selection of all tissue donors for Atigen-cell. Thoretical
risk of transmission of infectious diseases such as HIV
or hepatitis, as well as Creutzfeldt-Jakob (CJD) agent,
should not be ignored in spite of careful donor selection
and serological testing. Bacterial infection at the site of
grafting may occur. Although the production techniques
used on these products minimize the antigenic properties
of the product, the possibility of an antigenic response
exists. Adverse outcomes attributable to the tissue must
be promptly reported to Atigen-cell.

ADVERSE EFFECTS

Possible adverse effects of using human tissues include
but are not limited to:

« Infection of soft tissue and/or bone (osteomyelitis)
« Fever
« Deformity of the bone at the application site

« Incomplete bone ingrowth, delayed union or
non-union

« Fracture of the newly formed bone

« Disease transmission and undesirable immune
response

In case of any adverse reactions and/or events
attributable to the allograft tissue, Atigen-cell has to be
contacted immediately. In case of any dissatisfaction
with tissue performance or packaging please report to
Atigen-cell:

Mutlukent Mah. 1964. Cad. No.: 31/3
Umitkdy-Cankaya/Ankara/TURKIYE
Phone number: +90 (312) 418 93 68
Fax: +90 (312) 418 89 79
e-mail: info@atigencell.com

PROCESSING AND STERILITY

The processing and packaging was carried out in class
A LAF cabins in the background of Class B, classed
according to Good Manufacturing Practice (GMP) under
controlled aseptic conditions. All steps are rigorously
quality controlled. The grafts are terminally sterilized and
virus inactivated by gamma irradiation (25 kGy). Do not
subject the products to further sterilization procedures.

DONOR SCREENING AND TESTING

Prior to donation, the donor’s medical/social history was
screened for medical conditions or disease processes
that would contraindicate the donation of tissues in
accordance with current policies and procedures
according to EU Directive 2004/23 and its annexes EU
2006/17 and EU 2006/86.

Donor blood samples taken at the time of recovery were
tested by a licensed facility for:

* HbsAg
Hepatit B | « HBc antibodies, and if indicated
- HBV-DNA
. « HCV antibodies
Hepatit C | HCV-RNA

« HIV 1/2 antibodies

HIV 1/2 « HIV-antigen

+ HIV 1 RNA
HTLV I/l | « HTLV I/Il antibodies
Sifilis « Treponema antibodies

If the evaluations of the serological testing do not
indicate infection, the allograft is determined to be
suitable for transplantation.

The consent; donormedical history, physical assessment,
available relevant medical records, infectious disease test
results, if performed, and information obtained from any
source or records which may pertain to donor suitability
current at the time of procurement, have been evaluated
by a physician and are sufficient to indicate that donor
suitability criteria current at the time of procurement,
have been met. A microbiological assessment was done
to determine contamination of tissues with aerobic and
anaerobic microbial contaminants. Donor records are
available at Atigen-cell and are retained for 35 years.
This tissue is suitable for transplantation. All procedures
for donor screening, serologic and microbiologic testing
meet or exceed current standards established by the
European Directive 2004/23 and its annexes 2006/17
and 2006/86.

PREOPERATIVE PREPARATION

Preparation of the host bed is important for allograft
incorporation. The host bed should be free of infection
prior to grafting.

STORAGE

Store the tissue away from direct sunlight at ambient
temperature (15°C-30°C) in a clean, dry place. In order
to maintain integrity of seal, do not freeze. It is the
responsibility of the transplant facility or clinicians to
keep the products in the appropriate recommended
storage conditions prior to use.

PACKAGING

Tissue are packaged in a sterile bottle. The bottle is
packaged in two PET/Aluminum pouches, which are
heat-sealed and under vacuum. Both bottle and inner
pouch are sterile. The outer pouch is labeled with
a barcode label, showing donor ID, lot number,
expiration date, product code, product description and
quantity (volume). Additional information is listed on the
package label.

PREPARATION FOR USE
To obtain the best clinical results and prevent graft

failure, the procedure and recommendations listed
below should be followed:

« Both bottle and the inner pouch are sterile.

« Bone products should be maintained in an aseptic
environment at all times to prevent the possibility of
contamination.

« Bone products should be used within 24 hours provided
they are maintained in an aseptic environment.

Open the package as follows:

« Use standard aseptic/sterile technique to open the
package.

« Peel off the flaps of the outer pouch and transfer the
inner pouch into the sterile field.

« Peel off the flaps of the inner pouch and take the
bottle.

Chip

+ Chips may be rehydrated before use by adding
an acceptable sterile irrigant (i.e. normal saline or
lactated Ringer’s solution).

« Antibiotics may be used with the irrigant according to
surgeon preference. Patient sensitivity to antibiotics
should be checked prior to use. Concentration of
antibiotic solutions should be less than normally
indicated for IV administration.

« Use new solution for each product.

+ Chips should be used within two hours after
reconstitution.

Dispose of excess or unused tissue and all packaging

that has been in contact with the tissue in accordance

with recognized procedures for discarding regulated

medical waste materials.

TRACEABILITY

Tissue recipient records must be maintained by the
consignee and transplant facility for 30 years for the
purpose of tracing tissue post transplantation, according
to EU directive 2006/86. This will allow Atigen-cell
to facilitate the investigation of actual or suspected
transmission of communicable disease and take
appropriate and timely corrective action. An Allograft
Tracking Report and peel off stickers have been included
with each package of tissue. The serial number and
the tissue description have been preprinted on the
peel off labels. Please record the patient ID and name
and address of the transplant facility, allograft tissue
information (using the peel-off stickers) and comments
regarding the use of the tissue on the Allograft Tracking
Report. Once completed, the form should be returned
to Atigen-cell at the address indicated on the form.
The center must keep a copy of this information as a
reference. The patient copy should be delivered to the
tissue recipient.

REFERENCES

« EU Directive 2004/23/EC - 31 March 2004

+ EU Directive 2006/17/EC - 08 February 2006
« EU Directive 2006/86/EC — 24 October 2006
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Transactions with Atigen-cell are subject to
General Terms and Conditions of Atigen-cell.

Atigen-cell disclaims all liability and
responsibility for any misuse of tissue provided for
clinical application.
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