ALCASIS GENTA ANTIBITOTIKLI KEMIK
CIMENTOSU GUVENLIK VE KLINIK
PERFORMANS OZETI
ALCASIS GENTA ANTIBIOTIC BONE
CEMENT SUMMARY OF SAFETY AND
CLINICAL PERFORMANCE

TABIB FARMA
2025



ALCASIS GENTA ANTIBIYOTIKLi KEMIK | Document No RP.01.03
? GCIMENTOSU GUVENLIK VE KLINiK Issue Date 08.06.2022
tabibfarm_a‘ PERFORMANS OZETi/ ALCASIS GENTA | Revision No 03
ANTIBIOTIC BONE CEMENT SAFETY AND | Revision Date 16.04.2025
CLINICAL PERFORMANCE SUMMARY Page No 1/63

Boliim/Section| Hedef Kitle/ Target group Icerik Ozelligi/ Content Feature

Béliim/Section Hastalar (Meslekten Sade, acik, anlagilir, kisa aciklamalar/

1 Olmayanlar)/ Patients Simple, clear, understandable, short

(Laypersons) explanations
Boliim/Section ||Saglik Profesyonelleri/ K..hml? ver, P.MCF’ esdegerlik, risk
o yonetimi/ Clinical data, PMCF,
2 Health Professionals . .
equivalence, risk management

HAZIRLAYA/PREPARED BY

ONAYLAYAN/APPROVED BY

QUALITY MANAGEMENT REPRESENTATIVE

GENERAL MANAGER




ALCASIS GENTA ANTIBiYOTiKLi KEMIK Document No RP.01.03
CIMENTOSU GUVENLIK VE KLIiNiK Issue Date 08.06.2022
tabibfarma‘? PERFORMANS OZETi/ ALCASIS GENTA | Revision No 03
ANTIBIOTIC BONE CEMENT SAFETY AND | Revision Date 16.04.2025
CLINICAL PERFORMANCE SUMMARY Page No 2/63

BOLUM 1- HASTALAR (MESLEKTEN OLMAYANLAR)- SADE,
ACIK, ANLASILIR, KISA ACIKLAMALAR/ PART I - PATIENTS
(LAYERS) - SIMPLE, CLEAR, UNDERSTANDABLE, SHORT
EXPLANATIONS

- Asagidaki boliim, hastalar ve meslekten olmayan kisiler i¢in hazirlanmistir.
Tibbi terimler sadelestiriimis ve agiklamalar eklenmistir. Bu bolumde verilen bilgiler saghk
uzmaninin onerisinin yerine gegmez.

The following section is intended for patients and laypersons.
Medical terms have been simplified and explanatory notes have been added. This information
does not replace advice from a healthcare professional.

Hastalara Yonelik Bilgilendirme Patient Information:

e Uriin Bilgileri: Alcasis Genta Antibiyotikli Kemik Cimentosu, 41 g toz + 20 ml siv1
formundadir ve ortopedik cerrahi sirasinda protez sabitleme amaciyla kullanilir.

Product Information: Alcasis Genta Antibiotic Bone Cement is in the form of 41 g powder + 20
ml liquid and is used for prosthesis fixation during orthopedic surgery.

e Uretici Ad1 ve Adresi:

Tabib Farma Ilag Tibbi Cihazlar Medikal Ortopedi Ltd. Sti.

SANAYI MAH. 3327 SOK. GULPETEK SANAYI SITESi S ADA 3.BLOK NO:3 ISPARTA /
TURKIYE

Manufacturer Name and Address: Tabib Farma Ila¢ Medical Devices Medical Orthopedics
Ltd. Co. SANAYI MAH. 3327 STREET GULPETEK INDUSTRIAL SITE S BLOCK 3 NO:3
ISPARTA / Tiirkiye

e Temel UDI-DI(basic UDI): 86818890571291453/41GX9
o ilk CE Belgelendirme Tarihi/ Initial VE Certification Date: 05.10.2020

e Hedeflenen Hasta Popiilasyonu: 60 yas iistii hastalar, osteoporotik kemik yapisina sahip
olanlar, eklem protezi uygulamalari i¢in aday hastalar./Target Patient Population: Patients over
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60 years of age, those with osteoporotic bone structure, and patients who are candidates for
joint replacement surgery.

e Cihazda Bulunan Tibbi Maddeler/ Medical Substances Contained in the Device:
Gentamisin siilfat/ Gentamicin Sulphate

e Uyanilar ve Onlemler: Uriin sadece tek kullanimliktir. Hamilelik ve emzirme doneminde
kullanilmamalidir. Ciddi bobrek yetmezligi olan hastalarda kontrendikedir./ Warnings and
Precautions: The product is for single use only. It should not be used during pregnancy or
lactation. It is contraindicated in patients with severe renal impairment.

e Klinik Ge¢mis: Uriin, 2020 y1lindan bu yana CE belgesi ile piyasaya sunulmus olup, PMCF
kapsaminda giivenlik ve performans profili diizenli olarak degerlendirilmektedir./ Clinical
History: The product has been available on the market with CE certification since 2020, and its
safety and performance profile are regularly evaluated within the scope of PMCF.

e FSCA Ozeti (varsa): Uriinle ilgili su ana kadar herhangi bir saha giivenligi diizeltici faaliyeti
(FSCA) bulunmamaktadir./ FSCA Summary (if applicable): There are no field safety corrective
actions (FSCAs) currently associated with the product.

Cihaz Acgiklamasi / Device Description

Alcasis Genta Antibiyotikli Kemik Cimentosu, ortopedik protez uygulamalarinda kullanilan bir tibbi
cihazdir. Protezin kemige sabitlenmesini saglamak amaciyla tasarlanmig olup, antibiyotik (gentamisin
siilfat) icerigi sayesinde operasyon sonrasi enfeksiyon riskini azaltmay1 hedefler./ A/casis Genta
Antibiotic Bone Cement is a medical device used in orthopedic prosthetic applications. Designed to
secure the prosthesis to the bone, Alcasis Genta Antibiotic Bone Cement contains an antibiotic
(gentamicin sulfate) that helps reduce the risk of postoperative infection.

Cihazin Eylem Modu:

Cihaz, toz (polimer) ve s1vi (monomer) bilesenlerin karistirilmasiyla viskoz bir yapi kazanir. Bu yapi,
protez ile kemik arasinda bosluga yerlestirilir. Polimerizasyon yoluyla kisa siirede sertleserek protezi
kemige sabitler. Bu islem, mekanik bir eylemle ger¢eklesir ve farmakolojik, immiinolojik veya metabolik
birincil etkisi yoktur. / Device Mode of Action: The device acquires a viscous structure by mixing powder
(polymer) and liquid (monomer) components. This structure is placed in the space between the prosthesis
and the bone. It hardens quickly through polymerization, anchoring the prosthesis to the bone. This
process is mechanical and has no primary pharmacological, immunological, or metabolic effects.
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Onceki Nesil ve Varyantlar:

Bu iiriin, Alcasis Cerrahi adiyla sunulan antibiyotiksiz varyanttan farkli olarak gentamisin igerir.
Antibiyotikli formiilasyon, enfeksiyon riski yiiksek vakalarda tercih edilir. Her iki {irlinlin polimer yapisi,
viskozite seviyesi ve uygulama sekli aynidir. / Previous Generations and Variants: This product
contains gentamicin, unlike the antibiotic-free variant offered under the name Alcasis Surgical. The
antibiotic formulation is preferred in cases with a high risk of infection. The polymer structure, viscosity
level, and application method of both products are the same.

Birlikte Kullanilan Cihazlar ve Aksesuarlar:

Cihaz, protez implantlari ile birlikte kullanilir. Uygulama sirasinda kemik ¢imento tabancasi veya maniiel
karigtirma sistemleri gibi aksesuarlarla birlikte kullanilmasi1 dngoriilmektedir. Cihaz, yalnizca steril
ortamda ve uzman saglik personeli tarafindan uygulanmalidir. / Devices and Accessories Used in
Combination: The device is used in conjunction with prosthetic implants. It is intended to be used with
accessories such as bone cement guns or manual mixing systems during application. The device should
only be applied in a sterile environment and by qualified healthcare professionals.

Alcasis Genta Antibiyotikli Kemik Cimentosu, genellikle eklem protezi ameliyatlarinda kullanilan bir
tibbi {irlindiir.

Bu iirlin, protezin kemige sabitlenmesini saglar ve ameliyat sonrasi enfeksiyon riskini azaltmak i¢in
icerisinde antibiyotik (gentamisin) bulunur.

Nadiren alerjik reaksiyon, gecici tansiyon diisiikliigii (BCIS) gibi yan etkiler olusabilir. Bu etkiler
genellikle hafiftir ve doktorunuz tarafindan izlenir.

Liitfen daha fazla bilgi i¢in doktorunuza danisiniz.

Alcasis Genta Antibiotic Bone Cement is a medical product commonly used in joint replacement
surgeries.

It helps fix the prosthesis to the bone and contains an antibiotic (gentamicin) to reduce the risk of post-
surgical infection.

Rare side effects may include allergic reactions or temporary low blood pressure (BCIS). These are
usually mild and managed by your doctor.

Please consult your doctor for further information.

Cihaz Tamim & Mekanizma/ Device Description & Mechanism:

Alcasis Genta Antibiyotikli Kemik Cimentosu, ortopedik cerrahi sirasinda protezlerin sabitlenmesini
saglayan bir polimetilmetakrilat (PMMA) bazli kemik ¢imentosudur.

Iceriginde yer alan gentamisin siilfat, ¢cimento sertlestikten sonra kemik bosluguna lokal olarak salinir.
Gentamisin, diigiik konsantrasyonda dahi bakterisidal etki gdsterir.

Uriin, insan ya da hayvan kaynakl1 hiicre/doku igermez. CMR (kanserojen, mutajenik, iireme toksik)
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madde icermez.
Doku ile temas eden materyaller: PMMA, gentamisin siilfat, baryum siilfat, benzoil peroksit.

Alcasis Genta Antibiotic Bone Cement is a PMMA-based cement used for prosthesis fixation during
orthopedic surgery.

It contains gentamicin sulfate, which is locally released into the bone cavity after the cement hardens.
Gentamicin has a wide antibacterial spectrum with low resistance potential.

The product does not contain any human or animal derived tissue/cells. It is free of CMR substances.
Materials in direct contact with tissue: PMMA, gentamicin sulfate, barium sulfate, benzoyl peroxide.

Hasta Perspektifli Risk Bilgilendirmesi/ Risk Information from a Patient Perspective

Alcasis Genta ile yapilan ¢alismalarda ciddi advers olay bildirimi olmamistir. Ancak nadiren:

o Enfeksiyon (%1-2),

e Tansiyon diistikliigii (BCIS, <%]1),

e Alerjik reaksiyon (%<1) gibi etkiler g6zlenebilir. Bu tiir etkiler genellikle hafif ve
gecicidir. Boyle bir durum yasarsaniz, liitfen derhal doktorunuza veya tedavi aldiginiz
hastaneye basvurunuz.

No serious adverse events were reported in studies with Alcasis Genta. However, rarely:

e Infection (1-2%),

e Low blood pressure (BCIS, <1%,),

o Allergic reaction (<1%) may occur. These effects are typically mild and temporary. If
you experience any unusual symptoms, please contact your physician or treatment center
immediately.

Klinik Performans ve Giivenlik — Hasta Bilgilendirmesi Clinical Performance and Safety — Patient
Information

Alcasis Genta Antibiyotikli Kemik Cimentosu, 6zellikle eklem protez ameliyatlarinda enfeksiyonlari
onlemek ve protezin kemige iyi tutunmasini saglamak amactyla kullanilir.

Uriinle yapilan klinik ¢alismalarda, enfeksiyon oranlarinin azaldig1 ve protez stabilitesinin arttig1
gosterilmistir.

Uriin genel olarak giivenlidir. Nadir durumlarda gegici tansiyon diisiikliigii (BCIS) veya alerjik
reaksiyonlar goriilebilir.

Bu etkiler genellikle hafiftir ve saglik personeli tarafindan izlenir.
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Alcasis Genta Antibiotic Bone Cement is used in joint replacement surgeries to prevent infections and
help the prosthesis stay firmly attached to the bone.

Clinical studies have shown reduced infection rates and improved prosthesis stability with this product.
The product is generally safe. Rarely, temporary low blood pressure (BCIS) or allergic reactions may
occur.

These effects are usually mild and are monitored by healthcare professionals.

Alcasis Genta — Klinik Degerlendirme ve PMCF Bilgilendirmesi

Bu iiriin, CE isareti alabilmesi i¢in kapsamli bir klinik degerlendirme siirecinden gegirilmistir. Yapilan
literatiir ¢aligmalari, tiriiniin klinik giivenlik ve performansinin mevcut tibbi standartlara uygun oldugunu
gostermektedir. Ayrica, iriinde kullanilan gentamisin maddesinin etkinligi bilimsel ¢alismalarla
desteklenmistir.

Alcasis Genta — Clinical Evaluation and PMCF Information

This product underwent a comprehensive clinical evaluation process to obtain the CE marking.
Literature studies demonstrate that the product's clinical safety and performance comply with current
medical standards. Furthermore, the efficacy of the gentamicin used in the product has been supported by
scientific studies.

Cihaz piyasaya sunulduktan sonra, iirliniin glivenligini ve performansini uzun vadede izlemek amaciyla
bir Pazar Sonrasi Klinik Takip (PMCF) plan1 uygulanmaktadir. Bu kapsamda kullanic1 geri
bildirimleri, hasta sonuglar1 ve benzer iirlinlerle karsilastirmalar diizenli olarak incelenmektedir. Bu
izleme faaliyetleri, iiriiniin giivenli kalmasini ve hasta yarari saglamaya devam etmesini garanti altina alir.

After a device is launched, a Post-Market Clinical Surveillance (PMCF) plan is implemented to monitor
the product's safety and performance over the long term. This includes regular review of user feedback,
patient outcomes, and comparisons with similar products. These monitoring activities ensure that the
product remains safe and continues to provide patient benefits.

Alcasis Genta (Antibiyotikli) — Potansiyel Risklerin Kontrolii

Cihaz kullanim sirasinda karsilasilabilecek potansiyel riskler; enfeksiyon, alerjik reaksiyon, ¢cimentonun
damar igerisine kagmasi veya 1s1l hasar gibi durumlardir. Bu riskler, liretim sirasinda uygulanan
sterilizasyon kontrolleri, biyouyumluluk testleri ve klinik degerlendirme siireciyle minimize edilmistir.
Ayrica cihaz, gentamisin igerdiginden enfeksiyon riskine kargi koruma saglar. Tiim kullanim talimatlar
kullaniciya detayl sekilde sunulmustur. Cerrahi uygulama yalnizca uzman saglik personeli tarafindan
gergeklestirilmelidir./ Alcasis Genta (With Antibiotics) — Controlling Potential Risks
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Potential risks that may be encountered during device use include infection, allergic reactions,
intravascular cement leakage, or thermal damage. These risks are minimized through sterilization
controls, biocompatibility tests, and clinical evaluation during manufacturing. Furthermore, because the
device contains gentamicin, it protects against the risk of infection. All instructions for use are provided
in detail to the user. Surgical procedures should only be performed by qualified healthcare professionals.

Hedef Kitleye Uygun Bilgilendirme Notu Audience-Specific Information Depth Note:

Bu belge, hem saglik profesyonelleri hem de hastalara yonelik olarak yapilandirilmistir. Belge igerisinde
yer alan teknik igerik (6rnegin: klinik veri analizleri, risk degerlendirmesi, esdegerlik incelemeleri) saglik
profesyonellerinin bilgi diizeyine hitap etmektedir.

Hasta bilgilendirmesi igeren bdliimler ise sadelestirilmis sekilde sunulmus olup, {irliniin genel amaci ve
giivenligine dair kolay anlasilir bilgiler icermektedir.

Liitfen riskler, faydalar ve kullanim sekli hakkinda detayl1 bilgi almak i¢in saglik profesyoneline
danisiniz.

This document is structured for both healthcare professionals and patients. The technical sections (e.g.,
clinical data analysis, risk assessment, equivalence evaluations) are intended for medical professionals.
Sections containing patient-facing information have been simplified to provide general, easy-to-
understand details about the product’s purpose and safety.

For more detailed explanations on risks, benefits, and how the product is used, please consult a
healthcare provider.

Hasta Boliimlerinin Okunabilirlik Testi / Readability Testing of Patient Sections

SSCP belgesinde hastalara yonelik bilgilendirme boliimlerinin, hedef hasta grubunun anlayabilecegi
sekilde sadelestirilmis olmas1 amaciyla okunabilirlik testi yapilmistir.

Geri bildirim oturumlarina farkli yas gruplarindan ve egitim diizeylerinden toplam 3 katilimc1 dahil
edilmistir.

Katilimcilara hasta bilgilendirme béliimii okutulmus ve ardindan 4 soruluk degerlendirme uygulanmaistir.
Ortalama anlama oran1 %92 olarak hesaplanmis, gerekli sadelestirmeler bu dogrultuda yapilmistir.

Test sonuglari kalite sistemimizde kayit altina alinmustir.

A readability test was conducted to ensure that the patient-facing sections of this SSCP document were
understandable by the target patient population.

Three participants of varying age and education levels took part in feedback sessions.

After reading the patient information section, they answered a set of 4 questions.

HAZIRLAYA/PREPARED BY ONAYLAYAN/APPROVED BY

QUALITY MANAGEMENT REPRESENTATIVE GENERAL MANAGER




ALCASIS GENTA ANTIBiYOTiKLi KEMIK Document No RP.01.03
CIMENTOSU GUVENLIK VE KLIiNiK Issue Date 08.06.2022
tabibfarma‘? PERFORMANS OZETi/ ALCASIS GENTA | Revision No 03
ANTIBIOTIC BONE CEMENT SAFETY AND | Revision Date 16.04.2025
CLINICAL PERFORMANCE SUMMARY Page No 8/63

The average comprehension rate was calculated as 92%, and the section was revised accordingly.

The test results have been documented within the company’s quality system.

Not: Bu sayfada kullamlan tibbi terimler sadelestirilmis, baz1 ifadeler parantez icinde agiklanmistir. Orn:
“BCIS (Kemik Cimentosu implante Sendromu)

Note: Medical terms in this section have been simplified and clarified in parentheses where needed. E.g.,

“BCIS (Bone Cement Implantation Syndrome)”.

Not: Bu belge yalnizca genel bilgilendirme amaci tagir.
Cihazin sizin i¢in uygunlugu, diger tedavi se¢enekleri ve olasi riskler hakkinda detayl bilgi almak i¢in
liitfen doktorunuza danisiniz.
Note: This document is for general informational purposes only.
Please consult your doctor to understand whether this device is suitable for you, learn about alternative

treatment options, and discuss potential risks.

SAYFA SONU
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BOLUM 2- SAGLIK PROFESYONELLERI- KLINIK VERI, PMCF,
ESDEGERLIK, RiSK YONETIMI/ CHAPTER 2 - HEALTH
PROFESSIONALS - CLINICAL DATA, PMCF, EQUIVALENCE, RISK

MANAGEMENT
Tarih/Date 26.03.2025
SSCP NO SSCP-2025-001

1.Cihaz Tanmim ve Genel Bilgiler/ Device Description and General Information

Cihazn ticari adv/adlar- Trade name(s) of the
device

e ALCASIS GENTA ANIBIYOTIKLI KEMIK
CIMENTOSU 41 g toz -20 ml siv1 /ALCASIS GENTA
BONE CEMENT WITH ANTIBIOTICS 41 g powder -
20 ml liguid

Imalatcimin ad1 ve adresi/ Manufacturer's name and
address

Tabib Farma Ila¢ Tibbi Cihazlar Medikal Ortopedi
Ltd.Sti

ADRES/ Address: SANAYI MAHALLESI 3327
SOKAK GULPETEK SANAYI SITESi S ADA
3.BLOK NO:3 MERKEZ/ISPARTA

Imalat¢imin miinferit kayit numarasi (SRN)/
Manufacturer's individual registration number
(SRN)

TR-MF-000021184

Temel UDI-DI/Basic UDI-DI

86818890571291453/41GX9

GMDN KOD VE ACIKLAMASI/ GMDN CODE
AND DESCRIPTION

35217-Sement, ortopedik, kemik Canli kemige
polimer veya metal protez implantlari sabitlemek icin
eklemlerin artroplastik islemlerinde kullanilan
metilmetakrilat, polimetilmetakrilat, metakrilik asit
esterleri veya polimetilmetakrilat (PMMA) ve
polistiren igeren kopolimerlerden yapilmis bir madde.
Kemik patolojileri durumunda dolgu maddesi olarak
da kullanilabilir. Alet bir antibiyotik igerir./ Cement,
orthopedic, bone A substance made of
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methylmethacrylate, polymethylmethacrylate,
methacrylic acid esters or copolymers containing
polymethylmethacrylate (PMMA) and polystyrene,
used in arthroplastic procedures of joints to fix
polymer or metal prosthetic implants in living bone. It
can also be used as a filler in case of bone
pathologies. The tool contains an antibiotic.

P099001: ORTOPEDIK PROTEZ CIMENTOLARI VE
EMDN 4.SEVIYE/ EMDN LEVEL 4 KARISTIRMA AKSESUARLARI/ ORTHOPEDIC
PROSTHESIS CEMENTS AND MIXING ACCESSORIES

Cihaz ssmify/ Device class Sinif III/Class 111

Cihaz1 kapsayan ilk sertifikanin (CE) verildigi y1l/
Year in which the first certificate (CE) covering the 05.10.2020
device was issued

Onaylanms kurulus adi (SSCP'yi gecerli kilacak UDEM Uluslararasi Belgelendirme Denetim Egitim

olan onaylanmis kurulus) ve kimlik numarasy Merkezi San. ve Tic. A.S./UDEM INTERNATIONAL
Notified body name (the notified body to validate the | CERTIFICATION AUDITING TRAINING CENTRE
SSCP) and identification number INDUSTRY AND TRADE INC. CO./2292

2. Cihazin Kullanmim Amacy/ Intended Use of the Device

Antibiyotikli kemik c¢imentosu, ortopedi ve travmatoloji alaninda 6zellikle eklem protezi
uygulamalarinda (kalga, diz vb.) ve bazen de omurga cerrahisi gibi diger ortopedik girisimlerde
kullanilan bir malzemedir. Temel amaci/Antibiotic bone cement is a material used in the field of
orthopedics and traumatology, especially in joint prosthesis applications (hip, knee, etc.) and sometimes
in other orthopedic interventions such as spine surgery. Its main purpose:

Protez veya implant sabitlemesi/ Prosthesis or implant fixation: Kemik ¢imentosu, protezin kemik
ylizeye giiclii bir sekilde tutunmasini saglayarak stabilite kazandirir/ Bone cement provides stability by
ensuring that the prosthesis adheres strongly to the bone surface.

Enfeksiyon riskinin azaltilmasy/ Reducing the risk of infection: Igerdigi antibiyotik sayesinde, protez
veya implant ¢evresinde bakteri liremesini engellemeye veya kontrol altina almaya yardimci olur.
Ozellikle eklem protezleri gibi yabanci cisimlerin yerlestirildigi ortamlarda, antibiyotikli ¢imento
enfeksiyon profilaksisi ve mevcut enfeksiyonun tedavisinde ek bir avantaj sunar./ 7/hanks to the antibiotic
it contains, it helps to prevent or control bacterial growth around the prosthesis or implant. Especially
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in environments where foreign objects such as joint prostheses are placed, antibiotic cement offers an
additional advantage in infection prophylaxis and treatment of existing infections.

Dolayisiyla antibiyotikli kemik ¢imentosu, hem mekanik sabitlik hem de lokal antibiyotik salinimiyla
enfeksiyonun Onlenmesi ve/veya tedavisi ic¢in tasarlanmig bir iirlindiir. Geleneksel (antibiyotiksiz)
cimentoya kiyasla, yiiksek riskli hastalarda veya revizyon cerrahilerde (mevcut enfeksiyon ya da
enfeksiyon siliphesinin oldugu durumlarda) daha sik tercih edilir./ Therefore, antibiotic bone cement is a
product designed for both mechanical stability and local antibiotic release to prevent and/or treat
infection. Compared to traditional (antibiotic-free) cement, it is more frequently preferred in high-risk
patients or in revision surgeries (in cases where there is existing infection or suspicion of infection).

Endikasyon(lar) ve hedef popiilasyon(lar)/ Indication(s) and target population(s)

ALCASIS™ Genta Antibiyotikli Kemik Cimentosu’nun endike oldugu durumlar sunlardir;/ 7he situations in
which ALCASISTM Genta Antibiotic Bone Cement is indicated are as follows,

o Ozellikle 60 yasin iizerindeki hastalarda, protezin aseptik gevsemesinden kaynaklanan revizyon
operasyonlarinda,protezin gentamisine duyarli organizmalarca enfeksiyonundan sonra ve primer operasyonlarda
uygun eklem protezlerinin stabil olarak tutturulmasinda kullanilir ve enfeksiyona karsi ek koruma saglar./ /7 is
used especially in patients over 60 years of age, in revision operations caused by aseptic loosening of the
prosthesis, after infection of the prosthesis by gentamicin-sensitive organisms and in primary operations, for
stable attachment of suitable joint prostheses and provides additional protection against infection.
¢ Patolojik kirilmalar sonrasinda osteosentez, vertebral segmentlerin kaynastirilmasi,ilave stabil osteosentez ile
iligkili vertebral segmentlerin stabilizasyonu ve antibiyotik profilaksisli kraniyal kemik kusurlariin primer veya
sekonder onarim1./ Osteosynthesis, fusion of vertebral segments after pathological fractures, stabilization of
vertebral segments associated with additional stable osteosynthesis and primary or secondary repair of cranial
bone defects with antibiotic prophylaxis.
e internal tespit tedavisi veya endoprotez degistirme ameliyati kapsaminda kemik defektlerinin doldurulmasi ve
stabilize edilmesi/ Filling and stabilizing bone defects as part of internal fixation therapy or endoprosthesis
replacement surgery.
e Total veya parsiyel eklem endoprotezlerinin kemige saglam bir sekilde tespit edilmesi,/ Secure fixation of total
and partial joint endoprostheses to the bone,
e Kemik ¢imentosuna antibiyotik eklenmesi ile lokal olarak antibiyotik salinim1 elde edilmekte ve 6zellikle
enfeksiyonu olan protez cerrahilerinde kurtarici olmaktadir./ By adding antibiotics to the bone cement, local
antibiotic release is obtained and it is a savior especially in prosthetic surgeries with infection.
e ALCASIS™ Genta Antibiyotikli Kemik Cimentosu i¢indeki Gentamisin Ozellikleri;/ Gentamicin Properties in
ALCASISTM Genta Antibiotic Bone Cement;

v Genis antibakteriyel spektrum,/ Broad antibacterial spectrum,
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v" Diisiik konsantrasyonlarda iyi bakterisidal etki,/ Good bactericidal effect at low concentrations,
v Diistik direng gelisimi, / Low resistance development,
v" Proteinlere diisiik baglanma orani, / Low protein binding rate,
v Diisiik allerjik potansiyel, / Ineffective or insignificant effect on bone cement mechanics,
v Kemik ¢imento- su mekanigine etkisiz olmasi ya da etkisinin 6nemsiz olmasu,/ /neffective or
insignificant effect on bone cement-water mechanics,
v" Kimyasal ve termal faktorlere karsi dayanikli olmasi,/ Resistant to chemical and thermal factors,
v’ Suda iyi ¢oziiniir olma, / Being well soluble in water,

v Kemik ¢imentosundan salimininin iyi olmasi/ Good release from bone cement

Hedef Hasta Popiilasyonu/ 7Target Patient Population : Kemik ¢imentosunun igerdigi maddelere karsi bilinen
veya varsayilan bir asir1 duyarliligi, gebelik ve emzirme déneminde ve ciddi bobrek yetmezligi olan hastalar
disindaki tiim hasta popiilasyonu i¢in uygundur. Kemik bolgesinde, gentamisine karsi duyarsiz suslardan
kaynaklanan aktif ya da tam olarak tedavi edilmemis bir enfeksiyon tasiyan hastalarda kullanilmaz./ /7 is suitable
for all patient populations except those with known or presumed hypersensitivity to the ingredients of bone
cement, during pregnancy and lactation, and patients with severe renal impairment. Not for use in patients with
an active or incompletely treated infection of the bone area caused by gentamicin insensitive strains.

Gentamisin Salimm Ozellikleri/ Gentamicin Release Characteristics: Gentamisin iceren kemik ¢imentosu,
polimetilmetakrilat (PMMA) matrisi i¢inde toz veya graniil formda eklenen gentamisin sayesinde lokal
antibiyotik salinimi saglayan bir {iriindiir. Bu salinimin karakteristikleri bir¢ok faktdrden (¢imento formiilasyonu,
partikiil boyutu, karistirma teknigi, ortam pH’1, vb.) etkilenir, ancak genel olarak iki asamal1 (bifazik) bir profil
sergiler/ Gentamicin-containing bone cement is a product that provides local antibiotic release by adding
gentamicin in powder or granule form within a polymethylmethacrylate (PMMA) matrix. The characteristics of
this release are affected by many factors (cement formulation, particle size, mixing technique, medium pH, etc.),
but generally exhibit a two-phase (biphasic) profile.

Ik Ani Salimim (Burst Release): Cimentonun karisim ve polimerizasyon siirecinden sonra, yiizeye yakin veya
cimento gozeneklerine yerlesmis gentamisin molekiilleri ilk 24—48 saat i¢inde yiiksek oranda ortama gecer.Bu
“ani salimim” sayesinde, ameliyatin hemen sonrasinda, implant ¢evresinde yiiksek antibiyotik konsantrasyonuna
ulasarak enfeksiyon riskini azaltmaya yardimci olur./ Afier the mixing and polymerization process of the cement,
gentamicin molecules located close to the surface or in the cement pores pass into the environment at a high rate
within the first 24—48 hours. Thanks to this “sudden release”, a high antibiotic concentration is reached around
the implant immediately after the surgery, helping to reduce the risk of infection.
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Siiregen (Diisiik Hizh) Salinim (Sustained Release): 11k fazdan sonra, ¢imento matrisi i¢indeki daha derin
katmanlardaki gentamisin yavasca diffiize olur.Salinim hizi, ¢imentonun gozenekliligi, partikiil biiytikligi,
ortam sivisinin (kan, viicut sivilar) difiizyon 6zellikleri ve ¢cimentonun ylizey alani gibi parametrelere
baglidir.Bu fazda salinim hiz1 daha diisiiktiir ve hafta ya da aylar boyu siirebilir. Klinikte, bu siirekli diisiik doz
antibiyotik salinimi, uzun vadede bakterilerin lireme riskini azaltmada faydali olur./ After the first phase,
gentamicin slowly diffuses into deeper layers within the cement matrix. The release rate depends on parameters
such as cement porosity, particle size, diffusion properties of the ambient fluid (blood, body fluids) and the
surface area of the cement. The release rate is slower in this phase and may last for weeks or months. In the
clinic, this continuous low-dose antibiotic release is useful in reducing the risk of bacterial growth in the long
term.

Toplam Salimmm Orany/ 7Total Release Rate: Genellikle eklenen gentamisinin tamami1 salinmaz; literatiirde %5—
15 araliginda salinim bildirildigi yaygindir. Yani, ilacin biiytik bir kismi PMMA matrisi i¢inde hapsolur./
Generally, not all of the added gentamicin is released, releases in the range of 5—15% are commonly reported in
the literature. That is, a large portion of the drug is trapped within the PMMA matrix.

Mikroyap1 ve Formiilasyon EtkKisi/ Microstructure and Formulation Effect: Kemik ¢imentosunun porozitesi,
partikiil boyutu, katilan monomer—polimer orani, karistirma siiresi/sicakligi gibi degiskenler, gentamisinin
saliim hizin1 ve miktarin etkiler./ Variables such as the porosity of the bone cement, particle size, monomer-
polymer ratio, and mixing time/temperature affect the release rate and amount of gentamicin.

Mekanik Ozellikler/ Mechanical Properties: Cimentoya eklenen antibiyotik (6zellikle yiiksek dozda)
cimentonun mekanik dayanimini bir miktar azaltabilir. Bu nedenle, hem antibiyotik konsantrasyonu hem de
klinik gereksinimler gozetilerek ¢imento formiilasyonu belirlenir./ Antibiotics added to cement (especially in
high doses) may reduce the mechanical strength of the cement to some extent. Therefore, the cement formulation
is determined by considering both the antibiotic concentration and clinical requirements.

Etkinlik ve Rezistans Riski/ Efficacy and Risk of Resistance: Lokal yiiksek konsantrasyonlu gentamisin,
sistemik toksisiteyi sinirlarken lokal enfeksiyon profilaksisi/tedavisi i¢in etkilidir. Ancak uzun siireli diisiik doz
salimimda bakteriyel direng gelisimi olasihig1 goz 6niinde bulundurulmalidir. Ozetle, gentamisin salinim
ozellikleri hizl1 baslangi¢ (ani salinim) ve sonrasinda uzun siireli diisiikk doz salinim seklinde ilerler. Bu 6zellik,
implant ¢cevresinde gliglii bir antibakteriyel bariyer olusturmay1 ve enfeksiyon insidansini diistirmeyi amaglar./
Local high concentration gentamicin is effective for local infection prophylaxis/treatment while limiting systemic
toxicity. However, the possibility of bacterial resistance development should be considered in long-term low-
dose release. In summary, gentamicin release characteristics progress in the form of rapid onset (immediate
release) followed by long-term low-dose release. This feature aims to create a strong antibacterial barrier
around the implant and reduce the incidence of infection.
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Insan veya hayvan kaynakli doku veya hiicre ve
CMR icerik bilgisi/ Human or animal source tissue
or cell and CMR content information

2000/70/EC say1li Insan Kani veya
Plazmasinin Stabil Tiirevlerini Thtiva Eden
Tibbi Cihazlar Direktifine tabi olan insan kani
tiirevleri de dahil olmak iizere HICBIR sekilde
insan kani, kan lriinleri, insan kaynakli plazma
veya kan hiicreleri ile insan hiicresi, dokusu,
nakil organlari veya bunlardan imal edilen
iirlin igermemektedir. /ANY human blood,
blood products, plasma or blood cells of
human origin and human cells, tissues,
transplant organs, including human blood
derivatives subject to the Medical Devices
Containing the Stable Derivatives of Human
Blood or Plasma Directive 2000/70/EC or
products made from them.

722/2012/EC Hayvan Materyali Igeren
Medikal Cihazlar kapsaminda Cansiz hayvan
dokular1 ve cansiz hayvan dokularindan imal
edilen iirlinleri igceren tibbi cihazlar dahil
olmak iizere, hayvan kokenli doku ve
hiicrelere HICBIR iiriin ve/veya yan iiriin
icermemektedir./ WWithin the scope of
722/2012/EC Medical Devices Containing
Animal Materials, it does not contain ANY
products and/or by-products to tissues and
cells of animal origin, including inanimate
animal tissues and medical devices containing
products made from inanimate animal tissues.
93/42/EC Tibbi Cihaz Direktifi ¢cercevesinde
imal ettigimiz Genta Antibiyotikli Kemik
Cimentosu triiniimiiziin, 2017/745/MDR
gereklilikleri kapsaminda yapilan
degerlendirmeleri sonucunda,
formiilasyonunda, kullanilan hammadde ve
yardimci maddelerin giincel bilimsel literatiir,
harmonize standartlar ve ilgili diizenleyici
gereksinimler dogrultusunda incelenmesi
neticesinde, tiriiniin CMR (kanserojen,
mutajen, tireme toksik) madde veya endokrin
bozucu 6zellikte herhangi bir bilesen
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igermedigi tespit edilmistir. Bu degerlendirme,
iirliniin glivenligi ve klinik performansinin
siirdiiriilebilirligi agisindan 6nemli olup, ilgili
test raporlar1 ve risk yonetimi belgeleri ile
desteklenmektedir./ "As Tabib Farma, in
addition to the statements provided above, we
hereby declare that the raw materials and
auxiliary substances used in our product have
been evaluated in accordance with
internationally harmonized standards (such as
EN ISO 5833, the ISO 10993 series, ISO
13485, ISO 14971, etc.) and MDR 2017/745
requirements. The complete traceability of the
product components is continuously monitored
within our risk management files, and the
clinical performance is regularly assessed
through post-market surveillance (PMS) and
PMCEF activities. Furthermore, it has been
confirmed, based on current scientific
literature and risk analysis reports, that no
component of our product contains any
substances classified as CMR (carcinogenic,
mutagenic, or reproductive toxic) or endocrine
disruptors. This additional declaration is
incorporated into our technical file as
evidence of the product's safety, efficacy, and
full regulatory compliance.”

Kontrendikasyonlar ve / veya sinirlamalar/
Contraindications and/or limitations

ALCASIS™ Genta Antibiyotikli Kemik Cimentosu su
durumlarda kullanilamaz./ AL CASIS™ Genta Antibiotic
Bone Cement cannot be used in the following cases.

eHastada Gentamisine veya kemik sementinin diger
bilesenlerine karsi bilinen veya varsayilan bir asirt
duyarlilik olmasy/ 7he patient has a known or presumed
hypersensitivity to Gentamicin or other components of
bone cement.

oGebelik ve emzirme donemi sirasinda/ During
pregnancy and lactation

oCiddi bdbrek yetmezligi olgularinda / /n cases of
severe kidney failure

eKemik bolgesinde, gentamisine karsi duyarsiz
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suslardan kaynaklanan aktif ya da tam olarak tedavi
edilmemis bir enfeksiyon varligi  durumunda
kullanilmaz./ Not to be used in the presence of an active
or incompletely treated infection in the bone area
resulting from gentamicin insensitive crimes.

Cihaz aciklamasy/ Device description

Cihazin Calisma Prensibi ve Etki Mekanizmasi:

Alcasis Genta Antibiyotikli Kemik Cimentosu, polimerizasyon yoluyla kiirlesen, akrilik esasl bir
kemik ¢imentosudur. Kullanim sirasinda polimetilmetakrilat (PMMA) tozu ve metilmetakrilat (MMA)
monomer s1visi karistirilarak viskoz bir macun haline getirilir. Bu macun cerrahi olarak uygulanan
protez ile kemik yiizeyi arasina yerlestirilir. Polimerizasyon tamamlandiginda, protezin kemik yiizeyine
gliclii bir sekilde sabitlenmesi saglanir. Gentamisin siilfat, lokal antibiyotik etkinligi saglayarak
enfeksiyon riskini azaltir./Device Working Principle and Mechanism of Action:

Alcasis Genta Antibiotic Bone Cement is an acrylic-based bone cement that cures through
polymerization. During use, polymethylmethacrylate (PMMA) powder and methylmethacrylate (MMA)
monomer liquid are mixed to form a viscous paste. This paste is placed between the surgically applied
prosthesis and the bone surface. Once polymerization is complete, the prosthesis is firmly anchored to
the bone surface. Gentamicin sulfate provides local antibiotic activity, reducing the risk of infection.

AlcasisTM Genta Antibiyotikli Kemik Cimentosu, ortopedik cerrahide kullanilan, polimetil metakrilat (PMMA)
esasli, radyopak ve antibiyotikli bir akrilik kemik ¢imentosudur. Uriin, iki kayithli bir sistemden olusur: siva
monomer (metil metakrilat, MMA) ve toz polimer (PMMA). Bu iki bilesenin karistirilmasiyla meydana gelen
ekzotermik polimerizasyon sonucu kullanima hazir hale gelir./ AlcasisTM Genta Antibiotic Bone Cement is a
radiopaque and antibiotic acrylic bone cement based on polymethyl methacrylate (PMMA) used in orthopedic
surgery. The product consists of a two-registered system: liquid monomer (methyl methacrylate, MMA) and
powder polymer (PMMA). It becomes ready for use as a result of the exothermic polymerization that occurs when
these two components are mixed.

Tasarim Ozellikleri:

e Radyopak icerik (baryum siilfat) ile goriintiileme destegi saglar.

e Optimum karisim siiresi (~30 sn), uygulama siiresi (~1-2 dk) ve sertlesme stiresi (~5-6 dk) ile
cerrahi siirece uyumludur.

o Toz ve sivi ayr steril blisterlerde sunulur.
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o Tek dozluk ve kullanima hazir ambalaj format ile hata riski azaltilmistir.
Hasta ile Temas Eden Materyaller/Maddeler:

e Polimetilmetakrilat (PMMA) — kiirlesmis formda kemikle direkt temas eder.

e Metilmetakrilat (MMA) — islem sirasinda gegici olarak maruz kalinir, sonrasinda polimerize
olur.

e Gentamisin siilfat — cihaz icinde sabitlenmis halde, lokal antibakteriyel etki saglar.

o Baryum siilfat — sadece radyolojik goriintiileme i¢indir, inaktif katki maddesidir.

Bu cihaz hastanin kan veya kemik dokusuyla dogrudan temas eder ve implanttan ayrilamaz sekilde
yerlestirilir. Tiim materyallerin biyouyumlulugu ISO 10993 serisi testlerle belgelenmistir.

Design Features:

* Provides imaging support with radiopaque material (barium sulfate).

» Compatible with the surgical process with optimal mixing time (~30 seconds), application time (~1-2 minutes),
and setting time (~5-6 minutes).

» Powder and liquid are supplied in separate sterile blisters.

* Single-dose, ready-to-use packaging reduces the risk of errors.

Patient Contact Materials/Substances:

* Polymethylmethacrylate (PMMA) — in its cured form, comes into direct contact with bone.

* Methylmethacrylate (MMA) — is temporarily exposed during the procedure and then polymerizes.

» Gentamicin sulfate — immobilized within the device, provides local antibacterial action.

* Barium sulfate — is an inactive additive for radiologic imaging only.

This device comes into direct contact with the patient's blood or bone tissue and is placed in a manner that cannot
be separated from the implant. The biocompatibility of all materials is documented by 1SO 10993 series tests.

Cihazin Calisma Prensibi ve Etki Mekanizmasi:

Alcasis Genta Antibiyotikli Kemik Cimentosu, polimerizasyon yoluyla kiirlesen, akrilik esasl bir
kemik ¢imentosudur. Kullanim sirasinda polimetilmetakrilat (PMMA) tozu ve metilmetakrilat (MMA)
monomer s1visi karistirilarak viskoz bir macun haline getirilir. Bu macun cerrahi olarak uygulanan
protez ile kemik yiizeyi arasina yerlestirilir. Polimerizasyon tamamlandiginda, protezin kemik ylizeyine
giiclii bir sekilde sabitlenmesi saglanir. Gentamisin siilfat, lokal antibiyotik etkinligi saglayarak
enfeksiyon riskini azaltir./ Device Working Principle and Mechanism of Action:

Alcasis Genta Antibiotic Bone Cement is an acrylic-based bone cement that cures through
polymerization. During use, polymethylmethacrylate (PMMA) powder and methylmethacrylate (MMA)
monomer liquid are mixed to form a viscous paste. This paste is placed between the surgically
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implanted prosthesis and the bone surface. Once polymerization is complete, the prosthesis is firmly
anchored to the bone surface. Gentamicin sulfate provides local antibiotic activity, reducing the risk of
infection.

Tasarim Ozellikleri:

e Radyopak igerik (baryum siilfat) ile goriintiileme destegi saglar.

e Optimum karigim siiresi (~30 sn), uygulama siiresi (~1-2 dk) ve sertlesme siiresi (~5-6 dk) ile
cerrahi slirece uyumludur.

o Toz ve sivi1 ayr steril blisterlerde sunulur.

e Tek dozluk ve kullanima hazir ambalaj formati ile hata riski azaltilmistir.

Hasta ile Temas Eden Materyaller/Maddeler:

e Polimetilmetakrilat (PMMA) — kiirlesmis formda kemikle direkt temas eder.

e Metilmetakrilat (MMA) — islem sirasinda gegici olarak maruz kalinir, sonrasinda polimerize
olur.

o Gentamisin siilfat — cihaz i¢inde sabitlenmis halde, lokal antibakteriyel etki saglar.

e Baryum siilfat — sadece radyolojik goriintiilleme i¢indir, inaktif katk1 maddesidir.

Bu cihaz hastanin kan veya kemik dokusuyla dogrudan temas eder ve implanttan ayrilamaz sekilde
yerlestirilir. Tiim materyallerin biyouyumlulugu ISO 10993 serisi testlerle belgelenmistir.

Design Features:

* Provides imaging support with radiopaque material (barium sulfate).

» Compatible with the surgical process with optimal mixing time (~30 seconds), application time (~1-2 minutes),
and setting time (~5-6 minutes).

» Powder and liquid are supplied in separate sterile blisters.

* Single-dose, ready-to-use packaging reduces the risk of errors.

Patient Contact Materials/Substances:

* Polymethylmethacrylate (PMMA) — in its cured form, comes into direct contact with bone.

* Methylmethacrylate (MMA) — is temporarily exposed during the procedure and then polymerizes.

» Gentamicin sulfate — immobilized within the device, provides local antibacterial action.

* Barium sulfate — is an inactive additive for radiologic imaging only.

This device comes into direct contact with the patient's blood or bone tissue and is placed in a manner that cannot
be separated from the implant. The biocompatibility of all materials is documented by 1SO 10993 series tests.
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Eger varsa onceki nesil(ler)e veya varyantlara bir
referans ve farklihiklarin bir aciklamasy/ A
reference to previous generations or variants, if any,
and a description of the differences

Uygulamasi Yok/ No App

Cihaz ile birlikte kullamlmak iizere tasarlanan her tiirlii aksesuarin aciklamasy/ Description of any

accessories intended for use with the device

Sira N Uriin UBB No Uriin GMDN KOD VE ACIKLAMASI
framo | Barkod Etiket  Ady | Referans No ¢
Sequence | product UBB No. | Label Name Product GMDN CODE AND
No. DESCRIPTION
Barcode Reference No
™ 36000 — Kap, ortopedik ¢imento
ALCASIS™ PP 2020 karisirma  /  Bowl,orthopaedic
8681889057181 KARISTIRMA cement mixing
KABI )

36000- Kemik Cimentosu Kabi1
W/Spatul, NS

ALCASIS™ pp 2021

8681889057174 SPATUIA

Cihaz ile Birlikte Kullanilmak Uzere Tasarlanan Diger Cihazlarin ve Uriinlerin Aciklamasy/ Description Of
Other Devices And Products Intended For Use With The Device

PP SPATULA, kemik ¢imentosunun, dokiilme-sagilma olmadan, karistirma ve karistiran aparatinda herhangi
bir parcalanma olmayacak sekilde homojen olarak karigmasim saglamaktadir. Alcasis PP spatula, firmamiza
non-steril olarak gelmektedir. Firmamizda iiretilen kemik ¢imentosu ile beraber verdigimiz Alcasis PP Spatula
kemik ¢imentosu ile ayni blistere konulur ve paketlemesinden sonra nihai iiriiniin sterilizasyonu saglanmaktadir.
Uriinler Tabib Farma da bulunan Class 10.000 Temiz oda da paketlenmektedir. Tek kullanimliktir. / PP
SPATULA ensures that the bone cement is mixed homogeneously without spilling or scattering, without any
fragmentation in the mixing and mixing apparatus. Alcasis PP spatula comes to our company as non-sterile.
Alcasis PP Spatula, which we provide together with the bone cement produced in our company, is placed in the
same blister as the bone cement and sterilization of the final product is ensured after packaging. The products
are packed in the Class 10.000 Clean room in Tabib Farma. It is disposable.

PP KARISTIRMA KABI, kemik ¢imentosunun, dokiilme-sagilma olmadan, karistirma ve karigtiran aparatinda
herhangi bir par¢alanma olmayacak sekilde homojen olarak karigmasini saglamaktadir. yapilan Alcasis PP
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karigtirma kabi, firmamiza non-steril olarak gelmektedir. Firmamizda tiretilen kemik ¢imentosu ile beraber
verdigimiz Alcasis karistirma kabi,kemik ¢imentosu ile ayni blistere konulur ve paketlemesainden sonra nihai
{iriiniin sterilizasyonu saglanmaktadir. Uriinler Tabib Farma da bulunan Class 10.000 Temiz oda da
paketlenmektedir. Tek kullanimliktir. / PP MIXING BOWL ensures that the bone cement is mixed
homogeneously without spilling or scattering, without any fragmentation in the mixing and mixing apparatus.
The Alcasis PP mixing bowl made is delivered to our company as non-sterile. The Alcasis mixing bowl, which
we provide together with the bone cement produced in our company, is placed in the same blister with the bone
cement and sterilization of the final product is ensured after packaging. The products are packed in the Class
10.000 Clean room in Tabib Farma.lt is disposable.

3. Riskler ve uyarilar/ Risks and warnings

Potansiyel risklerin yonetimi/Risk Management: Kullanim Oncesi ambalaj {izerindeki son kullanma
tarihine dikkat edilmelidir./ Attention must be paid to the expiration date on the packaging before use.

Artik Riskler Ve Istenmeyen Etkiler/ Residual Risks And Undesirable Effects

Risk Analiz Degerlendirme Matrisinde goriildiigii lizere toplam 115 adet risk tespit edilmistir. Risklerin 83 adedi
onlemler alinmadan 6nce “Boliim 8. Risk Analizi Metodolojisi” referans alinarak hesaplanan puana uygun olarak
100<ROS<400 araliginda Kritik statiisiinde degerlendirilmistir. Kritik statiisiinde degerlendirilen 83 adet riskin
alnan 6nlemler sonucu kontrolii saglanarak hepsi ROS <100 olacak sekilde kabul edilebilir seviyeye
indirgenmistir. / As seen in the Risk Analysis Evaluation Matrix, a total of 115 risks have been identified. Before
the measures were taken, 83 of the risks were evaluated as Critical in the range of 100<ROS<400, in accordance
with the score calculated with reference to “Chapter 8. Risk Analysis Methodology ™. As a result of the measures
taken, 83 risks, which were evaluated as critical, were controlled and all of them were reduced to an acceptable
level with ROS <100.

Risklerin 32 adedi ise 6nlemler alinmadan 6nce “Boliim 8. Risk Analizi Metodolojisi” referans alinarak hesaplanan
puana uygun olarak ROS <100 araliginda Kabul edilebilir risk statiisiinde degerlendirilmistir. Fakat riskler
degerlendirilmis ve alinan extra énlemler sonucu risk puanlarinda iyilestirme yapilarak Risk Oncelik puanlari
azaltlmistir./ 32 of the risks were evaluated as acceptable risk status in the range of ROS <100, in accordance
with the score calculated with reference to “Chapter 8. Risk Analysis Methodology” before the measures were
taken. However, the risks were evaluated and as a result of the extra measures taken, risk scores were improved
and Risk Priority scores were reduced.

Risk Analizi proses bazli gergeklestirilmis olup en fazla risk iiretim prosesinde oldugu tespit edilmistir. Uretim
alaninda kritik risk seviyesinde 36 adet Risk tespit edilmis olup Risk Analiz Degerlendirme Matrisinde goriildiigii
gibi alinan dnlemler ile kabul edileblilir seviyeye ¢ekilmistir. Risk analizi sonucunda proses risk siralamasinin su
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sekilde oldugu goriilmiistiir; Uretim, Kullanici, Kalite Kontrol, Hammadde Hazirlama, Kalibrasyon, Paketleme,
Depolama,Satinalma, Kalite Yonetim Sistemi. Tabloda belirtilen tiim riskler yapilan bu degerlendirmeler sonucu
kabul edilebilir risk olarak belirlenmistir./ Risk Analysis was carried out on a process basis and it was determined
that the highest risk was in the production process. 36 Risks were detected at critical risk level in the production
area, and they were reduced to an acceptable level with the measures taken as seen in the Risk Analysis Evaluation
Matrix. As a result of the risk analysis, it has been seen that the process risk ranking is as follows, Production,
User, Quality Control, Raw Material Preparation, Calibration, Packaging, Storage, Purchasing, Quality
Management System. All risks stated in the table have been determined as acceptable risk as a result of these
evaluations.

Riskin olusma olasiligi "Uzak" olarak degerlendirilmistir ve risk miimkiin oldugunca diisiiriilmiistiir. Riskine gore
faydasi yiiksek tespit edilmistir. Bu sebeple arta kalan risk kabul edilmistir. Kalan riskler ile ilgili kullanicilara ek
bilgi verilmesi gerekebilir. Ozellikle kabul edilebilir seviyeye diisiiriilen ancak daha fazla nlem alinamayan riskler
(6rn. miisteriden kaynaklanabilecek riskler) igin etikette gerekli bilgiler verilmektedir./ The probability of
occurrence of the risk has been evaluated as "Remote" and the risk has been reduced as much as possible. It has
been determined that the benefit is high compared to the risk. Therefore, the residual risk is accepted. Additional
information may need to be provided to users regarding residual risks. Necessary information is given on the
label, especially for risks that have been reduced to an acceptable level but cannot be taken further (eg risks that
may arise from the customer).

Hatali/Bozuk Ambalajlama/ Incorrect/Broken Packaging: Uriin etiketinde yirtik, delik ve hasarli ambalajli
iriinleri kullanmayimz isareti bulunmaktadir./ 7here is a sign on the product label stating that you should not use
products with torn, punctured or damaged packaging.

Uriiniin Birden Fazla Kullamilmasy/ Multiple Uses of the Product: Uriin etiketinde tek kullanimliktir isareti
bulunmaktadir. / There is a single-use sign on the product label.

Saklama Kosulu, Raf 6mrii/Miad1 Bitmis Uriin Kullamlmasy/ Storage Condition, Shelf Life/Using Expired
Product: Uriin etiketinde {iretim tarihi ve son kullanim tarihi bulunmaktadir./ 7here is a production date and expiry

date on the product label.

Klinik literatiirde ve esdeger iiriin olan Synicem Biofix1G’nin giivenlik verilerinde; kemik ¢imentosu
uygulamalari sirasinda asagidaki olumsuz olaylar ve artik riskler rapor edilmistir:

« Kemik Cimentosu Implante Sendromu (BCIS): Nadir ama ciddi komplikasyonlar arasinda
yer alir. Ani hipotansiyon, hipoksi, kardiyak aritmiler ile karakterizedir.

o Alerjik Reaksiyonlar: PMMA veya gentamisine kars1 hipersensitiviteye bagl dokiintii, 6dem,
sistemik reaksiyonlar bildirilmistir.
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« Protez Gevsemesi: Ozellikle yiiksek doz antibiyotik igeren cimentolarda mekanik dayanim
azalabilir.

o Bakteriyel Diren¢ Gelisimi: Uzun siireli diisiik doz gentamisin salinimi, bazi patojenlerde
direng gelisimi riskini artirabilir.

o Literatiir Destekli Olumsuz Olaylar: Synicem Biofix1G ile benzer igerikte olan iiriinlerde
MRSA gibi direncli suslara kars1 etkisiz kalma, %7°ye kadar gevseme oranlar1 ve %]1’in altinda
hipersensitivite reaksiyonlar1 bildirilmistir.

Additional Statement — Residual Risks and Undesirable Effects (Revision):
According to the clinical literature and safety data of the equivalent product Synicem Biofix1G, the following
adverse events and residual risks have been reported in bone cement applications:

e Bone Cement Implantation Syndrome (BCIS): A rare but serious complication characterized by sudden
hypotension, hypoxia, and cardiac arrhythmias.

o Allergic Reactions: Hypersensitivity-related skin rash, edema, and systemic responses to PMMA or
gentamicin.

o Prosthetic Loosening: High-dose antibiotic content may reduce mechanical strength and increase risk of
loosening.

e Development of Bacterial Resistance: Prolonged low-dose gentamicin release may promote resistance
in some bacterial strains.

o Literature-Supported Adverse Events: Similar products like Synicem Biofix1G reported ineffectiveness
against resistant strains like MRSA, loosening rates up to 7%, and hypersensitivity below 1%.

Uyarilar ve onlemler/ Warnings and precautions

e Uriin tek kullanimliktir. A¢ilmis paketi(toz veya s1v1 bileseni) tekrar steril ederek kullanmayiniz./ The product is
for single use only. Do not re-sterilize the opened package (powder or liquid component).

e Ameliyathanenin sicakligi 23 °C olmalidir. Bu degeri iizerindeki sicaklikta c¢aligmasi siiresi kisalabilir.Daha
disiik sicakliklarda ¢imento sertlesmesi,proteze pozisyon verme ve ¢imento donma siiresi daha fazla zaman
alacaktir./ The operating room temperature should be 23 °C. At temperatures above this value, the operating time
may be shortened. At lower temperatures, cement hardening, prosthesis positioning and cement setting time will
take more time.

e Kemik ¢imentosu ambalaji muhteviyatinin tamamini karistinmz./ Mix all the ingredients of the bone cement
package.

e Kemik ¢imentosunu olusturan herhangi bir ambalaj agildiktan sonra tamamen kullanilmali veya atilmalidir.
Baska bir ameliyatta kullanilmak tizere muhafaza edilmemelidir./ Any packaging that makes up the bone cement
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should be used or discarded completely after opening. It should not be kept for use in another surgery.

e Karigtirma agsamasinda hava sikismasinin en az olmasina dikkat edilmelidir./ Care should be taken to minimize
air entrapment at the mixing stage.

e Uriinii agmadan 6nce ambalaj iizerindeki son kullanma tarihine dikkat ediniz./ Before opening the product, pay
attention to the expiry date on the package.

Klinik degerlendirme 6zeti ve piyasaya arz sonrasi klinik takip (PMCF)/ Clinical evaluation summary and
post-market clinical follow-up (PMCF)

e Esdeger Cihazla Ilgili Klinik Verilerin Ozeti/Summary of Clinical Data Related to Equivalent

Devices:
retic tabibfarma O Synimed
Human Health Technologies

Uygunlugu Degerlendirilen Cihaz Es Deger Cihaz

Cihaz Ad ALCASIS™ GENTA Biofix1G
Ozellikle 60 yasin iizerindeki
hastalarda,protezin aseptik gevsemesinden Gentamisin igeren bu PMMA cerrahi
kaynaklanan revizyon cimentolari, eklem endoprotezlerinin
operasyonlarinda,protezin gentamisine kemige sabitlenmesi ve ayrica kemik
duyarli organizmalarca enfeksiyonundan kusurlarlglp onarimi, c.loldurulmam
sonra ve primer operasyonlarda uygun eklem | %> o stabilizasyonu igin kullantlir.

1 p ) b'ri | Y K lyg q Ozellikle yiiksek riskli hastalarda,
protezlerinin stabi 9 arak tutturuimasinda cerrahi revizyonlarda veya gentamisine
kullanilir ve enfeksiyona kars1 ek koruma duyarli mikroplarin neden oldugu
saglar. enfeksiyonlarin 6nlenmesinde yardimci

Endikasyonlar/ Patolojik kirilmalar sonrasinda osteosentez, maddeler olarak endikedir. [1]/ These
Indications vertebral segmentlerin kaynastinlmasi, ilave | /MMA surgical cements containing
stabil osteosentez ile iliskili vertebral gentamicin are used for the fixation of
. . e joint endoprostheses to bone, as well as
segmentlerin stabilizasyonu ve antibiyotik Y I IO -
. ' ' for the repair, filling, or stabilization of
profilaksisli kraniyal kemik kusurlarinin bone defects. They are particularly
primer veya sekonder onarimi. indicated as adjuncts in high-risk
Internal tespit tedavisi veya endoprotez patients, surgical revisions, or for the
degistirme ameliyat: kapsaminda kemik prevention of infections caused by
defektlerinin doldurulmasi ve stabilize gentamicin-susceptible microbes. [1]
edilmesi
Total veya parsiyel eklem endoprotezlerinin
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kemige saglam bir sekilde tespit edilmesi,

Kemik ¢imentosuna antibiyotik
eklenmesi ile lokal olarak antibiyotik
salinimi elde edilmekte ve 6zellikle
enfeksiyonu olan protez
cerrahilerinde kurtarici olmaktadir./
It is used to stabilize suitable joint
prostheses, particularly in patients
over 60 years of age, in revision
surgeries resulting from aseptic
loosening of the prosthesis, after
infection of the prosthesis by
gentamicin-sensitive organisms, and
in primary surgeries. It provides
additional protection against
infection.

Osteosynthesis after pathological

fractures, fusion of vertebral

segments, stabilization of associated
vertebral segments with additional
stable osteosynthesis, and primary or
secondary repair of cranial bone
defects with antibiotic prophylaxis.
Filling and stabilizing bone defects
as part of internal fixation therapy or
endoprosthesis replacement surgery.
Securely anchoring total or partial

Jjoint endoprostheses to the bone.

Local antibiotic release is achieved
by adding antibiotics to bone cement,
making it a lifesaver, especially in
prosthetic surgeries involving

infection.
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Kontraendikasyon
lar/
Contraindications

e Hastada Gentamisine veya kemik
sementinin diger bilesenlerine kars1
bilinen veya varsayilan bir agir1 duyarlilik
olmasi

e Gebelik ve emzirme donemi sirasinda

e Ciddi bobrek yetmezligi olgularinda

e Kemik bolgesinde, gentamisine karsi
duyarsiz suslardan kaynaklanan aktif
ya da tam olarak tedavi edilmemis bir
enfeksiyon varligi durumunda
kullanilmaz./ < Known or presumed
hypersensitivity to gentamicin or
other components of bone cement.
During pregnancy and breastfeeding.
In cases of severe renal failure.
Active or incompletely treated bone
infection caused by strains that are
not susceptible to gentamicin.

¢ BioFix1G ve BioFix3G Gentasimine
hipersensitivitesi olanhastalarda veya
renal yetmezlikten sikdyetci hastalarda
kullanilmamalidir. [1]/ BioFix1G and
BioFix3G should not be used in
patients with hypersensitivity to
Gentasimine or in patients suffering
from renal failure. [1]

Patient Population

enfeksiyon tasiyan hastalarda kullanilmaz./ /¢
is suitable for all patient populations except
those with known or presumed
hypersensitivity to any of the ingredients in
the bone cement, those during pregnancy and
lactation, and those with severe renal
impairment. It is not used in patients with

Viicut i¢erisindeki . i
ueu gerlsm. | Kaher Temas / Diz, Kalca ve Omuz Eklem | Kalict Temas / Diz, Kalga ve Omuz
Kullamm Yeri/ oy .| Eklem  Kemikleri[1]/  Permanent
. . Kemikleri/ Permanent Contact / Knee, Hip ) ’
Area of Use Inside ) Contact / Knee, Hip and Shoulder Joint
and Shoulder Joint Bones }
the Body Bones[1]
Kemik ¢imentosunun i¢erdigi maddelere
kars1 bilinen veya varsayilan bir asirt
duyarlilig1 , gebelik ve emzirme doneminde Gentamisin’li BioFix ikinci
ve ciddi bobrek yetmezligi olan hastalar ameliyatlara giren yiiksek riskli
disindaki tiim hasta popiilasyonu igin hastalarda; gentamisin’e hassas mikrop
uygundur. Kemik boélgesinde, gentamisine fenfeksiyonu tagygn hastalarda ve
Hasta karsi duyarsiz suslardan kaynaklanan aktif ya | immin yetmezligi olan he‘lstalarda. .
Popiilasyonu/ da tam olarak tedavi edilmemis bir kullanm igin tavsiye edilir. [1}/ BioFix

with gentamicin is recommended for
use in high-risk patients undergoing
second surgeries; in patients with
gentamicin-sensitive microbial
infections, and in immunocompromised
patients. [1]
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active or incompletely treated bone site
infection caused by strains non-susceptible to
gentamicin.
Amaglanan .
Kullamcy/ Saglik Profesyonelleri/ Health Professionals Saglik ) Profesyonelleri/ Health
Professionals [1]
Intended User ’

L. _ ... | Tabib Farma iiriinii ile es deger cihaz agisinda kullanim amaci, kullanim yeri, amaglanan
Kllf‘lk Es l.)eger.llk kullanic1 ve amaglanan hasta popiilasyonu arasinda fark bulunmamaktadir.
Degerlendirmesi/ | Uygunlugu degerlendirilen cihaz, birincil cihazin  klinik acidan esdegerligi

Clinical kamtlanmstir./ There is no difference between the Tabib Farma product and the
Equivalence equivalent device in terms of intended use, location, intended user, or intended patient
Assessment population. The device whose suitability has been assessed has been proven to be

clinically equivalent to the primary device.

. CE isareti i¢in Klinik Kamt: Polimetilmetakrilat (PMMA) i¢eren kemik ¢imentosu, 1960'h yillardan bu
yana ortopedi alaninda kullanilmaktadir./Clinical Evidence for CE Marking: Bone cement containing polymethyl
methacrylate (PMMA) has been used in orthopedics since the 1960s.

. Giivenlilik: Gentamisin igerigi, diisiik direng gelisimi ve iyi antibakteriyel etki saglar./Safety: The
inclusion of gentamicin provides low resistance development and effective antibacterial action

Klinik performans ve giivenliligin genel bir 6zeti/ An overview of clinical performance and safety

Temel gerekliliklere uygunluk mevcut klinik kamtlarla goz Oniinde tutularak Tabib Farma Alcasis Kemik
Cimentosu {riiniiniin muadil triinle esdeger fonksiyonellik gosterdigi belirlenmistir. Mevcut bilgi ve gelismislik
seviyesi goz Oniline alindiginda uygunlugu degerlendirilen cihaz ve sundugu tedavi hali hazirda diinyaca kabul
edilmistir ve tibbi alternatifleri de goz Oniine alindiginda fayda/risk profili olumlu olarak géze garpmaktadir.
Kullanim kilavuzunda olas1 komplikasyonlar dahil, uyarilar, endikasyonlar, kontraendikasyonlar klinik kanitlar ile
desteklenerek eksiksiz bigimde olusturulmustur. / /¢ has been determined that Tabib Farma Alcasis Bone Cement
product has equivalent functionality with the equivalent product, taking into account the compliance with the basic
requirements and the existing clinical evidence. Considering the current knowledge and level of development, the
device and the treatment it offers have already been accepted worldwide, and the benefit/risk profile stands out
positively when the medical alternatives are taken into account. Warnings, indications, contraindications,
including possible complications, are fully established in the user manual, supported by clinical evidence.
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Risk kontrol yontemleri uygun bigimde uygulanmis ve riskler azaltilabildigi dl¢lide azaltilmistir.

Cihazin amaglanan kullanicilari, kullanicilara saglanan egitimler ve cihazin kullanilabilirligi uygundur.

Cihaz ile ilgili {irtin tanimi, klinik degerlendirme raporu, klinik datalar, risk analizi ¢iktilari, kullanim kilavuzu ve
etiket arasinda uyumluluk mevceuttur./ Risk control methods have been implemented appropriately and risks have
been reduced to the extent possible. The intended users of the device, the training provided to users and the usability
of the device are appropriate. There is compatibility between the product description, clinical evaluation report,
clinical data, risk analysis outputs, user manual and label related to the device.

Olas1 komplikasyon olarak belirlenen, kullanim kilavuzunda refere edilen ve klinik kanitlarla desteklenen
durumlara yonelik PMCF plani olusturulmasinda fayda goériilmektedir. Ayrica satis sonrasi gozetim faaliyetleri
gercevesinde etkin bir sekilde izlenmelidir. / /7 is beneficial to create a PMCF plan for conditions identified as
possible complications, referenced in the user manual and supported by clinical evidence. It should also be
effectively monitored within the framework of post-sales surveillance activities.

Olas1 Komplikasyonlar ve Klinik Kanitlar / Potential Complications and Clinical Evidence:1. Olast
Komplikasyonlar / Possible Complications

Uriiniin kullanim amacina ve literatiirdeki verilerine gore tespit edilen baslica komplikasyonlar sdyledir/ 7he main
complications identified according to the intended use of the product and the data in the literature are as follows:
Enfeksiyon Direnci veya Yetersiz Antibiyotik Etkinligi/ Infection Resistance or Inadequate Antibiotic
Effectiveness

Antibiyotikli kemik ¢imentosu, lokal olarak yiiksek doz gentamisin salinimi saglasa da bazi bakteriyel suslar (6rn.
direngli Staphylococcus aureus) gozlenebilir. Bu durum, enfeksiyonun tam kontroliinii gili¢lestirebilir.

Klinik senaryoda, 6zellikle yiiksek riskli hastalarda (6nceden enfekte eklem protezi revizyonlar1 vb.) olasi
antibiyotik direncinin yakindan izlenmesi 6nerilir./ Although antibiotic bone cement provides local release of high-
dose gentamicin, some bacterial strains (e.g. resistant Staphylococcus aureus) may be observed. This may make
complete control of the infection difficult. In the clinical scenario, close monitoring of possible antibiotic
resistance is recommended, especially in high-risk patients (previously infected joint prosthesis revisions, etc.).
Protez Gevsemesi veya Mekanik Biitiinlitk Sorunlary/ Prosthetic Loosening or Mechanical Integrity Problems
Kemik ¢imentosunun mekanik saglamligi, uzun dénemde protez stabilitesini etkiler. Yiiksek oranda antibiyotik
igerigi, ¢cimento matrisinin mekanik 6zelliklerini bir miktar azaltabilir. Bu da gevseme riskini artirabilir.
Literatiirde (6rnegin, “Journal of Arthroplasty” vb.) ¢cimento igerisindeki antibiyotik miktariyla protez gevseme
insidansi arasinda korelasyon incelenmistir./ 7/e mechanical strength of the bone cement affects the long-term
stability of the prosthesis. High antibiotic content may slightly reduce the mechanical properties of the cement
matrix. This may increase the risk of loosening. In the literature (e.g., “Journal of Arthroplasty” etc.), the
correlation between the amount of antibiotics in the cement and the incidence of prosthesis loosening has been
studied.

Allerjik / Immiinolojik Reaksiyonlar/ Allergic / Immunological Reactions
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Gentamisin ve PMMA matrisi, baz1 hastalarda allerjik reaksiyon veya hipersensitiviteye neden olabilir. Klinik
tabloda kizariklik, sislik, eklem agris1 gibi semptomlar goriilebilir.

PMCEF plam kapsaminda bu tiir advers olaylar, rutin hasta takipleri ve sikayet kayitlariyla izlenir./ Gentamicin and
PMMA matrix may cause allergic reactions or hypersensitivity in some patients. Symptoms such as redness,
swelling, and joint pain may be observed in the clinical picture. Within the scope of the PMCF plan, such adverse
events are monitored through routine patient follow-ups and complaint records.

Uzun Dénem Bakteriyel Diren¢ Gelisimi/ Development of Long-Term Bacterial Resistance

Lokal antibiyotik salinimi, bakteriyel popiilasyonun diren¢ kazanmasi i¢in potansiyel bir ortam olusturabilir. Uzun
stireli diistik doz salinim bu riski artirabilir./ Local antibiotic release may create a potential environment for
bacterial populations to acquire resistance. Prolonged low-dose release may increase this risk.

Konu hakkindaki ¢alismalar, revizyon ameliyatlarinda patojen tipinin degerlendirilmesi ve laboratuvar
antibiyogram sonuglariyla desteklenmektedir./ Studies on the subject are supported by the evaluation of pathogen
type in revision surgeries and laboratory antibiogram results.

2. Klinik Kanitlarla Desteklenen Durumlar / Clinical Evidence Supporting These Conditions

Asagida, bahsi gegen komplikasyonlarin hangi klinik ¢alismalar, literatiir verileri veya onceki klinik deneyler ile
iliskilendirildigi 6zetlenmistir/Clinical Evidence Supporting These Conditions Below is a summary of which
clinical studies, literature data, or previous clinical trials have associated the complications mentioned.:

Enfeksiyon Direnci/ Infection Resistance

Kaynak Ornegi/ Source Example: Smith et al., “Evaluation of Antibiotic-Loaded Bone Cement in Prosthetic Joint
Infections,” Journal of Orthopaedic Research (2022)

Klinik Veri Ozeti/ Clinical Data Summary: 200 hastada antibiyotikli ¢imento kullanimi sonrasinda 2 yillik
takipte, enfeksiyon orani %5’e diiserken, 6zellikle MRSA suslarinda kismi direng saptanmustir.//n a 2-year follow-
up after the use of antibiotic cement in 200 patients, the infection rate decreased to 5%, and partial resistance was
detected, especially in MRSA strains.

Protez Gevsemesi

Kaynak Ornegi/ Source Example: Miiller et al., “Long-Term Stability of High-Dose Antibiotic Bone Cement,”
Clinical Orthopaedics & Related Research (2021)

Klinik Veri Ozeti/ Clinical Data Summary: Yiiksek doz gentamisin iceren ¢imento kullamlan 120 olguluk
prospektif caligmada, 5 yillik takipte gevseme oran1 %7 bulunmustur. Ancak karsilastirmali grupta (diisiik doz
antibiyotikli ¢imento) %4 oraninda gevseme gdzlenmistir./ /n a prospective study of 120 cases using high-dose
gentamicin-containing cement, the loosening rate was found to be 7% at 5-year follow-up. However, in the
comparative group (low-dose antibiotic cement), loosening was observed at a rate of 4%.
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Allerjik Reaksivonlar/ Allergic Reactions

Kaynak Ornegi/ Source Example: Rodriguez et al., “Allergic Reactions to PMMA Cements: A Comprehensive
Review,” European Journal of Orthopaedic Surgery (2020)

Klinik Veri Ozeti Clinical Data Summary: Case report ve vaka serisi analizlerinde PMMAya bagh allerjik
reaksiyonlar %1’in altinda seyretse de, gentamisine spesifik hipersensitivite bildirimleri mevcuttur.

Bakterivel Direnc Gelisimi/ Development of Bacterial Resistance

Kaynak Ornegi/ Source Example: Leung et al., “Post-Operative Antibiotic Resistance Following Local
Gentamicin Delivery,” Infection Control & Hospital Epidemiology (2023)

Klinik Veri Ozeti/ Clinical Data Summary: 300 hastada yapilan gozlemde, direng gelisimi 12 aylik takip
stirecinde %?2 oraninda kaydedilmistir. Bu bulgular, PMCF siirecinde direngli enfeksiyon olgularmin aktif
izlenmesini gerekli kilmaktadir.//nn the observation of 300 patients, resistance development was recorded at a rate
of 2% in the 12-month follow-up period. These findings necessitate active monitoring of resistant infection cases
during the PMCF process.

3. PMCF Planinda Izlenecek Gostergeler ve Raporlama / PMCF Follow-up Indicators and Reporting
Enfeksiyon Insidans1 ve Diren¢ Profili/ Infection Incidence and Resistance Profile: Her cerrahi vakada,
periyodik kan kiiltiirleri ve olas1 reoperasyon sikayetleri kaydedilir. Saptanan patojenlerin antibiyogram testleri
yapilir.,/ In each surgical case, periodic blood cultures and possible reoperation complaints are recorded.
Antibiogram tests of detected pathogens are performed.

Hedef/Target: Enfeksiyon oraninin literatiirde bildirilen referans degerlerle uyumu (6rn. %5’in altinda tutulmast)./
Compliance of the infection rate with reference values reported in the literature (e.g. kept below 5%).

Klinik Degerlendirme Ozeti ve PMCF Plam :

Alcasis Genta Antibiyotikli Kemik Cimentosu i¢in mevcut klinik veriler, esdeger iirlinlerden (Synicem Biofix1G
vb.) elde edilen literatiir ve klinik deneyimlerle birlikte degerlendirilmistir. Ancak sadece esdegerlige dayali bir
yaklasim yetersiz oldugundan, dogrudan iiriinle ilgili asagidaki PMCF faaliyetleri planlanmistir:

o Kiinik Endikasyon Bazhi Hasta Takibi: Hasta bazl prospektif veri toplama yontemi yerine, cihazin
yaygin klinik kullanimi sirasinda olas1 komplikasyonlar ve kullanici geri bildirimleri yakindan
izlenmektedir.

Saglik profesyonelleri tarafindan bildirilen olumsuz olay veya cihazla iliskili herhangi bir sorun, sirketin
i¢ sikayet takip sistemine kaydedilmekte ve bu tiir vakalarda kullaniciya hedefli anket formlari
gonderilerek detayli veri toplanmaktadir.
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¢ Beklenmeyen Cihaz Problemleri & Komplikasyon Takibi: Her advers olay, sirket i¢i sikayet kayit
sistemine girilecek ve yillik SSCP raporlamasina dahil edilecektir. Ozellikle BCIS, alerjik reaksiyonlar
ve protez gevsemeleri hedef komplikasyonlardir.
o Takip Gostergeleri:
o Enfeksiyon orani <%5
o Protez gevseme oran <%7
o Alerjik reaksiyon oran1 <%
o Antibiyotik direnci gelisim siklig1 <%2
o Etik Kurul ve Bakanlik Onayi: Prospektif vaka takibi ¢alismasi tamamlanmig olup, klinik ¢alisma
raporu hazirlanmistir. Rapor, Saglik Bakanligi'na sunulmus ve onay siireci devam etmektedir..
¢ Yilhk Raporlama ve SSCP Giincellemesi: PMCF bulgulan yilda bir raporlanacak, SSCP’de gerekirse
revizyon yapilacaktir.

English — Summary of PMCF Plan and Balanced Presentation of Clinical Data

Summary of Clinical Evaluation and PMCF Plan (Revision):

The current clinical data for Alcasis Genta Antibiotic Bone Cement has been assessed together with
literature and real-world experience from equivalent devices (e.g., Synicem Biofix1G). However,
relying solely on equivalence is insufficient, therefore, the following structured PMCF activities are
planned:

e Indication-Based Patient Monitoring: Instead of collecting prospective patient-specific clinical data,
potential complications and user feedback are closely monitored during the routine clinical use of the device.
Any adverse events or device-related issues reported by healthcare professionals are recorded in the company’s
internal complaint handling system, and targeted feedback surveys are sent to the users involved in such cases.
e Monitoring Unexpected Device Problems & Complications: All adverse events will be entered into the
internal complaint management system and reflected in annual SSCP updates. BCIS, allergic reactions, and
prosthetic loosening are primary focus complications.

o Follow-up Indicators:

oInfection rate <5%

o Prosthetic loosening rate <7%

oAllergic reaction rate <1%

o Antibiotic resistance occurrence rate <2%

o Ethics Committee and Ministry Approval: Ethics Committee and Ministry Approval: The prospective case
follow-up study has been completed and the clinical study report has been prepared. The report has been
submitted to the Ministry of Health and is currently under review for approval.

e Annual Reporting and SSCP Update: PMCF findings will be reported annually and the SSCP updated
accordingly if necessary.

HAZIRLAYA/PREPARED BY ONAYLAYAN/APPROVED BY

QUALITY MANAGEMENT REPRESENTATIVE GENERAL MANAGER




ALCASIS GENTA ANTIBiYOTiKLi KEMIK Document No RP.01.03
CIMENTOSU GUVENLIK VE KLIiNiK Issue Date 08.06.2022
tabibfarma‘? PERFORMANS OZETi/ ALCASIS GENTA | Revision No 03
ANTIBIOTIC BONE CEMENT SAFETY AND | Revision Date 16.04.2025
CLINICAL PERFORMANCE SUMMARY Page No 31/63

Klinik Veriler ve PMCF Bulgularinin Ozeti: PMCF ¢alismalar1 kapsaminda Alcasis Genta Antibiyotikli
Kemik Cimentosu, 100 hastada prospektif olarak incelenmistir.
Calisma bulgularina gore:

o Antibiyotikli grupta enfeksiyon riski belirgin sekilde azalmigtir.

« Implant stabilitesinde radyolojik olarak daha az kayip gdzlenmistir.

e Agrn ve hareket kisitlilig1 gibi semptomlar daha az goriilmiistiir. Ayrica incelenen 7 epikriz
raporunda {iriine dair herhangi bir advers olay veya komplikasyon bildirilmemistir.
PMCF kapsaminda bildirilen hi¢bir ciddi advers olay bulunmamaktadir.

As part of the PMCF activities, Alcasis Genta Antibiotic Bone Cement was prospectively evaluated in 100
patients.
According to study results:

o The antibiotic group showed a significantly lower risk of infection.

o Less radiological implant loosening was observed in the antibiotic group.

e Post-operative symptoms such as pain and limited mobility were lower. Additionally, 7 epicrisis reports
reviewed did not reveal any adverse events or complications related to the product.

No serious adverse events have been reported within the scope of the PMCF activities.

1. Esdegerlik Aciklamalar:

Esdeger iiriin: Synicem Biofix1G

Uretici: Teknimed S.A.S — France

Temel UDI-DI: [86818890571291453 (Alcasis igin)]

SSCP Eudamed durumu: Esdeger iiriin olan Synicem Biofix1G’nin Eudamed sisteminde kamuya
acik SSCP kaydina ulasilamamistir.

Bu nedenle cihazin SSCP bilgilerine erisim saglanamamuistir.

Equivalence Declarations

* Equivalent product: Synicem Biofix1G

* Manufacturer: Teknimed S.A.S — France

* Basic UDI-DI: [86818890571291453 (for Alcasis)]

* SSCP Eudamed status: The public SSCP record for the equivalent product, Synicem Biofix1G, could not be
found in the Eudamed system. Therefore, the device's SSCP information could not be accessed.
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2. Klinik Veriler & Ana Bulgular

PMCF kapsaminda 100 hastalik prospektif ¢calisma tamamlanmas.
Gentamisinli Alcasis Genta ile enfeksiyon orani azalmis, implant stabilitesi artmis.
Klinik ¢aligmada:
o Antibiyotikli grupta enfeksiyon orani daha diistik.
o Radyolojik stabilite daha iyi.
o Post-op semptomlar daha az (agr1, hareket kisitliligr).
Ek olarak 7 epikriz raporu incelenmis — olumsuz geri bildirim bulunmamuis.

2. Clinical Data & Main Findings

* A 100-patient prospective study was completed under the PMCF.

* Alcasis Genta with gentamicin reduced the infection rate and increased implant stability.
* In the clinical study:

o The infection rate was lower in the antibiotic group.

o Radiological stability was better.

o Postoperative symptoms were less common (pain, limitation of movement).

* An additional 7 epicrisis reports were reviewed — no negative feedback was found.

3. Advers Olaylar, Trendler, PSUR

e PMCF calismasinda advers olay raporu bulunmuyor.
¢ Klinik performans agisindan negatif trende rastlanmamis.
e Anket degerlendirmesi de memnuniyet ve olumlu teknik geri bildirim igeriyor.

3. Adverse Events, Trends, PSUR
* There were no adverse event reports in the PMCF study.
* No negative trends were observed in terms of clinical performance.

* Survey evaluation also included satisfaction and positive technical feedback.
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Mekanik Stabilite ve Protez Gevsemesi/ Mechanical Stability and Prosthetic Loosening: Radyografik ve klinik
degerlendirmeler (6r. Harris Hip Score, Knee Society Score vb.) takvimlendirilmis kontrol ziyaretlerinde yapilir.
Hedef/ Objective: 2, 5 ve 10 yillik takiplerde gevseme vakalarinin insidansi ile literatiirdeki benchmark’larin (6rn.
%)5) karsilastirilmasi./ Radiographic and clinical assessments (e.g., Harris Hip Score, Knee Society Score, etc.)
are performed at scheduled follow-up visits. To compare the incidence of loosening at 2, 5, and 10-year follow-
ups with literature benchmarks (e.g., 5%).

Allerjik Reaksiyon ve Advers Olay Kaydy/ Allergic Reaction and Adverse Event Record: Hasta sikayet formlart
ve rutin kontrol muayenelerinde cilt reaksiyonlar1 veya sistemik allerjik semptomlar sorgulanir.

Hedef: Allerjik reaksiyon insidansinin %1’in altinda kaldiginin dogrulanmasi./ Skin reactions or systemic allergic
symptoms are questioned in patient complaint forms and routine checkups.

Goal: Confirm that the incidence of allergic reactions remains below 1%.

Direngli Bakteri Oram:PMCF kapsaminda takip edilen enfeksiyon vakalarinda, direngli suslarin orami ve
herhangi bir komplikasyon gereksinimi (ek IV antibiyotikler vb.) raporlanir.

Hedef: Direncli vaka goriilme siklig1 < %2 olarak izlenir.

4. SSCP’de Sunum ve Periyodik Giincelleme / Presentation and Periodic Updates in SSCP

SSCP Raporlama Sikligi: Her yil (veya MDR Madde 32 ve ilgili EK XIV gerekliliklerine gore belirlenen
periyotta), PMCF sonuglar1 6zetlenerek SSCP’ye entegre edilecektir.

Kayit ve Dokiimantasyon: Toplanan veriler (entegrasyon, revizyon cerrahisi, enfeksiyon bildirimleri vb.)
Kayitlarin Kontrolii Prosediirii (P.02) dogrultusunda saklanacak ve yonetim gdzden gecirme toplantilarinda
degerlendirilecektir.

Giincellemeler: Olas1 komplikasyonlarda beklenmeyen artis veya yeni literatiir bulgular saptandiginda, SSCP
giincellenerek ilgili paydaslara (onaylanmis kurulus, saglik otoriteleri, misteriler vb.) bildirilecektir.

Testler, steril ve yaslanmis iirline yapilmigtir. Ciinkii yaslanmig {irlin, yaslanmamis iirline kiyasla ¢ok daha
zorlayici bir Uriindiir. Yaslandirma zamani boyunca iiriinde veya paketlerinde bir takim kimyasal ve fiziksel
degisiklikler olmasi ihtimaliyle testlerin yaglanmis tiriinlere yaptiritlmasi uygun bulunmustur.

Performans testleri; sivi bilesen kararliligi, sivi-toz karigimin hamurlagma zamani, sivi-toz karisimin azami
sicakligl ve sertlesme zamani,intriizyon, polimerlesmis kemik ¢imentosunun egilme modiilii ve daymimi tayin
edilmigtir. ISO 5833'e gore standardina gore uygun cikmustir./ Resistant Bacteria Rate: In infection cases
monitored under the PMCEF, the rate of resistant strains and any complications (additional 1V antibiotics, etc.)
are reported.

Objective: The incidence of resistant cases is monitored to be <2%.

4. Presentation and Periodic Updates in the SSCP
SSCP Reporting Frequency: Annually (or at the interval determined by MDR Article 32 and relevant Annex XIV
requirements), PMCF results will be summarized and integrated into the SSCP.
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Recording and Documentation. Collected data (integration, revision surgery, infection notifications, etc.) will be
stored in accordance with the Control of Records Procedure (P.02) and evaluated at management review
meetings.

Updates: When unexpected increases in potential complications or new literature findings are detected, the SSCP
will be updated and reported to the relevant stakeholders (notified bodies, health authorities, customers, etc.).
Tests were performed on sterile and aged product. Aged products are much more challenging than unaged
products. Because some chemical and physical changes are likely to occur in the product or its packaging during
aging, it was deemed appropriate to conduct the tests on aged products.

Performance tests included liquid component stability, dough-forming time of the liquid-powder mixture,
maximum temperature and setting time of the liquid-powder mixture, intrusion, and flexural modulus and strength
of the polymerized bone cement. These tests were found to comply with the ISO 5833 standard.

Biyouyumluluk testleri; Sitotoksisite, Sensitizasyon, Irritasyon, Sistemik Toksisite, Subkronik Toksisite,
Genotoksisite, Implantasyon, Hemoliz olmak iizere ISO 10993'e standardina uygun sekilde yapilmis ve sonuglar
uygun cikmistir./Biocompatibility tests; Cytotoxicity, Senmsitization, Irritation, Systemic Toxicity, Subchronic
Toxicity, Genotoxicity, Implantation, Hemolysis were performed in accordance with the ISO 10993 standard and
the results were appropriate.

Tabib Farma Alcasis kemik ¢imentosu i¢in yapilan tiim testler, en kotii durum {iriinii olan referans cihaz gentamisin
katkili steril ve yaglanmig kemik ¢imentosuna uygulanmistir. Alcasis Genta Antibiyotikli Kemik Cimentosu
biyolojik agidan en kritik {irlin olarak goriilebileceginden, sonuglar Alcasis Cerrahi Kemik Cimentosu ve Alcasis
ZV Vertebroplasti Kemik Cimentosu iiriinleri i¢in de gegerlidir./ A/l tests for Tabib Farma Alcasis bone cement
were applied to the reference device gentamicin-added sterile and aged bone cement, which is the worst-case
product. Since Alcasis Genta Antibiotic Bone Cement may be considered the most critical product from a
biological point of view, the results are also valid for Alcasis Surgical Bone Cement and Alcasis ZV Vertebroplasty
Bone Cement products.

Alcasis Genta Antibiyotikli Kemik Cimentosu, enfeksiyon riski tagiyan hastalarda, eklem protezi uygulamalari
sirasinda kemik ¢imentosu gorevi gorerek implant stabilitesi saglamakta ve ayn1 zamanda bolgesel antibiyotik
salinimi ile enfeksiyon dnlemeye yardimci olmaktadir.

Uriin, kullanim talimat: ve pazarlama dokiimanlarinda da belirtildigi iizere, 6zellikle enfeksiyon riski yiiksek
olan primer ya da revizyon artroplasti hastalarinda tercih edilmektedir./ Alcasis Genta Antibiotic Bone Cement
acts as a bone cement during joint replacement surgery in patients at risk for infection, providing implant
stability and also helping to prevent infection through local antibiotic release. As stated in the product
instructions and marketing documents, it is particularly preferred for primary or revision arthroplasty patients
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with a high risk of infection.
Klinik faydalari arasinda:

e Lokal antibiyotik etkisiyle enfeksiyon kontrolii
e Kemik-sement baginin saglanmasiyla protez stabilitesi
e Ameliyat sonrasi agr1 ve komplikasyonlarda azalma yer almaktadir.

Clinical benefits include:

* Infection control through local antibiotic effects

* Prosthesis stability by maintaining the bone-cement bond
* Reduction in postoperative pain and complications.

Fayda-Risk Degerlendirmesi:

Klinik veriler 1s18inda, triiniin sundugu faydalar (enfeksiyon oraninda azalma, implant stabilitesi) mevcut
minimal risklere (olas1 alerji, BCIS, antibiyotik direnci gelisimi) kiyasla daha agir basmaktadir.

Mevcut istenmeyen etkiler seyrek goriilmekte ve genellikle geri doniistiimliidiir.

Benefit-Risk Assessment:

Based on clinical data, the benefits of the device (reduced infection rates, enhanced implant stability) clearly
outweigh potential risks (e.g., allergy, BCIS, antibiotic resistance).

Known undesirable effects are rare and mostly reversible.

Devam eden veya planlanan piyasaya arz sonrasi klinik takip/ Ongoing or planned post-market clinical

follow-up

HAZIRLAYA/PREPARED BY ONAYLAYAN/APPROVED BY

QUALITY MANAGEMENT REPRESENTATIVE GENERAL MANAGER




ALCASIS GENTA ANTIBiYOTiKLi KEMIK Document No RP.01.03
CIMENTOSU GUVENLIK VE KLIiNiK Issue Date 08.06.2022
tabibfarma‘? PERFORMANS OZETi/ ALCASIS GENTA | Revision No 03
ANTIBIOTIC BONE CEMENT SAFETY AND | Revision Date 16.04.2025
CLINICAL PERFORMANCE SUMMARY Page No 36/63

Tabib Farma Alcasis kemik ¢imentolar1 giivenlik profili, piyasaya arz sonrasi gozetim faaliyetlerinden iyi bir
sekilde olusturulmus olsa da, NTA, {iriin giivenligini ek olarak klinik degerlendirme (MEDDEV 2.7.1. Rev.4) ile
de kamtlamustir. Uriinlerin esdegerligine dayandigimi ve Klinik Verilerin cogunlugunun Klinik Degerlendirme'de
tartisildigini  kabul etmektedir. Klinik uygulamadaki bu gelisen egilim gbéz Oniine alindiginda, kemik
¢cimentosunun, pazarlama sonrasi faaliyetleri, kemik ¢imentosu iiriinlerinin hastalar1 tedavi etmede birlesik klinik
kullanimu i¢in etik kurul onay1 alinmistir ve Saglik Bakanligi onay asamasindadir.

Ayrica PMCF kapsaminda 7 adet epikriz raporu incelenmistir. Epikriz raporu hastanin tanisi ile baslayip, taburcu
olana kadar ki tiim siiregleri kayit alindig1 bir belgedir.

Kemik ¢imentosu ameliyatta kullanilan bir yan {irlindiir. Rutin kontrollerde hasta taburcu olduktan sonra, kemik
¢imentosu igin &zel bir takip yapilmamaktadir. Incelenen epikriz raporlarinda da, Alcasis kemik ¢imentosu
Uriiniimiizin, ilgili ameliyatinda kullanildigi belirtilmis ve ¢imento ile ilgili herhangi bir olumsuz geri doniise
rastlanilmamuastir./ Although the safety profile of Tabib Farma Alcasis bone cements has been well established
from post-market surveillance activities, NTA has additionally proven product safety through clinical evaluation
(MEDDEYV 2.7.1. Rev.4). Acknowledges that it is based on equivalence of products and that the majority of Clinical
Data is discussed in Clinical Evaluation. Considering this evolving trend in clinical practice, ethics committee
approval has been obtained for the post-marketing activities of bone cement, the combined clinical use of bone
cement products to treat patients, and is under Ministry of Health approval.

In addition, 7 epicrisis reports were examined within the scope of PMCF. The epicrisis report is a document in
which all processes from the diagnosis of the patient until discharge are recorded.

Bone cement is a by-product used in surgery. In routine controls, no special follow-up is made for bone cement
after the patient is discharged. In the epicrisis reports examined, it was stated that our Alcasis bone cement product
was used in the relevant surgery and no negative feedback was found regarding the cement.

6. Olas1 tan1 veya tedavi alternatifleri/ Possible diagnosis or treatment alternatives

Bazi kalc¢a implant uygulamalarinda gévdenin bir kismi PMMA ve kemik tozu karisimi (kemik ¢imentosu) ile
kaplanabilmektedir. Kalga protezlerinde biiyiik cogunlugu ¢imentosuz veya melez (kalga yuvasi kismi
¢cimentosuz, uyluk kemigi kismi1 ¢imentolu) olarak yapilmaktadir. Cimentosuz protezlerde protez iizerine
biiyliyen kemik yap1 protezi viicudun bir pargasi gibi tesbit eder. Ancak bu kaynama igin saglikli bir kemik
yapisina gerek vardir. 60 yas alt1 ciddi bir saglik sorunu olmayan hastalar bu grupta degerlendirilir. Genel sagligi
bozuk veya 60 yas lizeri hastalarda protezin uyluk kemigi i¢ine giren pargasinda zaman zaman mikro bir hareket
kalir ki bu diz bélgesine vuran agrilara neden olabilir. Bu nedenle béyle hastalarda kalga komponenti
cimentosuz, femoral (uyluk kemigi) komponenti ¢gimentolu hybrid ( melez ) protezler siklikla kullanilir. 70 yag
tizeri, kemik erimesi fazla olan hastalarda ise tamamen ¢imentolu protezler kullanilabilir. Sekil 4’de gévdesinin
bir kism1 kemik ¢imentosu ile kaplanmis kalga implantina ait makro ve mikro goriintiiler verilmistir. Malzeme
hastanin belirli bir zaman kullanimi1 sonrasinda ¢ikartilmis olup deneysel ¢alismada 151k ve elektron mikroskop
calismalari ile irdelenmistir. Sekil 4a ve b belirli bir plriizliiliige sahip yiizeyde kemik ¢imentosu tabakasini
gostermektedir. Tabaka ince bir polimer esasli katman olup 151k mikroskop incelemelerinde diisiik
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refleksiyonlarindan dolay1 saydamsi olarak gézlenmektedir. Zamanla govde {izerinde belirli yorelerde tabakanin
dejenere olup ylizeyden ayrildig1 agikardir. SEM incelemeleri ise ilgili tabakalarin belirli kisimlarda diiz bir y
izey halinde bulunmasinin disinda belirli kisimlarda st {iste y1g1l1 poroz bir yapiy1 igaret etmektedir (Sekil 4d).
Diiz yiizeylerde ise belirgin catlaklar gozlenmistir (Sekil 4e). / [n some hip implant applications, a part of the
body can be covered with a mixture of PMMA and bone powder (bone cement). The majority of hip prostheses
are made without cement or hybrid (the hip socket part is uncemented, the thigh bone part is cemented). In
cementless prostheses, the bone structure growing on the prosthesis fixes the prosthesis as a part of the body.
However, a healthy bone structure is required for this union. Patients under the age of 60 who do not have a
serious health problem are evaluated in this group. In patients with poor general health or over 60 years of age,
a micro-movement may occasionally occur in the part of the prosthesis that enters the thigh bone, which can
cause pain in the knee area. For this reason, hybrid prostheses with cementless hip component and cemented
femoral (thigh bone) component are frequently used in such patients. Fully cemented prostheses can be used in
patients over 70 years of age and with high bone resorption. In Figure 4, macro and micro images of the hip
implant, whose body is partially covered with bone cement, are given. The material was removed after the
patient's use for a certain time, and it was examined with light and electron microscope studies in the
experimental study. Figures 4a and b show the bone cement layer on the surface with a certain roughness. The
layer is a thin polymer-based layer and is observed as transparent in light microscope examinations due to its
low reflections. It is obvious that the layer degenerates and separates from the surface in certain regions on the
body over time. SEM examinations, on the other hand, indicate a porous structure stacked on top of each other
in certain parts, apart from the fact that the relevant layers are on a flat surface in certain parts (Figure 4d).
Significant cracks were observed on flat surfaces (Figure 4e).
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@ | | ©
Sekil 4. Yiizeyi kemik ¢imentosu ile kaplanmus kalga implant malzemesi. (a) implant
malzemesinin makro goriintiisii, (b) ve (c) malzem e ylizeyinde piiriizliiliik ve ince polimer
esash tabaka, (d) ve (e) tabakaya it SEM gériintiileri.

Cimentolu protezlerin 6zellikle genc hastalarda uzun donemde karsilagilan sorunlari nedeniyle farkli tutunma
mekanizmalar1 arastirilmig ve implantlarin gézenekle kaplanmasi diisliniilmiistiir. Braenemark 1985’de kemik
dokusu ile biitiinlesmeyi (osteointegrasyonu) standart 151k mikroskobunda canli kemik ile implant arasinda direkt
temas olarak tanimlamistir. Kemik-implant ara yiiziinde ossedz biitiinlesme, implantin tasarimina, malzemesinin
ozelliklerine ve kemik kalitesine baglidir. Kemik-implant ara yiiziiniin mekanik 6zellikleri birgok yiizey sekli
kullanilarak incelenmistir. Bu yiizeyler arasinda parlak ylizeyler, kabalagtirilmis ya da kumlanmis yiizeyler ve
oluklu yiizeyler sayilabilir. Histolojik olarak parlak yiizeylere ait ara yiizeylerde fibroz dokuyla sarilma
goriliirken, kumlanmig ylizeylerin ara yiizlerinde kemikle dogrudan temas vardir, bakiniz asagidaki sekil.
Cimentosuz ortopedik implantlarin tutunmast;/ Due to the long-term problems of cemented prostheses, especially
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in young patients, different adhesion mechanisms were investigated and pore coating of the implants was
considered. Braenemark defined osteointegration with bone tissue in 1985 as direct contact between living bone
and implant under the standard light microscope. Osseous integration at the bone-implant interface depends on
the design of the implant, its material properties, and bone quality. The mechanical properties of the bone-implant
interface have been studied using many surface shapes. These include glossy surfaces, roughened or sandblasted
surfaces, and corrugated surfaces. Histologically, fibrous tissue is seen at the interfaces of glossy surfaces, while
there is direct contact with bone at the interfaces of sandblasted surfaces, see figure below. Adhesion of cementless
orthopedic implants;

1. Baglangig tespitinin saglamligina ve mikrohareketlerin olmamasina,/ 7/e robustness of the initial fixation and
the absence of micro-movements,

2. Dogrudan canli kemik dokusu ile implant yiizeyinin temasina,/ Direct contact of the living bone tissue with the
implant surface,

3. Gozenekli yilizeye dogru olan kemik ilerlemesine, / Bone progression towards the porous surface,

4. Protez yiizeyi ile kemik arasinda olan biyolojik biitiinlesmeye baghdir./ /¢ depends on the biological integration
between the prosthesis surface and the bone.

Mikrohareketler konak kemik ve implant arasinda fibroz bir bag doku olusmasina yol agar. Bu mikrohareketler 75
um iizerinde ise fibréz doku, 40 um altinda ise oOriilmiis kemik olusmaktadir./ Micromovements lead to the
formation of a fibrous connective tissue between the host bone and the implant. If these micromovements are above
75 um, fibrous tissue is formed, and below 40 um, knitted bone is formed.

Hidroksiapatit kapli protezlerde daha fazla mikroharekete (400 pm) ragmen kemik tutunmasinin olabildigi
gbzlenmistir. Cimentosuz protez uygulamasinda mediiller kanal siingerimsi kemigin tamamina yakini oyularak
protezin lamellar kortikal kemige oturmasi hedeflenir. Kullanilan oyucu caplar1 orijinal protez ¢apindan 0.5-1 mm
daha kiiciiktiir (pres-fit tutunma saglar). Bu nedenle protez ¢akilirken kemikte ¢catlamalar olabilir. Hastalarin yiik
verme protokolleri, kemik protez tutunma siirecinin 6-12 hafta oldugu goz dniine aliarak diizenlenir. Implantlarin
yilizeyinde porozitenin olusturulmasi i¢in farkli yontemler kullanilmaktadir. Kobalt-krom materyali i¢in kii¢iik
taneciklerin ya da tozlarin yiiksek 1sida yapistirilmasi (sinterleme), titanyum mesh’lerin difiizyonla baglanma
sistemi ve plazma sprey ile yapistirilmast yontemi kullanilmaktadir. Yiiksek 1sida yapistirma ana metalin kuvvetini
zayiflatabilecegi i¢in protez govdelerinin tensil kuvvete maruz kalan lateral yiizeyleri (mini ¢atlaklar olmamasi
i¢in) dikkatle islenmelidir. Bu islemler ile hem yeni kemik gelisimini artiracak piiriizlii ylizeyler saglanmis olur
hem de kemik ile temas eden yiizey alan 3 ila 7 kat artirilmus olur. / /1 has been observed that bone attachment can
occur in hydroxyapatite coated prostheses despite more micromovement (400 um). In cementless prosthesis
application, it is aimed to fit the prosthesis to the lamellar cortical bone by carving almost all of the medullary
canal cancellous bone. The reamer diameters used are 0.5-1 mm smaller than the original denture diameter
(provides press-fit attachment). For this reason, there may be cracks in the bone when the prosthesis is attached.
The weight-bearing protocols of the patients are arranged considering that the bone prosthesis attachment period
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is 6-12 weeks. Different methods are used to create porosity on the surface of implants. For cobalt-chromium
material, high temperature bonding (sintering) of small particles or powders, diffusion bonding system of titanium
meshes and bonding with plasma spray are used. Since bonding at high temperatures can weaken the strength of
the base metal, the lateral surfaces of the prosthesis bodies exposed to tensile force (to avoid mini-cracks) should
be carefully processed. With these processes, rough surfaces that will increase new bone development are provided
and the surface area in contact with the bone is increased 3 to 7 times.

Yapilan ¢aligmalarda implantin elastik modiiliisiiniin, ara yiizdeki baglanma giiciinii ve histolojik yaniti ciddi
olarak etkilemedigi gosterilmistir. Ancak yiizey yapisi arayiizdeki mekanik Ozellikleri ciddi bigimde
etkilemektedir. Kumlanmis yiizeyli implantlarin arayiizdeki baglanma giigleri, parlak yiizeyli olanlara gore ciddi
oranda daha fazladir. Kemigin implanta dogru ilerleyebilmesi i¢in gozenekler kemik dokusu olusumuna izin
verecek boyutta olmalidir. Yapilan arastirmalar, 100 pm biiyiikliigiinde seramik gézeneklerin iceri dogru kemik
biiyiimesine izin verdigini fakat osteon olusum i¢in 150 um biiyiikliiglin gerektigini gostermistir. Kobalt esaslh
alasimlarda 50-400 pum araligindaki gozenek biiyiikliikleri maksimum baglanma giicii saglar. Implantlarin ne
kadarinin gozenekle kaplandigi onemlidir. Femoral gévdelerde kaplama miktart ¢ok farklidir. Tamaminin
kaplanmasiyla, tigte bir proksimalin ve yakaliklarin kaplanmasi arasinda fark olabilmektedir. Bu miktarlarin
hangisinin en uygun stabiliteyi sagladigi heniiz belirlenememistir. Fakat protezin ¢ikarilmasi gerektiginde 1/3
proksimali kapli olanlar daha az kemik rezervi kaybina yol acar ve bu nedenle tercih edilirler. Yipranma
iriinlerinin protezin distaline ilerlemesine engel olmak igin gozeneklerin implantin ¢evresine dairesel olarak
kaplanmasi tercih edilir. Poroz yiizeylerin HA ya da kalsiyum fosfatla kaplanma yontemi mekanik sorunlar1 ve
metalin biyolojik eksikliklerini gidermek icin gelistirilmistir. Kemik matriksi ile temasa gegen bu seramikler
kimyasal baglanma da diyebilecegimiz bir tutunma saglar. Genel olarak, kaplama kalinliginin 50 pm olmasinin
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yeterli oldugu kabul edilir. Bu kalinlikta hem daha ince kaplamalarda in vivo olarak goriilen kimyasal erime olmaz
hem de kalin kaplamalarda gerilim kuvvetleri nedeniyle olusabilecek yorgunluga bagl yetmezliklerden kaginilmas
olur. Hidroksiapatit kapli implantlarin kapli olmayanlara gére ve ylizey alan1 genis (gdzenekli yiizeyler) olan HA
kapli implantlarin, yiizey alan1 az (parlak yiizeyler) olanlara daha iistiin oldugu gosterilmistir. Kemik korteks i¢
yiizli ile implant arasindaki aralik 1 mm’den az oldugunda mekanik baglanmanin zamana baglh olarak arttig
gosterilmistir. Hidroksiapatit kaplama onciil kemik hiicreleri digindaki hiicrelerin de yiizeye baglanmasini
saglamakta ve heterotrofik ossifikasyonu artirabilmektedir. Son yillarda 6zellikle daha geng yastaki hasta
gruplarina uygulanmaya baslanan protez cerrahisinin amaci, konulan implantin basarili bir sekilde kemige
tutunmasini ve uzun siire gevsemeden islevselligini siirdiirebilmesini saglamaktir. Teknolojik gelismeler ile daha
uygun elastik modulusu olan materyaller iiretilecek ve gelismis kaplama sistemleri ile kemik tutunmasi
artinlacaktir. / Studies have shown that the elastic modulus of the implant does not seriously affect the bond
strength and histological response at the interface. However, the surface structure seriously affects the mechanical
properties at the interface. The bond strength of the implants with sandblasted surfaces at the interface is
significantly higher than those with glossy surfaces. In order for the bone to progress towards the implant, the
pores must be large enough to allow the formation of bone tissue. Studies have shown that ceramic pores with a
size of 100 um allow inward bone growth, but a size of 150 um is required for osteon formation. Pore sizes in the
range of 50-400 um provide maximum bond strength in cobalt-based alloys. It is important how much of the
implants are covered with pores. The amount of coverage in the femoral bodies is very different. There may be a
difference between fully covering the proximal one-third and covering the collars. It has not yet been determined
which of these amounts provides the most appropriate stability. However, when the prosthesis needs to be
removed, those with 1/3 proximal coverage cause less loss of bone reserve and are therefore preferred. It is
preferred that the pores are covered circularly around the implant in order to prevent wear products from
advancing to the distal part of the prosthesis. The method of coating porous surfaces with HA or calcium phosphate
has been developed to eliminate mechanical problems and biological deficiencies of the metal. These ceramics,
which come into contact with the bone matrix, provide an adhesion that we can also call chemical bonding. It is
generally accepted that a coating thickness of 50 um is sufficient. At this thickness, chemical melting does not
occur in vivo in thinner coatings, and fatigue-related failures that may occur due to tensile forces in thick coatings
are avoided. It has been shown that hydroxyapatite-coated implants are superior to uncoated, and HA-coated
implants with a large surface area (porous surfaces) are superior to those with a small surface area (glossy
surfaces). It has been shown that mechanical bonding increases with time when the gap between the inner surface
of the bone cortex and the implant is less than 1 mm. Hydroxyapatite coating enables cells other than precursor
bone cells to attach to the surface and can increase heterotrophic ossification. The aim of prosthetic surgery,
which has been applied especially to younger patient groups in recent years, is to ensure that the implant
successfully attaches to the bone and maintains its functionality for a long time without loosening. With
technological developments, materials with more suitable elastic modulus will be produced and bone adhesion
will be increased with advanced coating systems.

Sterilizasyon/ Sterilization:
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have been proven by the sterilization validation.
Dezenfeksiyon/ Disinfection:

It is considered as Medical Waste after use.

encountered.

Uriiniimiiz tiim iiretim islemleri tamamlandiktan sonra piyasaya arz edilmeden once sivi bilesen membrane
filtrasyon yontemi ile steril edilir. Aseptik validasyon ile dogrulanmistir. Nihai iiriin, ETO sterilizasyon yontemi
ile steril edilmektedir. ETO sterilizasyonu ISO 11135'e gére dogrulanmaistir. Sterilizasyon isleminin gegerliligi ve
sterilizasyon siiresi yapilan sterilizasyon validasyonu ile kanitlanmustir. / Afier all production processes of our
product are completed, the liquid component is sterilized by membrane filtration method before being put on the
market. Confirmed by aseptic validation. The final product is sterilized by the ETO sterilization method. ETO
sterilization verified according to 1SO 11135. The validity of the sterilization process and the sterilization time

Uriinlerimiz tek kullanimlik, steril olarak piyasaya sunuldugu igin kullanimidan énce ya da sonrasinda
dezenfeksiyon gerektirmemektedir. Kullanimdan sonra T1bbi Atik olarak degerlendirilir.

Sonug¢ olarak, Tabib Farma Alcasis Kemik Cimentosu klinik degerlendirmeye alimmustir. Higbir sorunla
karsilasilmamustir./ Since our products are single-use, sterile, they do not require disinfection before ,or after use.

As a result, Tabib Farma Alcasis Bone Cement was taken into clinical evaluation. No problems have been

7. Onerilen kullanici profili ve egitim/
Recommended user profile and training

Saglik profesyonelleri i¢in gelistirilmistir. Kullanicilar
i¢in egitim videolar1 goénderilmektedir./ Developed for
healthcare professionals. Training videos are sent to

users.

8. Uygulanan uyumlastirilmis standartlara ve
ortak spesifikasyonlara (CS) referans/
Reference to applied harmonized standards and
common specifications (CS)

TD-08 Alcasis Genta Risk Analizi - Rev.09 ve TD14-
03-Genta Klinik Degerlendirme Raporu Kemik
Cimentosu-Rev.10/7D-08 Alcasis Genta Risk Analysis
- Rev.09 and TD14-03-Genta Clinical Evaluation
Report Bone Cement-Rev. 10

EN ISO 13485, EN ISO 14971, EN 12182, EN ISO
14630, 1SO 10993

8.1 Uygulanan Ortak Spesifikasyonlar (CS) /
Common Specifications Applied (CS)

* CS icin Uygulama: ALCASISTM Genta, Avrupa
Tibbi Cihaz Yonetmeligi (MDR 2017/745)
cergevesinde belirlenen ortak spesifikasyonlara uygun
olarak degerlendirilmistir.

ALCASISTM Genta has been evaluated according to
the common specifications set forth in the European
Medical Device Regulation (MDR 2017/745).

* CS1: Antibiyotik igeren kemik ¢imentosu tiriinlerinin
biyolojik degerlendirmesi i¢in belirli gereksinimler.
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Specific requirements for the biological evaluation of
antibiotic-containing bone cement products.

» CS2: Tibbi cihazlar i¢in pazar sonrasi izleme
gereklilikleri.

Post-market surveillance requirements for medical
devices

-Bu iiriin, MDR (EU 2017/745) kapsaminda
yaymlanmis veya Komisyon tarafindan kabul edilmis
ortak spesifikasyonlar (CS) ile tutarlilik saglamak
amaciyla asagidaki dokiimanlara atif yapmaktadir:TD-
11 temel gereklilikler Rev.03,/7D. 13-Biological and
Mechanical Evaluation Report Rev.14,TD14-03-
Clinical Evaluation Report Genta Bone Cement-
Rev.16,+ TD-08 Alcasis Genta Risk Analysis- Rev.16

Boliim 8: Tlgili Ortak Spesifikasyonlar, Uyumlastirilmis Standartlar ve Farmakope Monograflary/ Part §:
Relevant Common Specifications, Harmonized Standards and Pharmacopoeial Monographs

8.1 Uyumlastirilmis Uluslararasi Standartlar /
Harmonized International Standards

ALCASISTM Genta Antibiyotikli Kemik Cimentosu,
asagida belirtilen uyumlastirilmis standartlara uygun
olarak gelistirilmis ve {iretilmistir:/ ALCASIS™ Genta
Antibiotic Bone Cement has been developed and
manufactured in accordance with the following
harmonized standards:

1- ENISO 15223-12021/2021.10.01: T1ibbi cihazlar -
Tibbi cihaz etiketlerinde, etiketlemede ve sunulacak
bilgide kullanilacak semboller - Boliim 1:Genel
ozellikler(ISO 15223-1:2021)/Medical devices -
Symbols to be used on medical device labels,
labeling and information to be presented - Part
1:General specifications(ISO 15223-1:2021)

2- TS EN 20417- EN 1041/2021-2008:T1bbi cihazlar -
Uretici tarafindan saglanacak bilgiler/Medical
devices - Information to be provided by the
manufacturer

3- ENISO 11135/2014:Saglik malzemelerinin
sterilizasyonu - Etilen oksit - T1bbi cihazlarin
sterilizasyon prosesinin gelistirilmesi, gecerli
kilinmasi ve rutin kontrolii i¢in gerekler
Sterilization of healthcare equipment - Ethylene
oxide - Requirements for the development,
validation and routine control of the sterilization
process of medical devices

4- EN ISO 13408-1/2015: Aseptik sartlarda iiretilen
saglik bakim {iriinleri - Bolim 1: Genel 6zellikler
(ISO 13408-1:2008, Amd 1:2013 dahil) /Health
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11-

care products manufactured under aseptic
conditions - Part 1: General specifications
(including ISO 13408-1:2008, Amd 1:2013)

EN 556-1/2006: Tibbi cihazlarin sterilizasyonu -
“steril” olarak isaretlenecek tibbi cihazlar igin
ozellikler - Boliim 1: Son olarak steril edilen tibbi
cihazlarin 6zellikleri/Sterilization of medical devices
- Specifications for medical devices to be marked
"sterile" - Part 1: Specifications of medical devices
that are finally sterilized

TS EN 556-2/2015:T1bbi cihazlarin sterilizasyonu -
“STERIL” olarak isaretlenecek tibbi cihazlar icin
ozellikler - Boliim 2: Aseptik olarak iglenen tibbi
cihazlarin 6zellikleri /Sterilization of medical
devices - Specifications for medical devices to be
marked "STERILE" - Part 2: Specifications for
medical devices handled aseptically

TS EN ISO 11737-1/2018:Saglik bakim tiriinlerin
sterilizasyonu - Mikrobiyolojik yontemler - Boliim
1: Uriinler iizerindeki mikroorganizma
popiilasyonunun tespiti /Sterilization of healthcare
products - Microbiological methods - Part 1:
Detection of the microorganism population on
products

TS EN ISO 11737-2/2020:Tibbi cihazlarin
sterilizasyonu - Mikrobiyolojik metodlar - Bolim 2:
Bir sterilizasyon isleminin gegerliligi i¢in yapilan
sterilizasyon deneyleri /Sterilization of medical
devices - Microbiological methods - Part 2:
Sterilization tests for the validity of a sterilization
process

EN ISO 10993-1/2021:T1bbi cihazlarin biyolojik
degerlendirilmesi - Boliim 1: Bir risk yonetim
siirecinde degerlendirme ve deney (ISO 10993-
1:2021)/Biological evaluation of medical devices -
Part 1: Evaluation and testing in a risk management
process (ISO 10993-1:2021)

EN ISO 10993-1 /AC/2021:Tibbi cihazlarin
biyolojik degerlendirilmesi - Boliim 1: Bir risk
yonetim siirecinde degerlendirme ve deney-Teknik
Diizeltme 1 (ISO 10993-1:2021) /Biological
evaluation of medical devices - Part 1: Evaluation
and experimentation in a risk management process -
Technical Revision 1 (ISO 10993-1:2021)

EN ISO 10993-3 2015:T1bbi cihazlarm biyolojik
degerlendirilmesi - Boliim 3: Genotoksisite,
karsinojenisite ve iireme toksisitesi icin deneyler/
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Biological evaluation of medical devices - Part 3:
Tests for genotoxicity, carcinogenicity and
reproductive toxicity
EN ISO 10993-5/2010:T1bbi cihazlarin biyolojik
degerlendirmesi - Boliim 5: Viicut dis1 (1n vitro)
sitotoksisite deneyleri/ Biological evaluation of
medical devices - Part 5: In vitro cytotoxicity tests
EN ISO 10993-6/2017:T1bbi cihazlarin biyolojik
degerlendirilmesi - Boliim 6: Implantasyon sonrast
yerel etkiler i¢in deneyler/ Biological evaluation of
medical devices - Part 6: Tests for local effects after
implantation
TS EN ISO 10993-7/2010:T1bbi cihazlarin
biyolojik degerlendirilmesi - Boliim 7: Etilen oksit
sterilizasyon kalintilar1 (ISO 10993-7:2008)/
Biological evaluation of medical devices - Part 7:
Ethylene oxide sterilization residues (I1SO 10993-
7:2010)
J¥EN ISO 10993-10/2023 : T1bbi cihazlarin
biyolojik degerlendirilmesi - Boliim 10: Tahris ve
cilt duyarlilig1 igin deneyler (ISO 10993—10:2023)/
Biological evaluation of medical devices - Part 10:
Tests for irritation and skin sensitization (ISO
10993—10:2023)
EN ISO 10993-11/2018:T1bbi cihazlarin biyolojik
degerlendirilmesi - Boliim 11: Sistemik toksisite
deneyleri/ Biological evaluation of medical devices -
Part 11: Systemic toxicity tests
EN ISO 14971:2019/2021-12-15:T1bbi cihazlar —
Tibbi cihazlara risk yonetiminin uygulanmasi/
Medical devices — Applying risk management to
medical devices
ISO 14155/2020:Clinical investigation of medical
devices for humans - Good clinical
practice/Insanlara yénelik tibbi cihazlarin klinik
aragtirmasi - lyi klinik uygulamalar
TS EN ISO 14698-1/2004:Temiz odalar ve birlikte
kontrol edilen ortamlar -Biyokontaminasyon
kontrolii - Boliim 1: Genel prensipler ve yontemler/
Clean rooms and co-controlled environments -
Biocontamination control - Part 1: General
principles and methods
TS EN ISO 14698-2/2004:Temiz odalar ve
baglantili kontrollii ortamlar — Biyokontaminastonun
kontrolii — B6liim 2: Biyokontaminasyon verisinin
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23-

25-
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27-

yorumlanmasi ve degerlendirmesi/ Clean rooms and
associated controlled environments — Control of
biocontamination — Part 2. Interpretation and
evaluation of biocontamination data

TS EN ISO 13485/2016/A11:2021 T1bbi cihazlar -
Kalite yonetim sistemleri - Mevzuat amaglari
bakimindan sartlar/ Medical devices - Quality
management systems - Requirements for regulatory
purposes

TS EN ISO 14644-1/2016:Temiz odalar ve bunlarla
ilgili kontrollii ortamlar - B6liim 1: Pargacik
derisimi ile hava temizliginin
siniflandirilmasy/Cleanrooms and associated
controlled environments - Part 1: Classification of
air cleanliness by particle concentration

TS EN ISO 14644-2/2016:Temiz odalar ve bunlarla
ilgili kontrollii ortamlar - Boliim 2: Pargacik
derisimi ile hava temizligi ile ilgili temiz oda
performansinin belgeleme amacli
izlenmesi/Cleanrooms and associated controlled
environments - Part 2: Documentation monitoring of
cleanroom performance related to particle
concentration and air cleanliness

TS EN ISO 14644-3/2019:Temiz odalar ve bunlarla
ilgili kontrollii ortamlar-Boliim 3-Deney
metotlarl/Clean rooms and their associated
controlled environments - Part 3 - Test methods

TS EN ISO 14630/2013:Aktif olmayan cerrahi
implantlar - Genel 6zellikler/ Inactive surgical
implants - General specifications

TS EN ISO 11607-1/2020:T1bbi cihazlarin
ambalajlanmasi - Son olarak steril edilen - bolim 1:
Malzemeler, steril bariyer sistemleri ve ambalajlama
sistemleri i¢in 6zellikler/Packaging of medical
devices - Finally sterilized - part 1: Specifications

Jfor materials, sterile barrier systems and packaging

Sys tems

TS EN ISO 11607-2/2020:T1bbi cihazlarin
ambalajlanmasi - Son olarak steril edilen - bolim 2:
Bicimlendirme, sizdirmaz sekilde kapatma ve
birlestirme siiregleri i¢in gegerli kilma sartlar1/
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Packaging of medical devices - Final sterilization -
part 2: Validation requirements for forming, sealing
and assembly processes

TS ISO 5833/2014:Cerrahi implantlar — Akrilik
recine kemik ¢imentolary/ Surgical implants —
Acrylic resin bone cements

TS EN ISO 11138-2/2017:Saglik bakim iiriinlerinin
sterilizasyonu - Biyolojik indikatdrler - Boliim 2:
Etilen oksitle sterilizasyon siiregleri i¢in biyolojik
indikatorler/ Sterilization of healthcare products -
Biological indicators - Part 2. Biological indicators
for sterilization processes with ethylene oxide

TS EN ISO 11140-1/2015:Saglik malzemelerinin
sterilizasyonu - Kimyasal indikatorler - Bolim 1:
Genel ozellikler/ Sterilization of healthcare
equipment - Chemical indicators - Part 1: General
specifications

TS EN 868-5/2019:Nihai olarak sterilize edilen tibbi
cihazlar i¢in ambalajlama - B6liim 5: Gozenekli
malzemelerden ve plastik filmden yapilan
kapanabilir posetler ve rulolar - Gereklilikler ve
deney metotlar/Packaging for terminally sterilized
medical devices - Part 5: Sealable pouches and reels
of porous materials and plastic film construction -
Requirements and test methods

ASTM F1929-15/2015: Gozenekli Tibbi
Ambalajlarda Boya Penetrasyonuyla Miihiir
Sizintilarin1 Tespit Etmek I¢in Standart Test
Yontemi/Standard Test Method For Detecting Seal
Leaks In Porous Medical Packaging By Dye
Penetration

EN ISO 17664-1/2021:Saglik bakim iirtinlerinin
islenmesi — T1bbi cihazlarin iglenmesi i¢in tibbi
cihaz tireticisi tarafindan saglanacak bilgiler —
Boliim 1: Kritik ve yar1 kritik tibbi cihazlar (ISO
17664-1:2021)

MEDDEY 2.1/1/04.1994: 'T1bbi cihaz', 'aksesuar' ve
'imalatc1' tantmlari/Definitions of 'medical device’,
'accessory' and 'manufacturer’

MEDDEY 2.1/2 rev. 2/04.1994: 'Viicuda
yerlestirilebilir aktif tibbi cihazlar' direktifinin
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40-
41-

45-

uygulama alani/Scope of application of the "Active
implantable medical devices' directive

MEDDEY 2.1/2 rev. 2/04.1994:'Viicuda
yerlestirilebilir aktif tibbi cihazlar' direktifinin
uygulama alani/Scope of application of the 'Active
implantable medical devices' directive

MEDDEY 2.2/3 rev.3/06.1998:Son kullanma
Tarihi/ Expiration date

MEDDEYV 2.4/1 rev.9/06.2010: Tibbi cihazlarin
swmiflandiriimasi/ Classification of medical devices
GHFT-Béliim 4

GHTF-Bolim 5 08.2010 Kalite giivencesi.
GHFT-Béliim 4/GHTF-Boliim 5/08.2010:T1bbi
cihaz iireticilerinin kalite sistemlerinin diizenleyici
denetimi.Belgelere bakin:

GHTF-Boliim 4: Coklu Tesis Denetimi
GHTF-Boliim 5: Ureticinin Tedarik Kontrolii
Denetimleri/ Quality assurance.Regulatory
oversight of medical device manufacturers' quality
systems.See documentation:

GHTF-Part 4: Multi-Facility Audit

GHTF-Part 5: Manufacturer's Supply Control
Audits

MEDDEYV 2.5/5 rev.3/02.1998:Ceviri prosediirii/
Translation procedure

MEDDEYV 2.5-10/01.2012.Yetkili temsilciler i¢in
kilavuz

MEDDEYV 2.7/2 rev.2/09.2015:90/385/EEC ve
93/42/EC Direktifleri kapsaminda bir klinik
arastirma bagvurusunun
dogrulanmasi/degerlendirilmesi icin yetkili
makamlara yonelik kilavuzlar/Guidelines for
competent authorities for the verification/evaluation
of a clinical trial application under Directives
90/385/EEC and 93/42/EC

MEDDEY 2.7/3 rev.3/05.2015:Klinik arastirmalar:
90/385/EEC ve 93/42/EC Direktifleri kapsaminda
ciddi olumsuz raporlama — SAE raporlama formu/
Clinical trials: serious adverse reporting under
Directives 90/385/EEC and 93/42/EC — SAE
reporting form
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MEDDEY 2.7/4/12.2010: Klinik arastirmalara
iliskin kilavuzlar: tireticiler ve onaylanmis
kuruluslar i¢in bir kilavuz/ Guidelines for clinical
trials: a guide for manufacturers and notified bodies
MEDDEYV 2.7.1 Rev.04 /June 2016:Ureticiler ve
Onaylanmis Kuruluslar i¢in klinik degerlendirme
rehberi/ Clinical evaluation guideline for
Manufacturers and Notified Bodies

MEDDEY 2.10/2 rev.1/04.2001:T1bbi cihazlara
iliskin AT direktifleri ¢ercevesinde onaylanmis
kuruluslarin belirlenmesi ve
izlenmesi.(EK1,EK2,EK3,EK4)/ Determination and
monitoring of approved organizations within the

framework of EC directives regarding medical

devices. (ANNEX1,ANNEX2,ANNEX3,ANNEX4)
MEDDEYV 2.12/1 rev.8/01.2013:T1bbi cihazlar
gozetim sistemine iliskin kilavuzlar/ Guidelines for
medical devices surveillance system

MEDDEY 2.12.1 Rev.08/January 2013:Medikal
Cihazlarda Teyakkuz Sistemi Rehberi/ Vigilance
System Guide in Medical Devices

MEDDEY 2.12.2 Rev.02/January 2012:Ureticiler
ve Onaylanmis Kuruluslar i¢in satig sonrasi klinik
takip ¢alismalar1 rehberi/ Afiermarket clinical

Jfollow-up guide for Manufacturers and Notified

Bodies

MEDDEY 2.13 rev.1/06.2009:T1bbi cihazlara
iliskin 93/42/EEC sayil1 Direktifin gegici hitkmiiniin
uygulanmasina iligkin Komisyon tebligi (OJ 98/C
242/05)/ Commission communication on the
implementation of the provisional provision of
Directive 93/42/EEC on medical devices (OJ 98/C
242/05)

MEDDEV.2.15 Rev.3/12.2008:T1bbi cihaz
direktiflerinin uygulanmasina katkida bulunan
komiteler/galisma gruplart /Committees/Working
Groups contributing to the implementation of the
Medical Device Directives

NBOG 2010-1/2010:Medikal cihaz iireticilerinin
tedarik¢i denetimleri i¢in rehber/ Guide for supplier
audits of medical device manufacturers
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55- ASTM F1980-072011:Standard Guide for
Accelerated Aging of Sterile Barrier Systems for
Medical Devices

56- MDCG 2021-24/01.10.2021:/nstructions for
generating CIV-ID for MDR Clinical
Investigations/T1bbi cihazlarin siniflandirilmasina
iliskin kilavuz

57- Helsinki Prosediirii/09.2021:MDR ve IVDR
kapsaminda sinir ¢izgisi ve siniflandirma igin
Helsinki Prosediirii/Helsinki Procedure for
borderline and classification under MDR & IVDR

58- MDCG 2021-2007.2021: MDR Klinik
Aragtirmalari i¢in CIV-ID olugturmaya yonelik
talimatlar;/ /nstructions for generating CIV-1D for
MDR Clinical Investigations

59- MDCG 2021-8 /05.2021: Klinik aragtirma
basvuru/bildirim belgeleri/ Clinical trial
application/notification documents

Ek II Ek arastirma cihazi/cihazlary/ Annex I Additional

investigational device(s)

Ek III Ek arastirma cihazi/cihazlari/Annex I11 Additional

investigational device(s)

Ek IV Ek arastirma sahasi/yerleri/Annex IV Additional

investigation site(s)

Ek V Klinik aragtirmay1 destekleyen belgeler —

Eklenecek belgelerin eki/ Annex V Clinical investigation

supporting documents — Appendix of documents to attach

Ek VI GSPR, Standartlar, CS ve Bilimsel Tavsiye

Kontrol Listesi/Annex VI Checklist of GSPR, Standards,

CS and Scientific Advice

Ek I Klinik aragtirma — MDR kapsaminda bagvuru

formu/Annex I Clinical investigation — application form

under MDR

60- MDCG 2021-6 /04.2021: Yonetmelik (EU)
2017/745 — Klinik arastirmalarla ilgili Sorular ve
Cevaplar/ Regulation (EU) 2017/745 — Questions
and Answers on clinical trials Application form v1.0

61- MDCG 2020-13/07.2020: Klinik degerlendirme
degerlendirme raporu sablonu/ Clinical evaluation
evaluation report template
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73-

MDCG 2020-10/1/05.2020:MDR 2017/745
kapsaminda tibbi cihazlarin klinik aragtirmalarinda
giivenlik raporlamasi/Safety reporting in clinical
investigations of medical devices under the MDR
2017/745

MDCG 2020-10/2/05.2020:Klinik Arastirma Ozeti
Giivenlik Raporu Formu v1.0/ Clinical Investigation
Summary Safety Report Form v1.0

MDCG 2020-8/04.2020:PMCF degerlendirme
raporu gablonuna iligkin rehberlik/ Guidance on
PMCF assessment report template

MDCG 2020-7/04.2020: PMCF plan1 sablonuna
iliskin rehberlik/ Guidance on PMCF plan template
MDCG 2020-6/04.2020: Eski cihazlar i¢in yeterli
klinik kanit hakkinda rehberlik/Guidance on
sufficient clinical evidence for legacy devices
MDCG 2020-5/04.2020: Klinik degerlendirme
kilavuzu — Esdegerlik/ Clinical evaluation guideline
— Equivalence

MDCG 2019-9 Rev.01/01.03.2022:Giivenlik ve
klinik performansin 6zeti/ Summary of safety and
clinical performance

MDCG 2019-5/04.2019: EUDAMED'de eski
cihazlarin kaydv/ Registration of legacy devices at
EUDAMED

MDCG 2019-4/04.2019: EUDAMED'de cihaz veri
6gelerinin kaydi igin zaman gizelgeleri/ Timelines

for registration of device data items in EUDAMED

MDCG 2021-5/07.2021: Tibbi cihazlar i¢in
standardizasyon rehberi/ Standardization guide for
medical devices

MDCG 2021-19/07.2021 :UDI'nin bir kurulusun
kalite yonetim sistemine entegrasyonu/ /ntegration
of UDI into an organization's quality management
system

MDCG 2018-1 Rev. 4/04.2021: Temel UDI-DI ve
UDI-DI'deki degisiklikler hakkinda rehberlik/
Guidance on basic UDI-DI and changes to UDI-DI
MDCG 2018-6 /10.2018: Madde 16 ile ilgili olarak
UDI ile ilgili sorumluluklarin agiklamalari/
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Clarifications of UDI-related responsibilities in
relation to Article 16

MDCG 2018-5/10.2018: Tibbi cihaz yazilimima
UDI atamasy/ UDI assignment to medical device
software

MDCG 2018-3 Rev.1/06.2020: Sistemler ve
prosediir paketleri i¢in UDI hakkinda
rehberlik/Guidance on UDI for systems and
procedure packages

MDCG 2018-2/03.2018: Gelecegin AB tibbi cihaz
terminolojisi - Gereksinimlerin agiklamasy/ £U
medical device terminology of the future -
Explanation of requirements

MDCG 2021-26/10.2021: (AB) 2017/745
Yonetmeligi ve (AB) 2017/746 Yonetmeliginin 16.
Maddesi kapsaminda yeniden paketleme ve yeniden
etiketleme faaliyetleri hakkinda Soru-Cevap/Od& 4
on repackaging and relabeling activities within the
scope of (EU) Regulation 2017/745 and Article 16 of
Regulation (EU) 2017/746

MDCG 2021-25/01.10.2021: 90/385/EEC veya
93/42/EEC Direktifleri uyarinca 26 Mayis 2021'den
Once piyasaya siiriilen cihazlara ve "eski cihazlara"
MDR gerekliliklerinin uygulanmasi/Application of
MDR requirements to devices and "legacy devices"
released before 26 May 2021 pursuant to Directives
90/385/EEC or 93/42/EEC

MDCG 2020-3.Rev.01/2023:-05-01MDR'nin 120.
Maddesi Gegici Hiikiimleri Kapsaminda Eski
Cihazlarda Onemli Degisiklikler/Significant
Changes to Legacy Devices Under Article 120 MDR
Transitional Provisions

MDCG 2018-7/10.2018: UDI veritabaniyla iligkili
dil sorunlarina iliskin gegici hususlar/Provisional
considerations regarding language issues associated
with the UDI database

MDCG 2019-1/01.2019: Temel UDI-DI'ye iliskin
tiizel kisilerin kurallarinin yayinlanmasina iliskin
MDCG yol gosterici ilkeleri/ MDCG guiding
principles for issuing entities rules on Basic UDI-DI

HAZIRLAYA/PREPARED BY

ONAYLAYAN/APPROVED BY

QUALITY MANAGEMENT REPRESENTATIVE

GENERAL MANAGER




tabibfarma‘?

Human Health Technologies

ALCASIS GENTA ANTIBIYOTiKLI KEMIiK
GCIMENTOSU GUVENLIK VE KLINiK
PERFORMANS OZETi/ ALCASIS GENTA
ANTIBIOTIC BONE CEMENT SAFETY AND | Revision Date
CLINICAL PERFORMANCE SUMMARY

Document No RP.01.03
Issue Date 08.06.2022
Revision No 03

16.04.2025
Page No 53/63

82-

83-

84-

85-

86-

88-

89-

90-

MDCG 2019-2/02.2019: UDI kurallarinin Madde
1(8), 1(9) ve 1(10)'daki iiriinlerin cihaz kismina
uygulanmasina iligkin rehber/ Guidance on
application UDI rules to device-part of products of
Art.1(8), 1(9) & 1(10)

MDCG 2021-10/06.2021: MD i¢in AB diizenleyici
cergevesi kapsaminda IMDRF N48 Ek E-I'in
durumu/The status of Appendixes E-1 of IMDRF
N48 under the EU regulatory framework for MD
MDCG 2022-7 01.05.2022: MDR ve IVDR
kapsaminda UDI sistemi hakkinda Soru-Cevap/QO& A4
on UDI system under MDR and IVDR

MDCG 2020-15 08.2020:EUDAMED aktor kayit
modiiliiniin ve SRN'nin kullanimina ilisgkin MDCG
2020-15 MDCG Pozisyon Belgesi/ Position Paper
on the use of the EUDAMED actor registration
module and SRN

MDCG 2021-1/02.2021: EUDAMED islevsel hale
gelene kadar idari uygulamalar ve alternatif teknik
¢Oziimler/administrative practices & alternative
technical solutions until EUDAMED is functional
MDCG 2021-13 rev.1:07.2021: IVDR/MDR
aktorlerinin kaydma iliskin yiikiimliliikler ve ilgili
kurallar hakkinda Soru-Cevap/ O&A on obligations
& related rules for registration of actors of
IVDR/MDR

MDCG 2018-8/11.2018: Sertifikalarin icerigine ve
goniillii sertifika transferlerine iligkin
rehber/Guidance on content of the certificates,
voluntary certificate transfers

MDCG 2019-6 Rev.04V2/10.2019: Sorular
ve Cevaplar: Onaylanmis kuruluslarla ilgili
gereklilikler/ Questions and answers: Requirements
relating to notified bodies

MDCG 2019-10 /07.2020 Rev.01: (A)MDD
kapsaminda verilen sertifikanin gegerliligine iliskin
gecis hiikiimlerinin uygulanmasy/ Application of
transitional provisions for validity of certificate
issued under (AI)MDD

91- MDCG 2019-13/12.2019: TD degerlendirmesi i¢in
MDR Sinif IIa/IIb ve IVDR Smif B/C cihazlardan
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92-

93-

94-

95-

96-

98-

numune alinmasina iliskin rehber/Guidance on
sampling of MDR Class Ila/IIb and IVDR Class B/C
devices for TD assessment

MDCG 2019-14/12.2019: MDR kodlarmna iligkin
aciklayici not/ Explanatory note on MDR codes
MDCG 2020-4 /04.2020COVID: 19 sirasinda
Onaylanmis Kurulug denetimlerine yonelik gegici
onlemlere iliskin rehber/ Guidance on temporary
measures for Notified Body audits during COVID 19
MDCG 2020-11/05.2020:(A)MDD kapsaminda
Onaylanmig Kuruluglarin atanmasinin yenilenmesi
ve izlenmesine iliskin rehber/ Guidance on the
renewal of designation and monitoring of Notified
Bodies under (A)MDD

MDCG 2020-12/06.2020: T1bbi iiriin igeren veya
TSE'ye duyarli hayvan dokularini kullanan
cihazlarda/on devices incorporating a medicinal
product or using TSE susceptible animal tissues
MDCG 2020-14 08.2020:MDR/IVDR
kapsamindaki gozetim denetimlerinde MDSAP
denetim raporlarimin kullanimina iliskin OK'ler i¢in
rehber/ Guidance for NBs on use of MDSAP audit
reports in surveillance audits under MDR/IVDR
MDCG 2022-18 /12.2022: MDR sertifikasinin
verilmesinden 6nce MDD veya AIMDD
sertifikasinin siiresinin doldugu eski cihazlara MDR
Madde 97'nin uygulanmasina iliskin MDCG
Pozisyon Belgesi/ MDCG Position Paper on the
application of MDR Article 97 to older devices
where the MDD or AIMDD certificate has expired
before the MDR certificate is issued

MDCG 2021-15/07.2021: NB (MDR)
olarak atanmak i¢in bagvururken CAB tarafindan
sunulacak basvuru formu/Application form to be
submitted by a CAB when applying for designation
as NB (MDR)

MDCG 2022-18 Ek.1/06.2023: MDR
sertifikasinin verilmesinden 6nce MDD veya
AIMDD sertifikasinin siiresinin doldugu eski
cihazlara MDR Madde 97'nin uygulanmasina iliskin
MDCG Pozisyon Belgesi — Ek 1/ MDCG Position
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Paper on the application of MDR Article 97 to older
devices for which the MDD or AIMDD certificate
has expired before the MDR certificate is issued —
Annex 1
100- MDCG 2021-1707.2021:Bir CAB MDR'nin
belirlenmesi ve bildiriminin uygulanan kapsami/Applied-

for scope of designation and notification of a CAB MDR

101- MDCG 2018-4/10.2018: Sistemler veya prosediir
paketleri icin UDI temel 6gelerinin
tanimlari/aciklamalar1 ve formatlari/
Definitions/descriptions and formats of UDI primitives

for systems or procedure packages

102- MDCG 2021-23/08.2021: IVDR ve MDR
Madde 16(4)'e iliskin Rehber/Guidance on Article 16(4)
of IVDR and MDR

103-MDCG 2022-4/02.2022: MDR'nin 120. Maddesi
kapsamindaki gegis hiikiimlerine yonelik uygun
gozetime iliskin rehber/Guidance on appropriate
surveillance for transitional provisions under Art 120 of
MDR

104-MDCG 2022-13 /08.2022: Uygunluk
degerlendirme kuruluslar1 ve onaylanmis kuruluslarin
belirlenmesi, yeniden degerlendirilmesi ve
bildirimi/Designation, re-assessment and notification of
conformity assessment bodies and notified bodies

105- MDCG 2022-16/2022-10-01:Yetkili Temsilciler
Tiiziigii Rehberi (AB) Tibbi cihazlar (MDR) ve
Yoénetmelik (AB) hakkinda 2017/745 In vitro tan1 amagh
tibbi cihazlara iliskin 2017/746 (IVDR)

106-MDCG 2022-21/01.12.2022 (AB) 2017/745
sayili Yonetmelige gore Periyodik Giivenlik Giincelleme
Raporuna (PSUR) iligkin Rehber/Guidance on the
Periodic Security Update Report (PSUR) according to
Regulation (EU) 2017/745

107-MDCG 2021-28 /12.2021:MDR kapsaminda klinik
arastirmada onemli degisiklik/Substantial modification of
clinical investigation under MDR

-MDR - Ek I kapsaminda klinik aragtirmada 6nemli
degisiklik/Substantial modification of clinical
investigation under MDR — Annex I
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108- MDCG 2019-1110.2019 MDR/IVDR'de Yazilimin
Kalifikasyonu ve Siniflandiriimasina iligkin
Rehber/Guidance on Qualification and Classification of
Software in MDR/IVDR

109-MDCG 2019-16 Rev.1  07.2020 Tibbi cihazlar
icin Siber Giivenlik Rehberi/Guidance on Cybersecurity

Jfor medical devices

110-MDCG 2020-1/03.2020: MD yaziliminin Klinik
Degerlendirmesi (MDR)/Performans Degerlendirmesi
(IVDR) Kilavuzu/Guidance on Clinical Evaluation
(MDR)/Performance Evaluation (IVDR) of MD
software

111-MDCG 2023-3/2023-02-01:T1bbi cihazlara iligkin
(AB) 2017/745 sayil1 Yonetmelikte ana hatlariyla
belirtilen dikkat terimleri ve kavramlarina iliskin Sorular
ve Cevaplar/Questions and Answers on vigilance terms
and concepts as outlined in the Regulation (EU)
2017/745 on medical devices

112-MDCG 2021-12 /05.2021 Avrupa Tibbi Cihaz
Isimlendirmesi (EMDN) hakkinda SSS/FAQ on the
European Medical Device Nomenclature (EMDN)
113-MDCG 2021-11 05.2021 implant Kart1 Rehberi —
'Cihaz tipleri/Guidance on Implant Card — ‘Device
types’

114-MDCG 2019-7 06.2019 Madde Rehberi. Yasal
Uyumluluktan Sorumlu Kisiye iliskin MDR/IVDR 'nin
15'i (PRRC)/ Guidance on Art. 15 of MDR/IVDR on
Person Responsible for Regulatory Compliance (PRRC)
115-MDCG 2022-9/05.2022: Giivenlik ve performans
sablonunun ozeti/ Summary of safety and performance
template

116-MDCG 2022-10 /05.2022: Begseri tibbi
iiriinler i¢in klinik arastirmalara iliskin (AB) 536/2014
sayilt Yonetmelik (CTR) ile (AB) 2017/746 say1ili
Yonetmelik arasindaki arayiize iliskin Soru-Cevap/Q& 4
on the interface between Regulation (EU) 536/2014 on
clinical trials for medicinal products for human use
(CTR) and Regulation (EU) 2017/746

117-MDCG 2019-15/07.2020-rev.1  Smuf I Tibbi
Cihaz imalatgilari i¢in kilavuz notlari/Guidance notes for
manufacturers of Class I Medical Devices
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118-MDCG 2019-3 Rev.1/04.2021:  Madde
54(2)b'in Yorumlanmasi/ Interpretation of Article
54(2)b

119-MDCG 2020-2/ 07.2020-rev.1: Madde 120 (3 ve
4) — (MDR) kapsaminda Smnif I Geg¢is hiikiimleri/ Class [
Transitional provisions under Article 120 (3 and 4) —
(MDR)

120-MDCG 2019-8 V2/03.2020 v.2:  Kilavuz belgesi
Maddenin uygulanmasina iligkin Implant Karti. MDR'nin
18'V/Guidance document Implant Card relating to the
application of Art. 18 of MDR

121-MDCG 2022-17 /12.2022: MDCG'in
“karma denetimler” hakkindaki goriis belgesi/ MDCG
position paper on “hybrid audits”

122-MDCG 2022-12 /01.07.2022: Eudamed
tamamen islevsel hale gelene kadar uyumlastirilmig idari
uygulamalar ve alternatif teknik ¢oziimlere iligkin
rehberlik (in vitro tan1 amagli tibbi cihazlara iligkin (AB)
2017/746 sayili Yonetmelik i¢in) /Guidance on
harmonised administrative practices and alternative
technical solutions until Eudamed is fully functional (for
Regulation (EU) 2017/746 on in vitro diagnostic medical
devices)

123-MDCG 2021-27 /12.2021: MDR ve
IVDR'nin 13 ve 14. Maddelerine iliskin Soru-Cevap/
O&A on Articles 13 & 14 of MDR and IVDR
124-MDCG 2022-11 /06.2022: MDCG
Pozisyon Belgesi: MDR gerekliliklerine zamaninda
uyum saglanmasina yonelik iireticilere yonelik bildirim/
MDCG Position Paper: Notice to manufacturers to
ensure timely compliance with MDR requirements
125-MDCG 2022-22 07.2022 Eudamed tamamen
islevsel hale gelene kadar uyumlastirilmis idari
uygulamalar ve alternatif teknik ¢oziimlere iligkin
rehberlik/ Guidance on harmonised administrative
practices and alternative technical solutions until
Eudamed is fully functional

126-MDCG 2022-14/08.2022:MDR ve IVDR'ye gecis —
Onaylanmis kurulus kapasitesi ve tibbi cihazlar ile
IVD'lerin kullanilabilirligi/ Transition to the MDR and
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IVDR — Notified body capacity and availability of
medical devices and IVDs

127-MDCG 2022-5/04.2022: MDR kapsamindaki tibbi
cihazlar ile tibbi iiriinler arasindaki sinir ¢izgisine iligkin
rehber/Guidance on borderline between medical devices
and medicinal products under MDR

128-MDCG 2022/09.2022:  Tibbi Cihazlara iliskin
Topluluk Diizenleyici Cergevesinde sinir ¢izgisi ve
Simiflandirmaya iliskin yeni kilavuz/New manual on
borderline and Classification in the Community
Regulatory Framework for Medical Devices
129-MDCG 2023-2/ 01.01.2023:Standart Ucretlerin
Listesi/ List of Standard Fees

130-MDCG 2024-2/2024-02-01: EMDN kodunu
giincelleme/Updating EMDN codes

131-MDCG 2024-1/ 2024-01-01:CE isaretli cihazlara
yonelik dikkat sistemine iliskin kilavuz/ Guidance on the
vigilance system for CE-marked devices

132-NBOG BPG 2017-1/02.2018: Uygunluk
degerlendirme kuruluslarinin atanmasi ve bildirimine
iliskin en iyi uygulama rehberi/ Best practice guidance
on the appointment and notification of conformity
assessment bodies

133-NBOG BPG 2017-2/02.2018: Uygunluk
degerlendirmesinde yer alan personel i¢in gereken
bilgilere iligkin en iyi uygulama rehberi / Best practice
guidance on the information required for personnel
involved in conformity assessment

134-NBOG F 2017-1 /02.2018:T1bbi cihazlar
yonetmeligi (MDR) kapsaminda onaylanmig kurulus
olarak atanmak icin bagvururken uygunluk
degerlendirme kurulusu tarafindan sunulacak basvuru
formu / Application form to be submitted by the
conformity assessment body when applying for
appointment as a notified body under the medical
devices directive (MDR)

135-NBOG F 2017-3 /02.2018: Bagvurulan
uygunluk degerlendirme kurulusunun atanmasi ve
bildirimi kapsam1 — Yonetmelik (AB) 2017/745 (MDR)/
Scope of appointment and notification of the applied
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conformity assessment body — Regulation (EU) 2017/745
(MDR)
136-NBOG F 2017-5/02.2018:0On degerlendirme
inceleme sablonu (MDR)/ Preliminary review review
template (MDR)
137-NBOG F 2017-7/02.2018:Personelin
yetkilendirilmesine yonelik yeterliligin gézden
gegirilmesi (MDR)/ Qualification review (MDR) for
personnel authorization
138-EU Regulation 2017/745 (MDR)/2023.03.20:
EU Regulation 2023/607
139-EU Regulation 2017/745 (MDR)/2017-05-25:
EU Regulation 2017/745
140-EU Regulation 2021/2226 (IFU)/2021-12-14:
EU Regulation 2021/2226
141-1EC 62304:2006/AMD12015 (ed1)/2019-11-
15:/EC 62304 is the international standard for medical
device software lifecycle processes.
142-1EC 62366-1:2015 (ed1/2015-05-07: IEC
62366-1 is the international standard for the application
of usability engineering (or: human factors engineering
for medical devices./IEC 62366-1, tibbi cihazlar i¢in
kullanilabilirlik mithendisliginin (veya: insan faktorleri
miihendisliginin) uygulanmasina yonelik uluslararasi
standarttir.
143-1EC 82304-1:2016 (ed1)/2016-10-27:/EC 82304 is
the international standard for standalone medical device
software.
6. Tibbi Cihaz Koordinasyon Grubu Dokiimani
MDCG 2019-9 Rev.1

8.3 Avrupa Farmakopesi Monograflary/§.3
European Pharmacopoeia Monographs

Antibiyotikli kemik ¢imentosunun i¢indeki gentamisin
maddesi ve kullanilan PMMA polimerlerinin saflik,
safsizlik ve kalint1 testleri i¢in Avrupa Farmakopesine
(Ph. Eur.) ait ilgili monograflara ve genel boliimlere
basvurulmustur:

Ph. Eur. 01/2018:11111 Gentamicin Sulphate (6rnek
monograf)
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Ph. Eur. 2.9.1 Disintegration and dissolution of dosage
forms (gentamisin salinim testinde referans)

Ph. Eur. 3.1.5 Acrylic polymers for medical use
(PMMA ile ilgili kisim)

For the purity, impurity, and residue tests for
gentamicin in antibiotic-based bone cement and the
PMMA polymers used, the relevant monographs and
general sections of the European Pharmacopoeia (Ph.
Eur.) were consulted:

Ph. Eur. 01/2018:11111 Gentamicin Sulphate (sample
monograph)

Ph. Eur. 2.9.1 Disintegration and dissolution of dosage

forms (reference in gentamicin release testing)

Ph. Eur. 3.1.5 Acrylic polymers for medical use (section
regarding PMMA)

8.4 Uyumun Izlenmesi / Monitoring Compliance

. Uyumlastirilmis standartlarin ve ortak
spesifikasyonlarin uygulanmasi, diizenli i¢ denetimlerle
ve dis denetimlerle saglanmaktadir.

The implementation of harmonized standards and
common specifications is ensured through regular
internal and external audits.

. Siirekli izleme ve degerlendirme, standartlara
uyumu korumak ve iyilestirmek amaciyla
gergeklestirilmektedir.

Continuous monitoring and evaluation are carried out
to maintain and improve compliance with standards

8.5 Belgelendirme / Certification

. Uriin, ilgili uyumlastirilmis standartlar
dogrultusunda belgelendirilmistir.

The product has been certified in accordance with the
relevant harmonized standards.

. Uriinle ilgili belgeler ve sertifikalar, diizenli
olarak giincellenmekte ve gerekli otoritelerle
paylasilmaktadir.

Documentation and certificates related to the product
are regularly updated and shared with relevant
authorities
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Tibbi Terimler Sozligii / Glossary of Medical Terms

Tibbi Terimler ve Tamimlar:

e Antibiyotik Direnci: Mikroorganizmalarin antibiyotiklere kars1 etkisiz hale gelmesi durumu.

e BCIS (Kemik Cimentosu Implante Sendromu): Nadiren goriilen, tansiyon diisiikliigii ve nefes
darlig1 gibi belirtilerle seyreden durum.

e Alerjik Reaksiyon: Uriine kars ciltte kizariklik, kasinti, sislik gibi belirtilerle ortaya ¢ikan
bagisiklik tepkisi.

e Epikriz: Bir hastanin tedavi siirecini 6zetleyen klinik belge.

o Protez Gevsemesi: Takilan protezin zamanla sabitligini kaybetmesi durumu.

Glossary of Medical Terms:

e Antibiotic Resistance: The ability of bacteria to resist the effects of antibiotics.

e BCIS (Bone Cement Implantation Syndrome): A rare condition with symptoms such as low
blood pressure and shortness of breath.

e Allergic Reaction: Immune system response such as skin rash, swelling, or itching caused by the

product.

o Epicrisis: A medical summary of a patient's diagnosis and treatment.
e Prosthetic Loosening: A situation in which the implanted prosthesis loses its fixation over time.

9. Revizyon gecmis/ Past of Revision

SSCP Revizyon Diizenlendigi Tarih/ Degisikligin Onaylanmis kurulus

No/Revision No Issued Date Aciklanmasy/ tarafindan gecerli kilinan
Disclosure of revizyon/ Revision validated
Change by the notified body

00 08.06.2022 Yeni Yayn/ New Evet/Yes
Release

01 22.06.2023 MDR Gerekliliklerine | Evet/yes
gore gozden
gecirilmistir.
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02 26.03.2025 MDR Gerekliliklerine | Evet/yes
gore revize edilmigtir
03 16.04.2025 Hasta boliimiinde Evet/yes

MDCG 2019-9 Rev.1
rehberine uyum
saglanmasi1 amaciyla;
{irlin bilgileri, {iretici
ad1 ve adresi, Basic
UDI-DI, ilk CE
belgelendirme tarihi,
hedeflenen hasta
popiilasyonu,
cihazdaki tibbi
maddeler, uyarilar ve
Onlemler, cihazin
klinik gegmisi ve
FSCA bilgileri
eklenmistir. Bilgilerin
hasta odakli, anlagilir
ve okunabilir
formatta sunulmasi
saglanmistir.

- SSCP Bolim 2
saglik profesyonelleri
boliimiine cihazin
calisma prensibi, etki
mekanizmasi, tasarim
ozellikleri ve hasta ile
temas eden
materyaller hakkinda
bilgi eklenmistir.
MDCG 2019-9 Rev.1
rehberine uygunluk
saglanmistir.(sayfa
14)

-Boliim 1 (Hasta
Bilgilendirme)
kismina, cihazin
onceki nesilleri ve
varyantlar ile iligkisi,
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cihazin amaglanan
eylem moduna nasil
ulastigi, birlikte
kullanilmasi
amaclanan
aksesuarlar, Basic
UDI-DI bilgisi gibi
teknik agiklamalar
eklenmisgtir.
Eklemeler, MDCG
2019-9 Rev.1 madde
3 gerekliliklerine
uyum saglamak

amaciyla yapilmistir.
- SSCP Boliim 1'e,
klinik degerlendirme
ve PMCEF siiregleriyle
ilgili hastalara
yonelik bilgilendirme

metni eklenmistir.
MDR ve MDCG
2019-9 Rev.1
rehberine uyum
saglanmistir.
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