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INVITATION

Dear Colleagues and Friends,

The outstanding international level, that our country has reached in the field of hemophilia has
been achieved as a result of the efforts of the Hemophilia Association of Turkey and the Hemophilia
Federation as well as the health and social security authorities, and the contributions of the industry
organizations. The hemophilia community always remembers with appreciation and gratitude the
efforts that have made them healthier and improved their quality of life.

We are organizing our congress in Istanbul on 6-8 September 2025, with the participation of
academics from home and abroad, association members, hemophiliacs, their relatives and officials

working in public institutions.

Congress Center Istanbul University Istanbul University Faculty of Political Sciences Conference
RoomsHalls and Accommodation Hotel, Crowne Plaza Istanbul — Old City Hotel.

We invite all physicians and healthcare personnel related to hemophilia to our congress.

As always, Hemophilia and their relatives will be among us in different halls of the Hemophilia
congress to benefit from up-to-date information.

We hope to see you at the 22nd International Turkish Hemophilia Congress.

Prof. Dr. Biilent ZULFiKAR Prof. Dr. Kaan KAVAKLI
Congress Co-President Congress Co-President
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BOARDS

Congress Co-Chairs
Bilent Zulfikar, Kaan Kavakli

Scientific Committee
Pantep Angchaisuksiri
Gulsum Ak
Cihan Ay
Ergul Berber
Yesim Dargoud
Robert Klamroth
Amit Nathwani
Fahri Ovall
Gokhan Polat
Basak Kog¢ Senol
Bllent Zilfikar

Congress Secretaries
Hlya Yetisener
Yusuf Can Danga

Organising Committee
Medical
Canan Albayrak
Yilmaz Ay
Hulya Dalkili¢ Bingol
Caner Dadak
Tugce Poyraz Isleyen
Kaan Kavakli
Vahap Okan
GoOkhan Polat
Basak Kog¢ Senol
Mehmet Can Ugur

Multidisciplinary
Mustafa Akyol
Ali Duru
Fatma Bali
Irmak GUmdstas
Sevki Halavurt
Bersan Kayikgl
Hiseyin Oztiirk
Melike Tekinel
Haluk Zulfikar
Sare Bahar Ziilfikar
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SCIENTIFIC PROGRAM

06.09.2025, Saturday

Medical Hall

14:00- 15:00 Panel: Latest Advances in Hemophilia Treatment
Speakers: Bulent Zulfikar, Kaan Kavakl

15:00-17:00 Panel: Clinical Trials in Hemophilia
Chairs: Bulent Zulfikar, Kaan Kavakl
Speakers: Canan Albayrak, Basak Kog¢ Senol

);)

17:00-17:30 Coffee Break Z£2

Medical and Multidisciplinary Joint Session
17:30-18:30  Panel: Hemophilia Forum
Chairs: Blilent Ziilfikar, Kaan Kavakli
Speakers: Saglik Bakanligi Temsilcisi, SGK Temisilcisi,
TEB Temsilcisi, Mahir Kurt, Bersan Kayikcl, ismail Balmumcu

18:30 Opening Ceremony
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06.09.2025, Saturday

Multidisciplinary Hall

14:00-15:15  Panel: Adolescence Problems and Psycho-Social Support
Chairs: Mehmet Dagli, ibrahim Saygil
Speakers: Melike Tekinel Aktag, Yusufcan Danga

15:15-17:00 Panel: In Hemophilia; School, Work Life and the Role of Art
Chairs: Emine Tuirkkan, Samet Oner

Education Life
Ahmet Kutlu

Business Life
Ali Ekber Daghan

Art
Emre Kavut

Drug Use
Fatih Kol

)3)

17:00-17:30 Coffee Break L»

Medical and Multidisciplinary Joint Session
(This session will be held in the medical hall)
17:30-18:30 Panel: Hemophilia Forum
Chairs: Bulent Zilfikar, Kaan Kavakli
Speakers: Saglik Bakanligi Temsilcisi, SGK Temisilcisi,
TEB Temsilcisi, Mahir Kurt, Bersan Kayikg, Ismail Balmumcu

Opening Ceremony (This session will be held in the medical hall)
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07.09.2025, Sunday

Medical Hall

09:00-10:00 Panel: Oral Presentations (Turkish)
Chairs: Emine Zengin, Yasemin Isik

S6 - Hemofili ve Dijital iletisim: Instagram’da Gorinarliik
Canan SUmeyra Ozyurt, Serra Sezgin, Mehmet Can Ugur

S7 - Kalitsal Kanama Bozuklugu Hastalarinda Stigmatizasyon, Sosyal Kaygi ve
Psikolojik Sikinti ile Annelerinin Psikolojik Ozellikleri Uzerine

Analitik Bir Inceleme

Dilek Anuk, S. Basak Ko¢ Senol, Haluk Zlfikar, Melike Tekinel,

Irmak GUimustas, Osman Bulent Zilfikar

S8 - Hemofili A tanili cocuklarda emicizumab tedavisinin kanama epizodu
uzerine etkilerinin ilk ay sonuclari: bir pilot calisma
Tugba Génen, Yavuz Yakut, Ayse Ceyda Oren, Sinan Akbayram

S9 - Hemofili A Hastalarinda Uzatilmis Yari Omurlt Faktor VIl Uriinleri ile
Tedavi Altinda Gerceklestirilen Major Cerrahi Girisimlerin Perioperatif Sonuclari
Basak Kog, Gokhan Polat, Bllent Ziilfikar

S10 - Profilaksi altinda izlenen von Willebrand hastalarinda patojenik
VWEF gen mutasyonlari
Basak Kocg, Seda Kili¢ Erciyas, Seref Bugra Tuncer, Bilent Zlfikar
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10:00-10:45  Satellite Symposium- 1

Chair: Ali Bilent Antmen

Effective Approaches in the Treatment of QP ﬁze"
Hemophilia A and B

Ferda Can, Canan Albayrak

);)

10:45-11:15 Coffee Break L»

11:15-12:00 Panel: Adult Hemophilia Problems Session
Chairs: Hale Oren, Murat Soker

Unmet needs for Hemophila
Pantep Angchaisuksiri

Advances in Adult Hemophilia
Mehmet SGnmez

12:00-12:45  Satellite Symposium- 2
Chair: Bulent Zulfikar PROCEUTsCa
Elocta in Hemophilia A Treatment: Case-Based
Experience from Childhood to Adulthood
Mehmet Sénmez, Hale Oren

12:45-14:15  Lunch £

Poster Presentation Evaluation
Session Chairs: Nihal Karadas, Ali Fettah

14:15-15:00 Satellite Symposium- 3
Chair: Zuhre Kaya

Current Clinical Experiences with Hemlibra
in the Treatment of Hemophilia A
Aydan Akdeniz, Basak Ko¢ Senol



22 INTERNATIONAL HEMOPHILIA CONGRESS OF TURKIYE g @ FHD 4
6-8 SEPTEMBER 2025, ISTANBUL UNIVERSITY R -

15:00-16:00 Gene Therapy Session in Hemophilia
Chairs: Bulent Zilfikar, Kaan Kavakl

Real-life experiences in gene therapy
Robert Klamroth

Future of Gene therapy
Amit Nathwani

);)

16:00-16:30  Coffee Break L»

16:30 - 18:00 Rare Diseases Session
Chairs: Ozcan Bor, Kamuran Karaman

Fibrogen Deficiencies
Aysegul Uniivar

Factor X Deficiencies
Kamuran Karaman

Plasminogen Deficiencies
Muhammed Batur
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07.09.2025, Sunday

Multidisciplinary Hall

10:00-11:30  Panel: Innovations in Hemophilia and Tiirkiye
Chairs: Bulent Zilfikar, Kaan Kavakli
Speakers: Fikret Bezgal, M. Can Ugur, Veysel Gok

11:30-12:45 A Comprehensive Approach to the Aging Process
Chairs: Haluk Zlfikar, Gokhan Polat
Speakers: Mustafa Tekinel, Mustafa Akyol,
Asu Fergun Yilmaz Aydin, Elcil Kaya Bicer,
Zeynep Afra Akbiyik Az

12:45 - 14:15

14:15-15:30  Carrier Women and Their Challenges
Chairs: Sibel Tekglindiiz, Fatma Bali
Speakers: Taylan Senol, Tahir Atik, Aylin Arik

15:30-17:00 Sports & Exercise Sessio
Chairs: Yusuf Ziya Aral, Defne Ay Tuncel
Speakers: Ece Cinar, ipek inci Ercil, Duran Arslan,
Tugba Gonen
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08.09.2025, Monday

Medical Hall

09:00-10:00 Oral Presentations (English)
> Chairs: Elif Umit, Meryem Albayrak

S1 - Psychosocial impact of gene therapy on Turkish Hemophilia patients
Asli Tasdemir, Ramazan Kaan Kavakli, Nazl Burcu Ozbaran

S2 - Quality of life assessment in parents of infants with severe hemophilia
A without inhibitors after emicizumab prophylaxis
Canan Albayrak, Davut Albayrak

S3 - Predominance of Femoral Component Loosening in Total Knee
Arthroplasty for Hemophilic Arthropathy

Basak Kog, Biilent Ziilfikar, Ufuk Arzu, Ismail Tarik Atasoy,

Mert Ege, Gokhan Polat

S4 - Processing of Traumatic Memories Through EMDR Intervention in
Mothers of Children with Hemophilia: A Clinical Observation on
Anxiety and Stress

Irmak GUm{stas, Melike Takinel Aktag, Basak Kog, Bllent Zulfikar

S5 - Potential Association of Rare Variants in Fibrinolysis Pathway Genes
with Von Willebrand Disease: A WES-Based Analysis
Seda Kili¢ Erciyas, Basak Kog, Builent Zulfikar, Seref Bugra Tuncer

10:00-10:45 Lab Session
Q Chairs: Yilmaz Ay, Sinan Akbayram

Thrombin Based Laboratory Tests
Yesim Dargaud

The First Step to Accurate Diagnosis: Importance of
Pre-Analytical Factors
Fatih Aydin
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10:45-11:00 Coffee Break L2

11:00-11:45  Satellite Symposium- 4 Q
Q Chair: llgen Sasmaz
From Yesterday to Tomorrow, novo nordisk’

Standing by Hemophilia
Speakers: Canan Albayrak, Zeliha Guzelkuclk

11:45-12:30 Satellite Symposium-5
9 Chair: Ali Biilent Antmen
ING ise Personalized Experiences in

Hemophilia: Comprehensive Portfolio Solutions
Speakers: Salih Aksu, Basak Kog¢ Senol

12:30-13:30

Poster Presentation Evaluation
Session Chairs: Nihal Karadas, Meryem Albayrak

13:30-14:45  Turkey/ Brazil Hemophilia Special Session

@ Chairs: Bulent Zulfikar, Kaan Kavakl
Speakers: Margeret Ozelo, Gabriela Yamaguti-Hayakawa,
Irmak GUmustas, Gokhan Polat

14:45-16:15  Experience Sharing Session in Hemophilia
Q Chair: Salih Aksu

Cardio-vascular management for Hemophilia patients
Cihan Ay

16.15 Closing Ceremony
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08.09.2025, Monday

Hemophilia Nursing Symposium

09:00-10:30  Session 1: Factor Applications and Nursing Approaches
in Current Treatments
Moderators: Selmin Senol, Hulya Bingaol

Current Factors
M. Can Ugur

Reflections of Current Developments on Nursing Practices
Hayriye Baser

Application Techniques of Factors
Nuray Aydogmus, Sinem Uzgiin

)3)

10.30-11:00 Coffee Break L2

10.30-11:30  Session 2: Sensitivities in Hemophilia Care and Legal
Responsibilities of the Nurse
Moderators: Ayfer Aydin, Ruchan Ozdemir

Legal Responsibilities
Selmin Senol, Gul Bezgal

A Holistic Approach to Sensitivities in Hemophilia Care
Seda Ardahan Sevgili

Malpractice and Artificial Intelligence
Hamide Nur Cevik Ozdemir

Clinical Trials
Funda Ciga, Buse Tufan

)3)
11.30-12:00 Coffee Break &2
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12.00-13.00 Session 3: Hemophilia Nursing Oral
Presentation Presentations
Moderators: Fadime Fisek, Serap Karaman

HS-1 - Hemofili Orneginde Youtube™ Videolari icerik Analizi
Seda Ardahan Sevgili, Hamide Nur Cevik Ozdemir, Selmin Senol

HS-2 - Hemofili Temali Sivil Toplum Orgutlerinin “Web” Sitelerinin Diyalojik
|letisim Baglaminda incelenmesi
Hamide Nur Cevik Ozdemir, Seda Ardahan Sevgili, Selmin Senol

HS-3 - Hemofilik Cocuk ve Genclere Yonelik Hazirlanan Lisansuistl Tezlerin
Bibliyometrik Analizi: Tirkiye Ornegi
Rabia Manav, Hamide Nur Cevik Ozdemir

HS-4 - Hemofilide Donusiimler ve Uyum
Selmin Senol, Raziye Isim, Emine Gokce, Ruchan Ozdemir, Fadime Yasli,
Nuray Aydogmus, Sukru Celen, Kaan Kavakl

HS-5 - Yapay Zeka Sohbet Robotu Pediatrik Hemofili Hastalari ve
Bakim Vericileri icin Bilgi Kaynagi Olarak Kullanilabilir mi?
Hamide Nur Cevik Ozdemir, Seda Ardahan Sevgili, Selmin SENOL,
Mehmet Can UGUR

HS-6 - Hemofilik Bireylerin izleminde ve Bakiminda Giyilebilir Cihazlarin Rolii
Hamide Nur Cevik Ozdemir, Rabia MANAV

13.00 Closing Ceremony
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Konusma Ozetleri
Speech Summaries



22" INTERNATIONAL HEMOPHILIA CONGRESS OF TURKIYE 4 @ THD
6-8 SEPTEMBER 2025, ISTANBUL UNIVERSITY R

MEDIKAL SALON



22" INTERNATIONAL HEMOPHILIA CONGRESS OF TURKIYE @ ,THQ 5y
6-8 SEPTEMBER 2025, ISTANBUL UNIVERSITY

2005
FEDERATION OF HEMOPHILIA

Hemofili Tedavisinde En Son Geligmeler
] ) O. Biilent Ziilfikar
Istanbul Universitesi, Kalitsal Kanama Bozukluklari Birimi

Hemofili, X kromozomuna bagli, faktor VIII (hemofili A) veya faktdr IX (hemofili B) eksikligi ile seyreden,
nadir fakat ciddi bir kanama bozuklugudur. Klinik tablo, tekrarlayan eklem (hemartroz) ve kas igi
kanamalar, kronik agri, ilerleyici hemofilik artropati, fonksiyon kaybi ve sosyal kisitllik ile karakterizedir
(Srivastava et al., 2020; Soucie et al., 2018). Hemofili tedavisinde ilk zamanlar tam kan ve sonrasinda
taze donmus plazma kullaniimakta iken 1970’lerde Plazma tlrevli faktor konsantreleri ile tedavi devri
bagladi. 1990’larda Rekombinant faktorler ile guvenlik ve etkinlik artti. 2010’'larda ise uzatiimis yari
Omurld (EHL) faktorler gelistirildi. Ginlimuz tedavisinde non-faktér Grlinler ve gen terapileri, tedavide
paradigma degisimi yaratmistir. GlinUmiizde hedef artik yalnizca kanamalari azaltmak degil, kanamasiz
bir yasam, eklem saghginin korunmasi, yasam kalitesinin artirilmasi ve kuresel erisim esitsizliklerinin
giderilmesidir (Mahlangu et al., 2014; Skinner et al., 2020).
1-. FAKTOR REPLASMAN TEDAVILERI
1.1. Standart Yari Omiirlii Faktér Konsantreleri (SHL)

e FVIIl yar 6mrii: ~8—12 saat.

e FIX yar 6mrii: ~18-24 saat.

o Kisithhk: Haftada 3—4 FVIII, 2-3 FIX inflizyonu; vendz erisim sorunlari ve uyum gii¢ligu (Pipe,

2012; Srivastava et al., 2020).

1.2. Uzatilmig Yari Omiirlii Faktér Konsantreleri (EHL)

e Teknolojiler: Fc flizyon, PEGilasyon, albumin flizyon.

e Faydalar: Daha uzun koruma, daha seyrek infiizyon (Mahlangu et al., 2014).

e FVIII: 1.5 kat uzamis yari d6miuir, haftada 2 doz.

e FIX: 90-100 saat yari 6mir, haftada tek doz veya 10-14 giinde bir.

e Sinirlama: FVIIl, VWF bagimhlidi nedeniyle istenen diizeyde uzatilamaz (Den Uijl et al., 2011).
1.3. Efanesoctocog Alfa (BIVV001, ALTUVIIIO™)

e Yapisi: IgG1 Fc alani + VWF’nin baglanma bdlgesini bloke eden segment + XTEN polipeptidleri.

e Avantaj: FVIIl yar 6mriini 3—4 kat uzatarak haftada tek dozda yiiksek ve siirdiirilebilir FVIII

seviyeleri saglar (von Drygalski et al., 2023).
e XTEND-1 (erigkin): ABR %77 azaldi, %72 eklem kanamasiz kald1.
¢ XTEND-Kids (gocuk): %88 spontan kanamasizlik, inhibitdr gelismedi (Malec et al., ISTH 2023).

Ozellik SHL Faktorler EHL Faktorler

Yari émar 8-12 saat (FVIII) 18-24 saat (FVIII)

infiizyon sikhg Haftada 3—4 Haftada 1-2

Avantaj Standart tedavi Daha az infiizyon, uyum artigi

2. NON-FAKTOR TEDAVILER
2.1. Emicizumab-Mim8 (Bispecific Antikor)
o Etki Mekanizmasi: FIXa ve FX'u bir araya getirerek FVIII'in kdpri fonksiyonunu taklit eder
(Oldenburg et al., 2017).
Uygulama: Subkutan, haftalik—aylik.
HAVEN Caligmalar:
o HAVEN 1 (inhibitorlt): ABR %87 azaldi.
o HAVEN 2 (gocuk): %77 kanamasiz.
o HAVEN 3-4 (inhibitdrsliz): Standart profilaksiden Ustlin (Pipe et al., 2021).
e Avantaj: inhibitér varhiginda etkin, diisiik yiik, yilksek hasta memnuniyeti.
2.2. Non-replasman Tedaviler
¢ Marstacimab & Concizumab (Anti-TFPI): TFPI inhibisyonu ile pihtilasma destegi; ABR'de
%8090 azalma (Dargaud et al., 2024; Lentz et al., 2025).
¢ Fitusiran: Antitrombin dlzeyini azaltir; ABR <1, giivenlik protokolleri ile riskler azalmistir (Pasi
et al., 2022).
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ilag Hedef Uygulama  Avantaj/ Dezavantaj
Emicizumab/mim8 FVIII kopri SC inhibitérli/inhibitérsiiz HA- haftalik/aylik
Marstacimab TFPI SC HA,HB, inhibitorli-inhibitorsiz-haftalik
Concizumab TFPI SC HA,HB, inhibitérlu-inhibitérsiz-gunlik
Fitusiran AT SC HA,HB, inhibitérlu-inhibitérsiz- ayhk

3. GEN TERAPILERI

3.1. Hemcofili B Gen Terapileri
e Hemgenix (AAV5-FIX Padua): HOPE-B’'de FIX %37, ABR %94 azaldi (Miesbach et al., 2022).
o Beqvez (AAV8-FIX): 2024 onayi; uzun donem stabil FIX seviyeleri (Anguela et al., 2024).

3.2. Hemcofili A Gen Terapileri
¢ Roctavian (AAV5-FVIII): GENEr8-1'de FVIII %40-60, ABR %80 azalma (Pasi et al., 2023).

3.3. Zorluklar
o Pre-eksisting AAV antikorlari, karaciger toksisitesi, tekrar dozlama zorluklari (Kaczmarek et al.,
2024).
ilag Tip Faktor Seviyesi ABR Azalmasi
Hemgenix Hemofili B %37 (FIX) %94
Beqvez Hemofili B Stabil FIX Ylksek
Roctavian Hemofili A %40-60 (FVIII) %80+

Sonug olarak, hemofili tedavisi, klasik replasmandan non-replasman ve gen terapilerine evrilmis,
kanamasiz yasam vizyonuna yaklasmistir. EHL Grlinler, non-faktor tedaviler ve gen terapileri etkinlik,
guvenlik ve yasam kalitesi agisindan devrimsel gelismelerdir. Gelecekte gen diizenleme (CRISPR), yeni
bispesifik antikorlar ve kiiresel erisim stratejileri ile hemofilide “kiir” olasilidi gliclenmektedir.
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Hemofili ‘De Klinik Aragtirmalarin Onemi
Concizumab
Canan Albayrak
Ondokuz Mayis Universitesi Tip Fakiiltesi
Cocuk Hematoloji Boliimii

Doku Faktérii Yolu inhibitérii (TFPI), in vivo dogal bir antikoagiilan proteindir ve Doku Faktérii
(TF) Yolunu (yani ekzojen pihtilasma yolunu) spesifik olarak inhibe eder. Yapisal olarak TFPI, Kunitz
tipi serin proteaz inhibitor ailesine ait tek zincirli bir glikoproteindir ve sirasiyla N-terminalden C-terminal
uclara kadar K1, K2 ve K3 olarak adlandirilan G¢ tandem Kunitz tipi inhibitér fonksiyonel alaninin
varliiyla karakterize edilir. K1 FVlla-TF’'e ve K2 ise FXa'ya baglanir. Ancak K3'Un islevi acikliga
kavusturulmamistir.

Concizumab (mAb 2021), TFPI'nin Kunitz-2 alanina yonelik, FXa'yi segici olarak hedef almak
ve engellemek Ulzere tasarlanmis ylksek afiniteli bir humanize 1IgG4 monoklonal antikor (mAb)dir.
Hayvan modellerinde, hem intravendz hem de subkutan olarak uygulanan mAb 2021, kanamayi
azaltmada etkililik gostermistir. Subkutan uygulama ayrica hemostaz igin yeterli biyoyararlanim
gOstermistir. Sinomolgus maymunlarinda yapilan farmakokinetik galismalar, subkutan uygulamanin
biyoyararlanimini daha da desteklemis ve concizumab'in (mAb 2021) inhibitér durumundan bagimsiz
olarak hemofili A ve B hastalarinin tedavisi igin potansiyel olarak gecerli bir alternatif oldugunu
gOstermistir. Bu hastalarda yUritilen faz 1 ve 2 galismalari, konsantrasyona bagl prokoagulan etkileri
ve glnlik intravendz ve subkutan uygulamadan sonra pozitif bir glivenlik profilini dogrulamistir. Ancak,
faz 3 galismalarda 3 6limcul olmayan trombotik olay nedeniyle 2020 yilinda klinik gelistirme kisa bir
sureligine durdurulmustur. Tromboembolik riski azaltmak i¢in yeni bir azaltilmis doz rejimi iceren risk
azaltma planini takiben, Explorer programinin faz Ill galismalari yeniden baslatiimistir. Ayrica, hafif ve
orta siddette ani kanama ataklarinin yénetimi i¢in disik doz glncellenmis tedaviler dnerilmistir. Faz 3
calismalar (Explorer 7 ve Explorer 8), kanadik¢a tedaviye kiyasla kanama ataklarini énemli dlgiide
azaltmada glinlik subkutan concizumab profilaksisinin etkinligini gdstermistir. Ayrica, Concizumab
profilaksisi, klinik calismaya katilanlarda hedef eklemler, bunlarin ¢ézllmesi ve eklem kanamasi
Uzerinde olumlu bir uzun vadeli etki (56 hafta) gostermistir.

Gunlik olarak subkutan uygulanan bu ilag, inhibitérli ve inhibitdérsiz hemofii A ve B
hastalarinda ¢alismalarda kullaniimaktadir.

Concizumab, 6zellikle inhibitéri olan hemofili B hastalarinda tedavi perspektifini degistirebilecek
ilk ilag olarak tanimlanmis ve Mart 2023'te Kanada’da saglik otoritesi tarafindan 12 yas ve Uzerindeki
inhibitorli hemofili B hastalarinda profilaktik tedavi igin onaylanmistir. Ekim 2024°de EMA, Ocak 2025'de
FDA tarafindan 12 yas Ustd, inhibitorli ve inhibitdrsiiz hemofili A ve B hastalarinda profilakside kullanimi
onaylanmistir.

Tuarkiye’de 30°'dan fazla hasta concizumab klinik arastirmalarina katilmistir. Explorer 10
calismasi 12 yas altinda hastalarin dahil edildigi ¢alismalardir ve Ulkemizde ve dinyada devam
etmektedir.
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Efanesoctocog Alfa (BIVV001,ALTUVIIIO™)
] ) S. Bagak Kog Senol
Istanbul Universitesi Onkoloji Ensititiisii, Kalitsal Kanama Bozukluklari Birimi

Hemofili A, X kromozomuna bagh kalitsal bir pihtilasma bozuklugu olup Faktér VIII (FVII) eksikligi
nedeniyle tekrarlayan kanamalarla seyreder. Yasam boyu slren bu durum, &zellikle eklem igi
(hemartroz) ve kas igi kanamalar nedeniyle ilerleyici hemofilik artropati, agri, fonksiyon kaybi ve sosyal
katilim kisithligina yol acar. Tedavi edilmediginde mortalite artar; diizenli profilaksi ile hem kanama yuki
hem de eklem hasari belirgin 6lglide azalir. Son 50 yilda plazma tlirevlerinden rekombinant Griinlere,
oradan uzatilmis yari Smurlt (EHL) Uriinlere ve non-faktor tedavilere uzanan etkileyici bir gelisim dykisi
vardir; ancak ginimuizde dahi profilaksi altinda kanama yasayan, hedef eklemi olan ve normal
hemostaza ulagamayan hasta kitlesi mevcuttur.

Tedavideki temel hedefler: (i) kanamalarin tamamen O&nlenmesi, (i) eklem saghginin
korunmasi/iyilestirilmesi, (iii) tedavi yikunin azaltiimasi ve (iv) yasam kalitesinin artinimasidir. Bu
hedefleri sirdirilebilir bigcimde karsilayabilmek igin daha yiksek ve daha uzun slre korunan FVIII
duzeylerine, daha seyrek uygulama semalarina ve kuvvetli kanit dizeyine sahip segeneklere gereksinim
vardir.

Standart yari dmarlt (SHL) rFVIII Grinlerinin yari émri ~12 saattir; bu nedenle haftada 3—4 intraven6z
infizyon gerekir. EHL rFVIII trinleri (Fc, PEG, vb. teknoloji ile) yari 8mri ~1.3—1.6 kat uzatir; gogu hasta
icin haftada 2 uygulamaya izin verir. Bununla birlikte FVIII farmakokinetigi endojen von Willebrand
faktériine (VWF) bagimlidir; VWF, FVIII'i korurken ayni zamanda FVIIl'in dolagimdaki maksimum
slresini sinirlar. Sonug olarak, ‘haftanin énemli bélimuande’ FVIII diizeyleri <%1-3 bandina disebilir ve
bu dénemde spontan/mikro kanamalar gérulebilir.

Non-faktér tedavileri (6r. emicizumab) subkutan uygulanabilirlik ve etkin kanama kontroll sunar; ancak
FVIII'in tim fizyolojik rollerini taklit etmez ve belirli klinik senaryolarda (yiksek talep dénemleri, major
cerrahi gibi) hedef dizeylere hizlica gikmak igin FVIII replasmanina gereksinim surebilir. Ayrica
rFVIla/aPCC ile birlikte kullanimda giivenlik ve izlem nianslar vardir. Ozetle, ‘yilksek ve sirdirilen
FVIII dizeyleri’' ile ‘seyrek uygulama’ saglayan bir faktor segenegi, giincel tedavi yontemleri arasinda
onemli bir boglugu kapatabilir.

Efanesoctocog alfa, tek bir rekombinant FVIII mimarisinde ¢ teknolojiyi bultiinlestiren bir flizyon
proteinidir: (i) IgG1 Fc alani — FcRn aracili geri dontsiimle dolagimda kalis suresini uzatir; (i) VWF’nin
FVIII baglayici D’D3 alani — endojen VWF’ye baglanmayi engelleyerek VWF’ye bagimli klirensi ‘ayirir’;
(iii) XTEN polipeptitleri — proteolitik yikima ve klirens reseptoérlerine baglanmaya kars! sterik koruma
saglar. Trombinle aktivasyon sonrasinda D'D3-XTEN pargasi serbestlesir ve aktif FVIII-Fc, fizyolojik
prokoagulan iglevlerini yerine getirir. Bu mimarinin temel kazanimi, ‘VWF tavani’ olarak anilan yari dmur
limitinin agiimasidir. Preklinik modellerde ve erken fazlarda, tek dozdan sonra FVIII aktivitesinin uzun
sire terapoétik bantta kaldigi, fibrin olusumu ve trombosit birikimi agisindan rFVIII ile karsilastirilabilir
fonksiyonel hemostaz sagladigi gosterilmistir.

Agir hemofili A'li yetigkinlerde tek doz ve tekrar doz galismalari, Efanesoctocog alfa’nin iyi tolere
edildigini; inhibitdr gelisimi bildirilmedigini; FVIII yari Smrintn standart rFVIIl’e kiyasla 3—4 kat uzadigini
gOstermistir. Haftada bir uygulanan dort dozluk rejimde galisma siresince kanama bildiriimemesi, klinik
potansiyeli destekleyen énemli bir isarettir.

12 yas Ustlinde yapilan XTend-1 galismasi tasarim olarak iki koldan olusur: Kol A (haftalik profilaksi) ve
Kol B (6nce istege bagh tedavi, ardindan profilaksiye gegis). Birincil ve ikincil sonlanim noktalari
arasinda ABR, eklem kanama oranlari, FVIII dizeylerinin sureklilidi, yasam kalitesi ve eklem saghgi yer

alr.

Ana bulgular (6zet):
+ Haftalik 50 IU/kg ile ‘yiksek ve surdurdlebilir FVIII seviyeleri saglanmistir (ilk 4 giin normal-normale
yakin bant; 7 glnde ~%10 civari).

« ABR, onceki prospektif FVIII profilaksisine kiyasla belirgin olarak daha dusuktir.
e Hastalarin %72’si calisma siresince eklem kanamasi yasamamistir; AjBR  disuktir.
» Kanama tedavisinde enjeksiyonlarin %94-97’si ‘milkemmel/iyi’ yanit olarak derecelendirilmistir; cogu
epizot tek dozla ¢OzUlmuUgtar (350/362).
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* HIHS ve Haem-A-QoL skorlarinda iyilesme; agri olcimlerinde azalma; %100 hasta tercihinde
Efanesoctocog alfa lehine sonug.

Xtend-Kids galismasinda ¢ocuklarda haftada bir profilaksi rejimi ile:

* %88 spontan kanamasizlik, %82 eklem kanamasizlik bildirilmistir.

* Higbir gcocukta FVIII inhibitéri tespit edilmemigtir.

» Genel ABR disUiktir; 6 yas alti ve 6—<12 alt gruplarinda benzer sekilde diisiik oranlar raporlanmistir.

XTEND calismalarinda hem mindr hem majér cerrahilerde Efanesoctocog alfa ile hemostatik kontroliin
‘mikemmel/iyi’ olarak degerlendirildigi gok sayida vaka yer alir. Uzun yari dmir ve yiksek sirdirilebilir
dizeyler, gerek preoperatif hedefe ulasmada gerekse postoperatif idame yaklasiminda pratik avantajlar
sunar. Kanama tedavisinde ¢odu epizodun tek 50 IU/kg enjeksiyonla kontrol edilmesi, acil durum
senaryolarinda da operasyonel kolaylik saglar.

Guvenlik olgutleri degerlendirmesinde alerjik reaksiyon, anafilaksi veya trombotik olay bildirilmemis;
inhibitor gelisimi gdzlenmemistir. Tedavide ortaya ¢ikan advers olay profili, beklenen sinif etkileriyle
uyumludur. Laboratuvar dederlendirmelerinde 1-agsamali aPTT bazli pihtilagsma testleri ve kromojenik
testler arasinda yontemsel farklar olabilecegi akilda tutulmalidir; ayni merkezde tutarli takip onerilir.
Haftada tek doz IV uygulama, 6zellikle gocuklar ve yogun galisan eriskinler igin bakim yikini azaltir.
Daha seyrek inflizyon, vendz erisim sorunlarini ve aile izerindeki lojistik baskiyi hafifletebilir. Hasta
tarafindan bildirilen sonuglarda (PRO) fiziksel saglik ve agri skorlarindaki iyilesme, gunlik aktif yagsam
ve spor katilimi gibi alanlarda somut kazanimlarin 6ninu agar. Eklem sagdligindaki iyilesme, orta-uzun
vadede artropati progresyonunu yavaslatma potansiyeli tagir.

Uygulamada;

 Baslangig ve erken izlemlerde hasta-6zel PK ve klinik yanit birlikte degerlendiriimelidir.

« Haftalik rejim ilk tercih olup, kanama fenotipi/aktivite diizeyine gore bireysellestirme yapilabilir.

« Cerrahi ve travmada hedef diizeylere ulasmak igin yiikleme + idame stratejileri planlanmali; laboratuvar
yontem tutarlihgi korunmalidir.

» Non-faktor tedavileri ile eszamanh kullanim disUndlirse merkez deneyimi ve kilavuzlara uygunluk
esas alinmalidir.

» Eklem sagligi ve QoL oél¢iimleri (HIHS, Haem-A-QoL, PROMIS vb.) diizenli araliklarla izlenmelidir.

Gergek yasam (RWD/RWE) verilerinin artmasiyla farkl yas gruplari, komorbiditeler ve degisken aktivite
diizeylerinde Efanesoctocog alfa’nin performansini daha iyi ortaya konacaktir. Perioperatif protokollerin
standardizasyonu, uzun dénem eklem sonugclari ve saglik ekonomisi (maliyet-etkinlik) analizleri klinik
kararlari giglendirecektir. PUP populasyonu, immunojenisite agisindan uzun dénem izlem ve kombine
yaklagimlar (6rnegin gegis stratejileri) arastirma glindeminde yer almalidir.

Sonug olarak;

e Efanesoctocog alfa, VWF tavanini asan ilk FVIII olarak haftalik tek dozla strdarilebilir yiiksek
koruma sunar.

e XTEND programi, dusuk ABR, yiksek kanamasizlik oranlari, eklem saglgi ve yasam
kalitesinde iyilesme gostermistir.

e Perioperatif yonetim ve kanama tedavisinde guglu, pratik ve éngdrilebilir bir hemostaz saglar.

e  Guvenlilik profili ve immiinojenisite verileri olumludur; diizenli laboratuvar ve klinik izlem
Onerilir.

Kaynaklar:
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Hemofilide Mim-8
. Ziihre Kaya
Gazi Universitesi Tip Fakiiltesi, Gocuk Hematoloji BD

Mim-8 (Denecimig®) inhibitorli ve inhibitdrsiiz Hemofili A I hastalarda kanama sikligini azaltmak igin
gelistirilen piyasadaki emicizumab (Hemlibra®) isimli ilag gibi faktor 8'i taklit eden faktor 9 ve faktor 10’a
baglanan bispesifik antikordur. Hayvan deneylerindeki sonuglarda trombin dretimindeki artisa ve
pihtilasmaya katkisinin daha fazla oldugu gosterilmistir.

Mim-8 ile ilgili FRONTIER adli klinik ¢alismalarin 6zeti;

FRONTIER-1 ¢alismasi saglkli géniillilerde ve Hemofili A Ii hastalarda ilacin glivenli ve tolere edilebilir
oldugunu gostermistir. Devam eden faz 2 ve faz 3 arastirmalarda ise inhibitorlii ve inhibitdrsiiz hemofili
A Il hastalarda profilaktik kullanim test edilmistir.

FRONTIER-2 calismasi daha genis kapsamli bir arastirma olup 254 erigkin ve 12 yas Ustl
adelosanlarda yapilmistir. Randomize olarak hastalara haftalik ya da aylik subkutan (SC) yolla Mim-8,
26 hafta boyunca koruyucu olarak uygulanmistir. Haftalik uygulanan grupta tedavi gerektiren kanama
sayisi %97, aylk uygulanan grupta %99 oraninda azalma gostermistir. Mim-8’in glvenli ve tolere
edilebilir oldugu gésterilmistir. Olim ya da tromboz komplikasyonu izlenmemistir.

FRONTIER-3 galismasi daha ¢ok 1-11 yas araligindaki inhibitorlii ya da inhibitérstiz hemofili A Il gocuk
hastalarda yapilmistir. Once haftalik sonrasinda aylik olarak gocuklara 26 hafta boyunca SC olarak
Mim-8 uygulanmistir. Cocuk hastalardaki guvenlik, yan etki ve kanama sikligindaki azalmalar
kaydedilmigtir.

FRONTIER-4 calismasi daha énce tamamlanmis faz 2 ve faz 3 arastirmalarin daha uzun sireli izlem
calismasi olarak tasarlanmigtir. Mim-8'in 2023 de baslayan bu uzatma c¢alismasinin 5.5 yillik izlem
sonunda tamamlanmasi planlanmigtir.

FRONTIER-5 gegis galismasi olarak tasarlanmis olup benzer etki mekanizmasina sahip en az 2 ay
emicizumab kullanan hemofili A Ii hastalarin 26 hafta boyunca Mim-8’e gegtigi arastirmadir. Toplam 48
erigkin ve 12 yas st adelosan hastalara haftalik, 2 haftada bir ve aylik SC olarak doldurulabilir kalem
enjektdrle Mim-8 uygulamasi test edilmigtir.
Mim-8 caligsmalarindan elde edilen sonuglara bakildiginda alerjik reaksiyon ve enjeksiyon yeri
reaksiyonlari disinda hastalarda ciddi bir yan etki heniiz bildiriimemistir. ilacin heniiz uluslararasi
Amerika (FDA) ve Avrupa (EMA) ilag dairesi onaylari bulunmamaktadir.
Kaynaklar
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7;212:107162.
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Eriskin Hemofili Tedavisinde Geligsmeler
Mehmet S6nmez
Karadeniz Teknik Universitesi Tip Fakiiltesi
Kemik iligi Nakli Unitesi

Son yillarda uzatilmig yari émdrli faktorler, non-faktor ajanlar (spesifik monoklonal antikorlar) ve gen
tedavisinin kullanimi erigkin hemofili hastalarin yagam kalitesini artirmigtir. Ayni zamanda fizik tedavi,
psikososyal yardim, dijital takip sistemi gibi destekleyici programlarin yaygin olarak kullanilmasi kanama
sikligr ve komplikasyonlarin azalmasina katki saglamigtir.

Uzatilmig yari d6murlu faktérler faktor VIIFin modifiye edilmesiyle elde edilir ve yari dmri klasik faktor'e
gore 1,5-1.8 kat daha uzundur. Yari émri uzatilan faktorler haftada bir-iki uygulama ile erigkin
hastalarda kanama kontroll ve dolayisiyla eklem sagligini korumada daha etkin olmaktadir. Faktoér digi
(non-factor) tedavilerden emicizumab FIX-FX bispesifik baglanma 6zelligi ile FVIII'in ko-faktérligiine
gerek kalmaksizin koagulasyon kaskatinin aktivasyonunu saglamaktadir. Subkutan haftalik veya aylik
kullanimi, inhibitdrll hastalarda da kullanilabilmesi tedavi uyumunu ve etkinligini artirmaktadir. Doku
faktor yolak inhibitdrleri (TFPI) concizumab, marstacizumab ve antitrombin inhibitori fitusiran’in klinik
calismalarinda erigkin hastalarda umut verici sonuglar elde edilmistir. Adeno-virls vektorleri ile FVIII
veya FIX geninin karaciger hiucrelerine aktariimasi ile gergeklestirilen gen tedavisi 2022°den itibaren

Avrupa ve ABD’de onay almistir. En 6nemli hedef tedaviye badimlihgi azaltmak veya ortadan
kaldirmaktir. 4-5 yillik takipte guvenli gérulmekle birlikte, maliyet, erisim ve zamanla etkinligin azalmasi
sinirlayici faktorler olarak gorilmektedir. Faktor disi tedavilerin subkutan uygulanmasi, yari émrinin
uzun olmasi, inhibitdr varligindan bagimsiz olmasi etkinligini artirirken, tromboz riski, antikor geligimi,
takipte kullanilan laboratuar yonetiminin standart olmamasina dikkat edilmelidir. Faktor disi tedavi ile
eriskin hemofili hastalarinda hedef, kanama oranini en aza indirmek, eklem hasarini énlemek ve yagsam
kalitesini yUkseltmektir. Faktor digi tedaviler ile yillik kanama orani belirgin olarak azalmakla birlikte,
glvenlik, maliyet ve uzun dénem etkinlik strecinin yakindan takip edilmesi 6nerilmektedir.
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Fibrinojen Hastaliklan
) . ] Aysegiil UNUVAR
Istanbul Universitesi, Istanbul Tip Fakiiltesi Pediatrik Onkoloji ve Hematoloji Bilim Dali

Fibrinojen pihtilagsmada 6nemli rol oynayan, karacigerde sentezlenen, 340 kDa agirliginda karmasik bir
proteindir. Fibrinojenin plazma konsantrasyonu yaklasik 1.5-3.5 g/L, yariomri ise 3-5 giindir. Fibrinojen
molekili ¢ homolog polipeptit zincirin (Aa-, BB- ve y-zincirleri) iki setinden olusan heksamerik bir
glikoproteindir. Bu ¢ zincirin genleri 4. kromozomun uzun kolundaki 50 kb’lik bir gen bdlgesinde
toplanan ¢ gen (FGA, FGB ve FGG) tarafindan kodlanir. Fibrin olusumu, fibrinojenin trombin tarafindan
proteolitik yolla pargalanmasi sonucunda fibrinopeptid A ve B’nin salinimi ve polimerizasyonu takiben
soliibl olmayan fibrin monomerlerinin olusumu ile birliktedir. Fibrinojen sekonder hemostaz disinda
primer hemostazda trombosit agregasyonunda da énemli bir role sahiptir.

Kalitsal fibrinojen hastaliklari nadirdir, baglica tip | ve tip Il olmak Uzere iki gruba ayrilabilir. Tip I'de
dolasimdaki fibrinojenin kantitatif 6zelligi etkilenir. Bu grupta fibrinojenin tam eksikligi ile karakterize
afibrinojenemi ve hipofibrinojenemi (fibrinojen diizeyi <1.5 g/L) vardir. Tip I'de dolagimdaki
fibrinojenin kalitatif 6zelligi etkilenir, bu gruptaki disfibrinojenemide fibrinojen antijen diizeyi normal
iken, hipodisfibrinojenemide antijen diizeyi de azalmstir.

Kalitsal fibrinojen hastaliklari disinda edinsel nedenlerin (DIC, son donem karaciger hastaligi gibi)
de disfibrinojenemi ve hipofibrinojenemiye neden olabilecegi unutulmamalidir.

Diinya Hemofili Federasyonu, 2021 Global Sirveyans Raporu’na gore fibrinojen eksiklikleri, nadir
kanama bozukluklarinin yaklasik %7’sini olusturur. Kalitsal afibrinojeneminin tahmini prevalansi
1:1.000.000’dur. Otozomal resesif gegisli oldugundan, prevalanstaki cografi farkliliklar genellikle akraba
evlilikleri ile iligkilidir. Afibrinojenemide 200'den fazla farkh mutasyon tanimlanmigtir (6zellikle FGA
geninde).

Disfibrinojenemi ise otozomal dominant kalitiimakta, insidansi bilinmemektedir, ancak ¢ogu vakanin
tani alamadigi dusunilmektedir. Disfibrinojenemide tanida altin standard molekiler defektin
saptanmasidir. FGA R35’teki missense mutasyon en sik saptanan disfibrinojenemi mutasyonu olup,
vakalarin %40’ inda mevcuttur. Ayrica, bazi mutasyonlar klinik fenotip igin de prediktiftir, 6rnegin Aa
zincirindeki R573C substitlisyonu tromboza egilim yaratirken, Aa zincirinin aminoterminal bolgesindeki
mutasyon kanama ile birliktedir. Yine, fibrinojenin Aa zincirindeki bazi mutasyonlar herediter
amiloidozun 6zel bir formu ile birliktelik gésterir.

ISTH-FXIII ve Fibrinojen Bilimsel Alt Komitesi, kalitsal fibrinojen hastaliklari icin 2018’de yeni bir
siniflandirma yapmistir (Tablo 1), hem klinik fenotip hem de fibrinojen diizeyine gore dort tipe ayriimistir.

Tablo 1. ISTH-FXIII ve Fibrinojen Bilimsel Alt Komitesi Kalitsal Fibrinojen Hastaliklari Siniflamasi (12)
1. Afibrinojenemi

1A. Afibrinojenemi -Asemptomatik bireyler ya da kanama fenotipi
olan afibrinojenemik hastalar

1B. Trombotik fenotiple birlikte olan afibrinojenemi | -Trombotik fenotiple birlikte olan afibrinojenemik
hastalar

2. Hipofibrinojenemi

2A. Agir hipofibrinojenemi -Fonksiyonel fibrinojen dlzeyi <0.5 g/L
2B. Orta hipofibrinojenemi -Fonksiyonel fibrinojen diizeyi 0.5-0.9 g/L
2C. Hafif hipofibrinojenemi -Fonksiyonel fibrinojen diizeyi 1.0 g/L ile normal
dizeyin alt sinir1 arasinda
2D. Fibrinojen depo hastalig ile birlikte olan -Hepatositlerde fibrin birikiminin histolojik olarak
hipofibrinojenemi kanitlandigi ailesel hipofibrinojenemi

3. Disfibrinojenemi
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3A. Disfibrinojenemi -Kanama fenotipli hastalar veya 3B igin kriterleri
saglamayan trombozlu hastalar veya
3B. Tromboz iliskili disfibrinojenemi asemptomatik bireyler

-Trombotik fibrinojen mutasyonu* tasiyan
disfibrinojenemik hastalar veya baska bir
trombofilisi olmaksizin birinci derecede
akrabalarda da tromboz dykiisi olan (ayni
genotipe sahip akrabalar) trombozlu
disfibrinojenemi vakalar

4. Hipodisfibrinojenemi

4A. Agir hipodisfibrinojenemi -Fibrinojen antijen diizeyi <0.5 g/L
4B. Orta hipodisfibrinojenemi -Fibrinojen antijen diizeyi 0.5-0.9 g/L
4C. Hafif hipodisfibrinojenemi -Fibrinojen antijen diizeyi 1.0 g/L ile normal

dizeyin alt siniri arasinda

* Fibrinojen Dusart, Fibrinojen Caracas V, Fibrinojen ljmuiden, Fibrinojen New York I, Fibrinojen
Nijmegen, Homozigot Fibrinogen Naples, Fibrinojen Melun.

Klinik fenotipler

Afibrinojenemi/hipofibrinojenemi

Kanama/Tromboz: Afibrinojenemi degisen agirlik derecesinde kanama egilimi ile birliktedir. Uzun siire
bir problem olmayabilecedi gibi, spontan, yasami tehdit eden kanamalar yagamin ilk guinlerinden itibaren
gelisebilir. Gdébek ve mukoza kanamasi en sik rastlanan kanama bulgularidir. Kas-iskelet sistemi
kanamalari hemofiliden daha az olmakla birlikte relatif olarak siktir. Merkezi sinir sistemi kanamasi
olabilir. Menometroraiji geligebilir.

Paradoksal olarak hem arter, hem ven trombozu gelisebilir. iran’dan bildirilen bir calismada 55
afibrinojenemili hastada kanama ve/veya trombotik bulgular bildirilmistir. Tam prevalansi bilinmemekle
birlikte afibrinojenemik olgularin %20’sinden fazlasinda trombotik fenotip gorilmektedir.

Hipofibrinojenemide kanama paterni afibrinojenemiye benzerdir, ancak daha hafiftir, fibrinojen diizeyi
1.0 g/L'nin (izerinde olan ¢gogu vaka asemptomatiktir, bu vakalarda kanama genellikle invazif girigimi
takiben veya eslik eden farkl bir kanama bozuklugu varsa gelisebilir.

Gebelik iliskili komplikasyonlar: Afibrinojenemi ve hipofibrinojenemide tekrarlayan disukler, ante- ve
post-partum kanamalar olabilir.

Diger: Afibrinojenemili vakalarda cerrahiyi takiben yara iyilesmesinde bozulma bildirilmistir. Ayrica, bazi
vakalarda spontan dalak rlptird, geg tip hipersensitivite reaksiyonlarinda bozulma ve agrili kemik kistleri
bildirilmistir. Bazi hipofibrinojenemik varyantlarda ise 0Ozellikle FGG'nin ekzon 8 ve 9u etkileyen
mutasyonlarinda (Fibrinojen Brescia, Aguadilla, Angers, Al du Pont, Pisa ve Beograd) hepatosit
endoplazmik retikulumunda anormal fibrinojenin birikmesi ile hipofibrinojenemi ile birlikte hepatik depo
hastaligi gelisir. Bu vakalarda koagulasyon problemi genellikle gorilmez, ancak ilerleyici karaciger
hastaligina neden olabilmektedir.

Disfibrinojenemi

Klinik fenotipi tahmin edilememektedir, 250’den fazla vakanin oldugu bir derlemede vakalarin %53’U
asemptomatik kalmig, %26’sinda kanama, %21’inde tromboz (bunlarin bazisinda kanama da mevcut)
saptanmigtir. Disfibrinojenemi vakalarinda trombotik risk edinsel risk faktorleri ve diger trombofili
nedenlerinin varliinda artar. Arteriyel tromboz olabilir, ancak sikhdi1 venéz trombozdan daha azdir. Bazi
disfibrinojenemili vakalarda cilt nekrozu tanimlanmistir. Tromboz riski olan disfibrinojenemi varyantlari
(FGB geni ekzon 2’de New York I, ljimuiden, Nijmegen, Naples; FGA ekzon 5de Dusart, Caracas V;
FGG ekzon 8de Melun) bildirilmistir.

TANI
Tablo 2'de kalitsal fibrinojen hastaliklarinin baslica laboratuvar 6zellikleri verilmektedir.

Afibrinojenemi: PT, aPTT ve trombin zamani (TT) belirgin uzamistir. Fibrinojen gerek fonksiyonel Clauss
yéntemiyle gerekse antijenik dlgimle saptanamaz.
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Hipofibrinojenemi: Pihtilasma testlerinin sonucu fibrinojen eksikligi ile orantili olarak uzamigtir, TT en
hassas testtir. Edinsel nedenler ekarte edilmelidir, ayirici tanida aile galismalari da yardimci olabilir.

Disfibrinojenemi: TT, disfibrinojenemi icin genellikle en hassas testtir ve genellikle uzundur, ancak
nadiren normal ya da kisalmis da olabilir. Heparin etkisi ekarte edilmelidir, reptilaz zamani da genellikle
uzamistir, ancak kisalmig, bazen de normal olabilir. Bazi vakalarda reptilaz zamani TT'den daha
hassastir.

Tum tipler igin kesin tani molekdiler defektin saptanmasiyla konulur. FI Bremen (Aa Gly17 fi Val)de
kanama sorunu ve yara iyilesmesinde gecikme vardir. Bazi disfibrinojenemi vakalari [Aa Arg16 fi His
(Bern IV ve Milano Xl)] asemptomatiktir ya da hafif bir kanama egilimi ile birliktedir. FGG mutasyonu
olanlar genellikle asemptomatiktir, ancak %5’'inde kanama, %30’unda tromboz vardir. Arg554 fi Cys
(Chapel Hill lll, Paris V ve Dusart) gibi bazi mutasyonlar tromboz ile birliktedir, kanama goriimez.

Tablo 2. Kalitsal fibrinojen hastaliklarinin laboratuvar 6zellikleri (11,12,14)

Test Afibrinojene Hipofibrinojene Disfibrinojene Hipodisfibrinoje

mi mi mi nemi
aPTT Okunamayaca | T- N, fibrinojen Genellikle T- N, fibrinojen

k kadar uzun diizeyine bagh uzamis diizeyine bagh
PT Okunamayaca | T- N, fibrinojen Genellikle T- N, fibrinojen

k kadar uzun diizeyine bagli uzamig dizeyine bagli
Fibrinojen aktivitesi | Saptanamaz Azalmis (Orantill) | Azalmis Azalmis
(Clauss) (Orantisiz)
Fibrinojen antijeni Saptanamaz Azalmis Normal Azalmig
Aktivite/Antijen* - >0.7 <0.7 <0.7
Trombin zamani Okunamayaca | 1- N, fibrinojen TN T- N, fibrinojen

k kadar uzun dizeyine bagli dizeyine bagli
Reptilaz zamani Okunamayaca | T- N, fibrinojen TN T- N, fibrinojen

k kadar uzun dizeyine bagli dizeyine bagli
Genetik Homozigot/ Cogdunlukla Cogdunlukla Genellikle

bilesik FGB/FGG’'de FGA/FGG’'de FGA/FGG’'de

heterozigot heterozigot null heterozigot Homozigot/bilesik

null mutasyon | ya da missense missense heterozigot,

mutasyon mutasyon heterozigot
mutasyon

*Fibrinojen aktivitesi/antijeni icin genellikle kullanilan cut-off degeri 0.7°dir.
TEDAViI

Fibrinojen eksikliginin konvansiyonel tedavisi kanadikga tedavidir, kanama sirasinda en kisa zamanda
fibrinojen replasmani yapilmalidir. Diger bir yaklasim, kanamayi 6nlemek igin erken yaglarda baslanan
primer profilaksi veya hayati tehdit eden ya da intrakraniyal kanamasi olanlarda tekrarlayan kanamalari
onlemek igin uygulanan sekonder profilaksi yaklasimidir. Kisitli sayidaki veriler nedeniyle ve giincel
bilgilerin 1s1ginda primer profilaksi halen énerilmemektedir. Sekonder profilaksi alan hastada, fibrinojen
diizeyini >0.5 g/L’de sirdurecek sekilde profilaktik tedavi dozunun ve sikliginin diizenlenmesi, hastanin
klinik durumuna ve ilacin farmakokinetigine gore bireysellestiriimesi dnerilir.

Hasta ve ailesinde kanama ve/veya tromboz 6ykisl tedavi yaklasiminda onemli bir rehberdir.
Genellikle, fibrinojen dizeyi <0.5 g/L olan vakalarda mikrovaskiiler kanama riski artmistir. Fibrinojen
replasmani gerektiginde viral inaktivasyon uygulanmis fibrinojen konsantresi tercih edilmelidir.
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Fibrinojen konsantresi 50 mg/kg verildiginde fibrinojen konsantrasyonunun ortalama 1.0 g/L artacag
beklenmektedir. infiize edilen fibrinojenin yariémrii tiiketim olmadikga 3-5 giindiir. Fibrinojen diizey
takibine gore uygulanacak doz ve tedavi siklidina karar verilmelidir.

Viral inaktive edilmis fibrinojen konsantrasyonuna ulagilamayan acil durumlarda taze donmus plazma
veya kriopresipitat da kullanilabilir, ancak bu Urdnlerin viral inaktivasyonu olmadidindan acil durumlar
disinda kullaniimamalidir.

Traneksamik asid mukozal kanama ya da dis ¢ekimi gibi girisimlerden sonra kanamayi énlemek igin
kullanilabilir, ancak tromboz riskini arttirabileceginden, dzellikle hastada ya da ailede tromboz éykisu
sorgulanmahdir. Hematuride, gebelik, cerrahi ya da immobilizasyon gibi durumlarda kullanimdan
kaciniimalidir.

Fibrin yapigtiricilar yizeyel yaralarda ya da cerrahi girisimlerde kullanilabilir.

Afibrinojenemi ve fibrinojen diizeyi 0.5 g/L’nin altinda olan agir hipofibrinojenemi hastalarinda
akut kanamalarda ve cerrahi girisimlerde tedavi

Fibrinojen konsantresi tercih edilmelidir, amag fibrinojen diizeyini >1.0 g/L’ye ¢ikarmak ve klinik cevabi
takip etmektir. Akut kanamalarda klinik cevap ve laboratuvar monitorizasyonuna gore tedavi
dizenlenmelidir, tekrarlayan dozlar gerekebilir. Genellikle ©nerilen, fibrinojen diizeyinin hemostaz
saglanana kadar >1.0 g/L, yara iyilesmesi tamamlanana kadar da >0.5 g/L’de tutulmasidir. Ancak, bu
yil yayinlanan derlemede pik fibrinojen degeri >1.5 g/L olarak belirtimekte, akut kanamayla gelen
hastada dizelme saglanana ya da cerrahi girisim uygulanan hastada ameliyat sonrasi yara iyilesmesi
saglanana kadar esik degerlerin 0.5-1.0 g/L arasinda tutulmasi 6nerilmektedir. Ancak, unutulmamalidir
ki, bu vakalarda tedavi diizenlenirken artmis tromboz riski her zaman dikkate alinmalidir. Bazi vakalarda
topikal fibrin yapistirici ya da traneksamik asid tedavisi ylizeyel ya da mukoza kanamalarinda tek basina
da yeterli olabilir.
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Dogru Tani igin Dogru Siireg: Preanalitik Faktérlerin Onemi
] . A Fatih Aydin
Istanbul Universitesi, Istanbul Tip Fakiiltesi, Tibbi Biyokimya AD

Preanalitik asama, birden ¢ok saglik profesyonelinin katki sundugu ve laboratuvar hatalarinin en sik
goruldiga evredir; analitik fazin gérece kontrol altinda oldugu hemostaz laboratuvarinda bu durum daha
belirgindir. Bu nedenle hemofili hastalarinin tani ve takibinde kullanilan testlerin glivenirligi, dogru test
istemi-6rnek  alma-tasima—isleme—depolama basamaklarini  kapsayan preanalitik sUrecin
standardizasyonuna dogrudan baghdir. Dinya Hemofili Federasyonu (WFH), Uluslararasi Hematoloji
Standartlari Konseyi (ICSH) ve Uluslararasi Trombosis ve Hemostaz Dernegi’'nin (ISTH) guincel
kilavuzlar bu zincirin her asamasi igin ayrintili iyi uygulama o6nerileri sunmaktadir (1, 3-7, 11).

Dogru hastaya dogru zamanda dogru testin istenmesi preanalitik agsamanin ilk adimidir. Hemofili
yonetiminde kullanima giren yeni tedaviler (EHL UGriinler, emicizumab vb.) tani/izlem testlerini ve
dolayisiyla test secimini etkileyebilir. Ginimizde hastane otomasyon sistemleri (LIS/HIS) Uzerinden
yapilan test istemlerinde klinik endikasyon, test paneli, antikoagilan/ilag bilgisi (DOAC, heparin,
emicizumab), son doz—saat ve 6rnek alma zamani gibi alanlarin zorunlu kilinmasi yorumlamayi glivence
altina alir (1, 5, 7). Hasta basinda en az iki bagimsiz tanimlayici ile pozitif kimliklendirme yapilmali;
numune etiketinde kimlik bilgileriyle birlikte alim tarihi-saati ve numuneyi alan personel yer almalidir.
Kabulde kabul saati, kabul eden kisi ve ret nedeni (varsa) kayit altina alinmali; stre¢ geriye dénik
izlenebilir olmahdir (4, 14-16).

Genel olarak hemofili tani ve takibi igin numune alimi 6ncesi aglik gerekmez; ancak lipemik érneklerin
interferansa yol agabilecegi unutulmamalidir (1-3). Hemoliz ise gerek optik interferans gerekse eritrosit
iceriginin hemostaz dinamigine etkileri nedenleriyle numune ret nedenidir. Ozellikle VWF ve FVIII
duzeylerinde gegici yukselmeye neden olabildigi icin numune alimi dncesi agir egzersiz ve yogun
stresten kaginilmasi onerilir; gebelik, akut enfeksiyon/inflamasyon ve ABO grubu (O < non-O) da VWF
dlgimiinde biyolojik degiskenlige neden olabilir (17-21). Ornek toplamada %3.2’lik (0.105-0.109 M)
sodyum sitrath tupler kullaniimali, kan:sitrat orani 9:1 olmali ve tlp dolulugu dogrulanmis aralik iginde
(tipik hedef 2%80) olmalidir (1). Yetiskinlerde 19-21G, gocuklarda 22—-23G igneler tercih edilebilir; goklu
tip aliminda sira kiltir — sitrat (koaglilasyon) — serum — heparin — EDTA — glikoliz engelleyici
seklinde olmali; EDTA/heparin carryover riski nedeniyle kurala uyulmahdir (2, 12). Kelebek igneyle
koagulasyon tiipl ilk alinacaksa discard tlpd kullaniimasi énerilir (2, 12). Yiksek hematokrit (>%55)
durumlarinda 9:1 oran bozulacagindan, tiipteki sitrat hacmi C = 0.00185 x (100 — Hct[%]) x Vkan (mL)
formalayle dazeltiimelidir (1).

Alinan kan numuneleri <1 saat iginde oda isisinda (20-24 °C), dik ve sarsmadan laboratuvara
ulastinimahdir (1, 3). Koagtlasyon testleri igin trombositten fakir plazma (PPP <10 x 10°/L) kullanilir; bu
amagla kan sogutmasiz, dogrulanmis gxzaman kosullarinda santriftj edilir (6rn. 21700 g, 10 dk) (1).
Ozellikle LA ve standart heparin (UFH) testlerinde gift santrifiij PPP kalitesini ve duyarlih@i artirir (~2000
g x 15 dk + ikinci spin) (5, 6). Elde edilen plazma ilk 4 saat icinde analiz planlanmiyorsa ayrilip
dondurulmalidir. Kisa siireli saklama igin =25 °C, uzun sureli saklama (=6 ay) i¢in =70 °C tercih edilir;
¢6zme 37 °C su banyosunda 3-5 dk iginde yapilmali ve ardindan nazikge homojenize edilmelidir (1, 3).

Hemofili tedavisindeki yeni ajanlar bazi laboratuvar testleriyle etkilesebilir. EHL Grln kullanan hastalarda
faktor aktivitesi igin GrGn/reaktif uyumu g6z 6niinde bulundurularak yontem segilmelidir (4, 9, 10).
Emicizumab alan hastalarda aPTT ve aPTT temelli testler yaniltici bigimde kisalir ve tek kademeli FVIII
Olcimu uygun degildir; bu grupta sigir faktér X iceren kromojenik FVIII testleri tercih edilmeli, raporda
kullanilan metot ve sinirliliklar agikga belirtiimelidir (4, 8, 11). Bu nedenlerle ilag bilgisi ve son doz—saat
istemde yer almali; laboratuvar—klinik ekipler arasinda yakin iletisim sdrdiridlmelidir (4, 7, 8).

Sonug: Hemofili tani ve takibinde kritik Gneme sahip laboratuvar sonuglarinin dogru ve hasta yararina
kullanilabilir olmasi, ¢ok disiplinli yUriyen preanalitik evrenin kilavuzlara uygun, izlenebilir ve tutarli
sekilde, tim paydaslarin agik iletisimi ve ig birligi igcinde yonetilmesine baghdir. Standartlara uyum; dogru
tip/oran ve tiip dolum araldi, yiksek hematokritte sitrat diizeltmesi, nitelikli PPP hazirhdi (gerektiginde
cift santrifiij), stabilite/saklama kurallari ve ilag—zaman bilgisinin zorunlu kaydi gibi adimlar sayesinde
yalanci anormallikler ve yorum hatalann anlamh bigimde azalir (1-11, 13-15, 17-21).
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Ergenlik Sorunlan ve Psikososyal Destek
Kalitsal Kanama Bozukluklarinin Ergenlik Donemindeki Psikososyal Boyutlari
Melike Tekinel Aktag
Tiirkiye Hemofili Dernegi

Giris

Kalitsal kanama bozukluklari, yalnizca fiziksel saglikla sinirli olmayan, bireyin ruhsal gelisimini ve sosyal
islevselligini de etkileyen kronik bir durumdur. Son yillarda yapilan arastirmalar, bu hastaliklarin bireyin
yasam kalitesini dustrmesinde en az biyomedikal kisitliliklar kadar psikososyal faktorlerin de rol
oynadigini géstermektedir (Srivastava ve ark., 2020; Cassis ve ark., 2012). Ozellikle ergenlik dénemi;
kimlik gelisiminin, bagimsizlagsma ¢abalarinin ve akran iligkilerinin en yogun yasandidi kritik bir gelisim
evresi olmasi nedeniyle, kalitsal kanama bozukluklarinin psikolojik ve sosyal etkilerinin en belirgin
sekilde gbdzlemlendigi donemdir. Bu yaslarda, hastaliyin biyolojik kirilganhdi ile gevresel ve ailevi
faktorlerin etkilesimi, genglerin ruhsal dayanikliigini dogrudan sekillendirmektedir.

Psikososyal Etkiler ve Aile Dinamikleri

Arastirmalar, aile ici iletisimdeki kopukluklarin, ebeveynlerin asir koruyucu veya cezalandirici
tutumlarinin ve goérinmez duygusal baskilarin gencglerde uzun vadeli ruhsal etkiler biraktigini
gostermektedir (Taha ve ark., 2014). Bu etkiler, benlik saygisinda zedelenme, caresizlik duygusunun
ogrenilmesi ve ilerleyen yasamda saglikli iligkiler kurmada guglikler seklinde ortaya gikabilmektedir.

Ergenlikten Yetigkinlige Psikososyal Yansimalar

Eriskinlik doneminde gorilen kaygi bozukluklari, depresyon, &fke kontrol sorunlari ve sosyal geri
cekilme davraniglarinin kdkeninde ¢odu zaman ergenlikte yasanan anlasilmama, damgalanma ve
sosyal destek yoksunlugu bulunmaktadir (von Mackensen & Bullinger, 2004). Bu nedenle, kalitsal
kanama bozuklugu tanisi alan ergenlerin yalnizca medikal agidan degil, ruhsal ve sosyal boyutlariyla
da ele alinmalari klinik bir gerekliliktir.

Psikososyal Mudahale ve Destek Modelleri

Son yillarda yapilan galismalar; bireysel psikoterapi, grup temelli egitim programlari ve aile danismanhgi
gibi psikolojik mudahalelerin ergenlerde ruhsal uyumu artirdigini ve yasam kalitesine olumlu katki
sagladigini ortaya koymustur (Cassis ve ark., 2012; Miners ve ark., 2019). Dolayisiyla amag yalnizca
hastaligin biyomedikal yonetimi degildir. Asil hedef, genglerin psikolojik dayanikliidini glglendirmek,
yasamla daha saglikli bir uyum kurmalarini desteklemek ve yetiskinlikte karsilagsabilecekleri psikososyal
sorunlarin éniine gegmektir.

Sonug

Batuncul yaklasim, kalitsal kanama bozuklugu olan ergenlerin yalnizca buginku degil, gelecekteki
yasam Kalitelerinin artinimasinda kritik bir rol oynamaktadir. Ergenlik doneminde erken donemde
saglanacak psikososyal destek, yetiskinlikte goérilebilecek psikiyatrik ve sosyal uyum sorunlarinin
onlenmesine katki saglayacaktir.

Ornek Referanslar:

. Cassis, F. R. M. Y., Querol, F., Forsyth, A., lorio, A., & Gringeri, A. (2012).
Psychosocial aspects of haemophilia: a systematic review of methodologies and findings.
Haemophilia, 18(3), e101-e114.

. Miners, A., O’'Mahony, B., Lee, C. A., & Noone, D. (2019). Economic aspects of
haemophilia management. Haemophilia, 25(2), 179-187.
. Srivastava, A., Santagostino, E., Dougall, A., Kitchen, S., Sutherland, M., Pipe, S. W.,

... & Mahlangu, J. (2020). WFH Guidelines for the Management of Hemophilia, 3rd edition.
Haemophilia, 26(Suppl 6), 1-158.

. Taha, M., Taha, S., & EI-Sherbiny, N. (2014). Psychosocial problems in Egyptian
children and adolescents with haemophilia. Eastern Mediterranean Health Journal, 20(11), 732—740.
. von Mackensen, S., & Bullinger, M. (2004). Psychological issues in haemophilia

management. Haemophilia, 10(s1), 144—149.
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Hemofilide Dengeleyici (Rebalancing) Ajanlar: Concizumab, Marstacimab ve Fitusiran —
Uygulama, Siklik ve Giincel Bilgiler
Veysel Gok
Erciyes Universitesi Tip Fakiiltesi, Gocuk Hematolojisi ve Onkolojisi Bilim Dali

Girig

Hemofili tedavisinde uzun yillar boyunca temel yaklasim eksik faktoriin yerine konmasi olmustur. Ancak
faktor konsantrelerinin kisa yari émrd, intravendz uygulama zorunlulugu ve inhibitdr gelisimi gibi sorunlar
klinik pratigi sinirlamaktadir. Bu nedenle son yillarda faktor digi tedaviler (non-factor therapies) giindeme
gelmistir. Emicizumab’in hem inhibitdrli hem de inhibitérsiiz hemofili A hastalarinda sagladigi basari,
pihtilasma sistemini farkli hedeflerden moddle eden yeni tedavilere ilgiyi artirmistir.

Dengeleyici ajanlar (rebalancing agents), eksik faktoriin yerine konmasi yerine pihtilagsma sistemindeki
antikoagilan mekanizmalari baskilayarak hemostazi yeniden kurmayi hedefler. Bu stratejiyle hem
inhibitérli hem de inhibitérsiiz hemofili olgularinda uzun sureli, subkutan ve pratik tedavi olanaklari
sunulmaktadir. Ginimizde 6ne ¢ikan ajanlar arasinda concizumab, marstacimab ve fitusiran yer
almaktadir.

1. Concizumab (Alhemo®)

Concizumab, TFPI'yi (Tissue Factor Pathway Inhibitor) inhibe eden bir monoklonal antikordur. Bu
mekanizma sayesinde ekstrinsik yol Uzerinden trombin Uretimini artirir ve hem inhibitorli hem de
inhibitorsiiz hemofili A ve B hastalarinda etkili olur. EXPLORER programinda, 6zellikle EXPLORER 7
galismasinda yillik kanama orani (ABR) %80’e varan oranda azalmistir (1). ilacin uygulama sekli
subkutan enjeksiyon olup, ilk giin yikleme dozu sonrasinda ginlik 0,2 mg/kg uygulanir. Dordincu
haftadan itibaren plazma diizeyine gore doz bireysellestirilebilir. En sik gorilen yan etkiler enjeksiyon
yeri reaksiyonlari ve bas agrisidir. Tromboemboli riski disiuk dizeydedir, ancak yakin izlem
Onerilmektedir.

2. Marstacimab (Hympavzi®)

Marstacimab da TFPI'yi hedefleyen bir monoklonal antikordur, ancak concizumab’dan farkl epitoplari
baglayarak etki gosterir. Subkutan uygulanan bu ilag, baslangigta 300 mg yiikleme dozu sonrasinda
haftada bir 150 mg seklinde kullaniimaktadir. BASIS Faz 3 ¢alismasinda yillik kanama oranlarinin, rutin
profilaksiye gore %35 ve kanadikga tedaviye gore %90'in Uzerinde azaldigi gosterilmistir (2).
Marstacimab genel olarak iyi tolere edilmistir; enjeksiyon yeri reaksiyonlari ve bag agrisi en sik bildirilen
yan etkilerdir. 2024 yili itibariyla ABD ve AB’de onay almig, Turkiye’de de ruhsat sUreci tamamlanmis
ancak geri 6deme kapsamina hentz alinmamistir.

3. Fitusiran

Fitusiran, RNA interferansina dayali yeni bir tedavidir. Karacigerde antitrombin sentezini azaltarak
trombin olugsumunu artirir. Subkutan uygulanan fitusiran, aylik ya da iki ayda bir enjeksiyonlarla
kullaniimaktadir. Klinik galismalarda hedef antitrombin diizeyi %15-35 arasinda tutulmus ve bu sekilde
bireysellestiriimis dozlamalar yapilmistir. ATLAS-PPX calismasinda, fitusiran profilaksisi inhibitorli
hastalarda ortalama ABR'yi %79,7 oraninda azaltti (P = .0021); inhibitorsiizlerde ise %46,4 oraninda bir
azalma saptandi (P = .0598). Ayrica medyan ABR her iki grupta da 0 olarak izlendi (3). Bununla birlikte
baslangicta bildirilen tromboemboli riskleri nedeniyle doz semasi revize edilmis ve daha dusik dozlarla
daha guvenli bir kullanim gekli benimsenmistir.

Tiirkiye’de Giincel Durum

Turkiye’de hemofili tedavisinde halen temel yaklasim faktor replasmani olup, son yillarda uzatiimis yari
dmiirlil faktorler yayginlagmustir. inhibitérlii hemofili A hastalarinda emicizumab profilaksisi dnemli bir
boslugu doldurmaktadir. Dengeleyici ajanlardan marstacimab kisa sire énce Turkiye’de ruhsat almistir,
ancak geri 6deme sistemine henlz dahil edilmemigstir. Concizumab ve fitusiran ise henliz ruhsatl
degildir. Onlimizdeki yillarda bu ilaglarin klinik kullanima girmesiyle hemofili tedavi algoritmalari dnemli
Olclde degisecek, 6zellikle inhibitorli hastalarda yeni tedavi se¢enekleri sunulacaktir.

Sonug

Dengeleyici ajanlar, hemofili tedavisinde yeni bir ddnemi baslatma potansiyeline sahiptir. Concizumab
ve marstacimab TFPI inhibisyonu yoluyla, fitusiran ise antitrombin diizeyini azaltarak hemostazi yeniden
dengelemektedir. Klinik calismalarda kanama oranlarini anlamli sekilde azalttiklari gdsterilmigtir.
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Turkiye’de bu ilaglarin erigimi sinirli olsa da, yakin gelecekte hem gocuk hem erigkin hemofili
hastalarinin tedavi segenekleri arasinda yer almalari beklenmektedir.

Kaynaklar
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Aug 31;389(9):783-794.

2. Matino D, et al. Marstacimab Prophylaxis in Hemophilia A/B Without Inhibitors: Results from the
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3. Kenet G, et al. Fitusiran prophylaxis in people with hemophilia A or B who switched from prior
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Hemofili ile Yag Alabilmek
Mustafa Tekinel

ilk Tani alindiktan sonra Hemofili ile miicadele oldukga zordu. Hastaligimin ne oldugunu bilmeden
onunla micadele etmek ve yasamak sisle kapli bir yolda otomobil kullanmak gibi bir seydi. Doktorunun
(Hematolog) bir elin parmaklari kadar oldugu bir ddnemin gocuklariydik biz.

O dénemler Hemofili, kanin pihtilasmamasi bir yerin kesildiginde ise kanin durmamasi olarak bilinirdi ki
hala 6yle bilinir. Bu tarz hastalarin fazla émirlerinin olmadigi dillendirilirdi Kapali kapilarin ardinda.
Cunkld Tam kan verilirdi Hemofili tedavisinde Taze donmus plazmaya (TDP) ulasmak ise ¢olde su
bulmak gibi bir seydi. Bdylelik le cocukluk ve genclik yillarimizi Tedavideki eksikliklere, yetersizliklere ve
olumsuzluklar ragmen atlatmaya calistik tipki bir agacin ¢iplak gdvdesi gibi, dallarimizi géremeden
gelecedimiz olacak m1 yada gelecek olacaksa bize ne sunacakti Hastaligimiz.

Geldigim noktada Her iki dizimden 1995 yilinda yapilan Total diz protezi ameliyati Sol Dirsek ve sol ayak
bilegi Hemofiliye bagli Hemofilik artropati ve hareket kisithhgi. Hayatim dan higbir sikayetim olmadi
bunca problem ve agrili bir yasam sirmeme ragmen ben Hemofili ile yasamayl ve sonrasinda
yaslanmayi 6grendim, birbirimizi hep kolladik Distik ama yine kalktik finalde ikimizde yaslandik
olgunlastik ve bilge olduk. Yaglandikga Gévdesi Ciplak olan o agacin dallarini gorir olduk artik. Ulkenin
Ekonomik durumu Saglk politikalari der ken dogru tedavi imkanlarinin olusturulamadigi ve ilaca
erisimin olmadig1 zamanlardan bu ginlere kadar geldik.

Simdi Ne Haldeyiz;

Hemofili tedavisindeki gelismeler sayesinde yasam siresi saglikli bireylere yakin hale gelmis durumda.
Ancak bu durum, daha énce goérulmeyen yasa bagdlh morbiditelerin de ortaya gikmasina neden oldu. Dis
Hastaliklari,Eklem hastaliklari ve hasarlari (Total Diz ve Kalga Protezi), karaciger hastaliklari ,
kardiyovaskdler hastaliklar (Stend ve bypass), bobrek yetmezlikleri ve kanser tiirleri dahildir.

Yaslilikta ortaya ¢ikan yasa bagh hastaliklar:
Hipertansiyon, diyabet, obezite, yliksek kolesterol gibi risk faktorleri hemofilili bireylerde iyi takip
edilmelidir

Eklemler ve artropati:

Proflaksi uygulanamayan ya da ge¢ baslayan bireylerde eklem hasari ilerledikge diisme riskine ve
fonksiyon kaybina yol acar. Fizik tedavi, RICE uygulamalari, agri ydnetimi, sinovektomi ve eklem protezi
gibi yontemler bu sureci ydnetmede 6nemlidir

Oneriler
Sistematik saglik taramalari: Hipertansiyon, diyabet, kolesterol, karaciger ve bdbrek fonksiyon
testleri gibi taramalar periyodik olarak yapiimali
Eklem saghigi ve kemik yogunlugu takibi: DEXA ve denge testleri, fizik tedavi planlari yaslanmayi
ydnetmede kritik.
Proflaksi ve koruyucu tedaviler: Ge¢ kalmadan baslanmis proflaksi, ileride olusabilecek
komplikasyonlari azaltmada olduk¢a etkili.
Mental ve yagam kalitesi odakli yaklagim: Psikososyal destek, hareketli yas alma ve birey odakl
bakim bu surecin dnemli parcalaridir.

Planlama ve Yonetim Onerileri

Proaktif Koruma (Profilaksi)

Geng yasta, dizenli faktor replasmani ile artropati gibi komplikasyonlarin énlenmesi yaslandikga
hareket kabiliyetini korumada kritik 6neme sahiptir

Uzmanlar Arasi Multi Disipliner Yaklagim

Hematologlar, kardiyoloji, nefroloji, gastroenteroloji, ortopedi gibi farkli uzmanlarla koordineli bir
tedavi plani uygulanmalidir.

Yasam Tarzi Faktorleri

Saglikli diyet, diizenli egzersiz (6rnegin eklem dostu ylizme veya disik soklu makinelerle), ideal
kilo gibi 6nleyici stratejiler hem eklem saghgdina katki saglar
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Diizenli Taramalar ve izlem

Kanser taramalari, karaciger fonksiyon testleri, bdbrek fonksiyon élgtimleri gibi rutin kontroller
yasla birlikte 6nem kazanir

Cerrahi Hazirlik ve Kanama Onlemleri

Tibbi prosedirler 6ncesinde faktor replasmani planlanmali ve kanama kontroli saglanarak risk
minimize edilmelidir

Ozetle:

Hemofili hastalarinin yaslanmasi artik gorilen bir olgu ve bu slrecte kargilasilan hem hastaliga 6zgi
hem de genel yaslanma kaynakli durumlar saglik sisteminde 6zel bir yaklagim gerektiriyor. Erken
mudahale, kapsaml takip ve multidisipliner tedavi, yasam kalitesini ve islevselli§i korumada kritik rol
oynar.

Hemofili kelime anlami;
Kan Dostu Demek.Dostlugumuz Siphe kaldirmaz
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Hemofilide Egzersiz
Ece Cinar

Hemofili hastalarina akut ve kronik ddnemde egzersizin uygun sekilde yapilmasi, hem kontraktiir ve
eklem deformitelerinin gelismesini engellerken, hem de kas glicl kaybi ve tekrarlayan kanamalarda da
azalmaya imkan taniyacaktir. Fiziksel aktivite, saglkli bir yagsam igin ¢gok 6énemlidir. Sportif aktiviteler
oyunlar ve egzersizlere katihm, fiziksel, mental ve emosyonel olarak kaliteli bir yasamin dogal
araglaridir. Bu gergekler hemofililer igin de géz ardi edilmemelidir. Hemofilik hastalarin diizenli egzersiz
yapmalari gcok énemlidir. Egzersizler genel saglik, eklemlerin korunmasi ve kaslarin gug¢lendiriimesi igin
¢cok 6nemlidir. Ancak, 6zellikle kligUk yastaki cocuklarda, kolaylikla sikildiklari ve tekrardan kagindiklari
icin, bunu surdirmek kolay olmamaktadir. Bu nedenle c¢ocuklarin hoglanacaklari, oyun ve spor
aktiviteleri tarzinda egzersiz programlarinin diizenlenmesi gereklidir. Cocuklarin, egzersizleri gérev
olarak degil oyun olarak gérmeleri saglanmalidir.

Akut dénemde kanamali bolgenin istirahate alinmasi, kanamanin gerilemesi i¢in gereklidir. Ama, uzun
sireli istirahat kaslarin zayiflamasina ve eklem hareketliliginin azalmasina neden olur. Bu nedenle,
kanamali bolgede akut donem egzersizleri Kanamanin olmadigi diger eklemlerde ise kronik dénem
egzersizlerine devam edilmelidir.

Kanamali akut dénemde 6ncelikle izometrik kuvvetlendirme egzersizleri uygulanirken bir yandan da
eklemin korunmasi, soguk uygulama gibi ek yontemler de kullanilir.

Subakut dénemde kanama hemen hemen tamamen gerilemis, agrn azalmigtir. Akut dénem
egzersizlerine ek olarak, eklem hareket acikligi egzersizlerine baglanmalidir. Egzersizler glinde 3 kez,
10’ar tane yapilmalidir. Diger eklemlerde ise kronik ddnem egzersizlerine devam edilmelidir.

Kronik donemde, subakut ddnemde yapilan tim egzersizler direngli olarak yapilir.

Agirhkli egzersizler sirasinda kanama olursa, kanamali eklemde akut ve subakut donem tedavilerine
geri donulur. Diger eklemlerde direncli egzersizlere devam edilir. Kanama geriledikten sonra bu eklemde
de direncli egzersizlere yeniden baglanir.

Travma riski nedeniyle birgok hemofilik birey ve ailesi sportif aktivitelerden kaginabilmekte ya da
hekimler tarafindan bu aktiviteler ileri derecede kisitlanabilmektedir. Bu yondeki gorisler son yillarda
onemli derecede degisiklige ugramistir. Hemofilili bireyin kemik ve kaslarinin giiglenmesi, guinliik yasam
aktiviteleri sirasinda eklemler ve kaslar igin koruyucu olacaktir. Zayif kaslarla desteklenmis, kemik yapisi
zayif bir eklemin / kasin basit travmalarla bile kolayca zedelenebilecegdi unutulmamalidir. Spesifik
izokinetik kas guglendirme egzersizlerinin kanama sayisini artirmaksizin kas guctnde anlamli derecede
artis sagladigi gosterilmistir. Egzersizlerin faktor VIl diizeyinde artis saglayabilecegi de belirtiimektedir.

Hemofilik bireylerde yapilacak sportif aktivitelerin yararlari ve riskleri iyi bilinmeli ve hasta uygun sporlara
yonlendiriimelidir. Hemofililere 6nerilen sporlar ylizme, yiriiyls, masa tenisi, golf ve okguluktur. Yizme,
glvenle onerilen bir dayaniklilik egzersizidir. Kanama riski tagsimadigi gibi, genel konduisyonun
artinimasinda da ¢ok yararldir. Kurbagalama ve kelebek yizme, 6zellikle dirsekler ve dizlere fazla yiik
bindirecedinden dnerilmemektedir. Yararli olmakla beraber belirli oranda riskli sporlar ise, basketbol,
bisiklet, bowling, jogging, tenis, voleyboldur. Kesinlikle dnerilmeyen sporlar ise boks, kayak, futbol,
motorsiklet binme, glre¢ ve atciliktir
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Hemofilide Giincel Gelismelerin Hemsirelik Uygulamalarina Yansimalari
. Hayriye Basger
Akdeniz Universitesi Hastanesi Pediatrik Hematoloji Onkoloji

Hemofili kapsamli bakimi, hemofili ve komplikasyonlarinin teshisi, tedavisi ve yonetimi igin gerekli olan
multidisipliner tibbi hizmetleri icerir ve hemofili tedavi merkezlerindeki kapsamli bakim ekibinin temel
Uyeleri tarafindan saglanir. Hemofili hastalar igin Dinya Hemofili Federasyonu (WFH), hemofili
konusunda uzmanlik ve deneyime sahip ¢ok disiplinli saglik profesyonelleri ekibi tarafindan kapsamli
bakimin koordineli bir sekilde sunulmasini 6nermektedir. Ekip Uyelerinin Ustlendigi roller, egitimli
personelin varligina, uzmanligina ve merkezdeki hizmetlerin organizasyonuna bagli olarak merkezlerde
farkhlklar gosterebilir. WFH, hemofili hastalarina, aile tyelerine ve diger bakicilara, kanamalarin ve ilgili
komplikasyonlarin 6nlenmesi ve yagsam planlamasi igin hastaligin yonetimini ve yeterli anlayisini
saglamak amaciyla egitimi gerektirir. Kapsamli bakimin temel bilesenlerini; kanama ve eklem hasarinin
Onlenmesi, kanama ataklarinin hizh ydnetimi, eklem kanamalarindan sonra fizik tedavi ve
rehabilitasyon, agri yonetimi, kas-iskelet sistemi komplikasyonlarinin yénetimi, inhibitdrlerin ve diger
eslik eden hastaliklarin 6nlenmesi ve yonetimi, dis bakimi, yasam kalitesi degerlendirmeleri ve psiko-
sosyal destek, genetik danismanlik ve tani, hasta/aile bakicisi egitimi ve destegi, laboratuvar hizmetleri
ve tedavi olanaklariyla birlikte acil bakim olusturmaktadir.

Kapsamli bakim ekibinin Gyesi olarak hemsgirenin rollerini; komplikasyonlarin énlenmesi, kanama
yoénetimi, destek tedavi, aile ve yasam duzeninin korunmasi, ev tedavisi, egitim ve iletisim koordinasyon
olusturmaktadir.

Hemofili tedavisindeki gelismelerle birlikte hemsirelik bakiminda da slrekli egitim ve gelisim 6énem
kazanmistir. Yapilan bitincdl bir inceleme, Hemofili hemsiresinin bes temel, birbiriyle iligkili egitimci,
koordinator, destekleyici, tedavi eden ve arastirmaci rolleri etrafinda sekillenen gesitli ortamlarda farkli
gorevi gercgeklestirdigini gdstermektedir. Bu roller arasinda egitim ve bakim koordinasyonu merkezi bir
roldur. Yeni subcutan uygulama ve gen tedavisi de dahil olmak Uzere tedavi ortamindaki mevcut ve
devam eden degisiklikler, bu bes rolin tamamini etkilemektedir. Bu nedenle hemsirelerin mesleki
gelisiminde sdreklilik énemlidir.

Hemofili bakiminda hemsirelik uygulamalari, son on yilda faktor infiizyonlarina odaklanan geleneksel
yaklasimin, uzatilmis yari émirli Grinlere, bispesifik antikor tedavilerine ve diger replasman digi
tedavilerle genislemistir. intravendz uygulamalar ve ev infiizyon egitimleri yani sira uzun etkili ve
replasmansiz tedavilere gegis, hemsirelik uygulama alanini genisletmistir. Hemofili hemsiresinin glincel
girisimleri ile kapsamli bakimin koordinasyonu ve sunumundaki roli devam etmektedir.

Hemofili hemsiresinin glincel roliini besleyecek bilgi, saglik hizmetlerinde kullanilan iki degisim teorisi
modeli ile desteklenebilir; Lewin'in (¢ adimli degisim modeli ve Kotter'in sekiz adimli degisim modeli.
Lewin ve Kotter yaklasimlari bugliniin giincel gelismeleri ve gelecekteki olasi gelismeler igin hemofili
hemgirelerinin degisimde degerlendirme, yapilandirma ve lider olmalar igin gvenilir bir rehberdir.

Lewin'in degisim teorisi, hemsire liderlerinin uygulama degisikliklerini anlamalari ve yonlendirmeleri igin
birgok klinik alanda kullanilan, saglik hizmetlerinde iyi bilinen bir degisim teorisidir. Lewin'in teorisi,
mevcut durumu etkileyen ve onu mevcut halinde tutan glcler veya faktorler olduguna olan inanca
dayanir. Bu guglerin batunuyle belirlenmesi, degisimi nasil ileriye tagiyacagimizi veya uygulamayi eski
calisma bigimlerine saplanmigs halde tutan kisitlayici gugleri nasil azaltacagimizi gosterir.

Kotter'in sekiz adimli degisim modeli, saglik hizmetlerinde degisime dncllik etmek icin kullanilan ve
degisimi kolaylastirmak ve sirdirmek igin bir dizi ardisik adim etrafinda yapilandinimistir. Kotter,
degisimin bagarili olmasi icin ardigik bir ilerleme kaydetmesi gerektigini; adimlari atlamanin veya bir
adimda hata yapmanin ivmeyi yavaslatabilecegini ve kazanimlari olumsuz etkileyebilecegini
vurgulamigtir.

Hemofilide tedaviye iligkin tibbi kararlar, hemofilinin tir( ve siddeti, hemofili hastasinin yasi, tedavi
uyumu, mevcut tedavi segenekleri ve hasta tercihleri gibi gesitli hususlara dayanmaktadir. Hemofili igin
gelisen tedavi ortamiyla birlikte, hemofili hastalarinin yagamlari boyunca tedavi planlarinda degisiklikler
olabilir. Bu dogrultuda her hasta i¢in tedavi planina uygun gereksinimler belirlenmeli, bireysellestiriimis
egitim ve bakim plani yapilmahdir.
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Sonug olarak; Hemofili hemsireleri, uzmanlasmis klinik bilgi ve becerileriyle, tedavilerdeki yeniliklerin
kendi uygulama alanlarina getirebilecedi potansiyeli anlarlar ve degisim igin merkezi bir konumda yer
alirlar. Hemofili hemsireleri, her hastanin kendine 6zgu ihtiya¢ ve zorluklarina gére hasta tedavi
basarisini en iyi sekilde desteklemek igin egitim ve bakim programlari gelistirebilirler. Ayrica, mevcut
hemofili hemsiresi yeterlilikleri ve aracglarinin yani sira, degisim modellerinin temel rehberliginden
yararlanarak hastalar icin iyilestiriimis saglik sonuglari olasihidiyla hasta merkezli, bireysellestiriimis
bakimi destekleyebilir.
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Hemofili Bakimindaki Hassasiyetlere Butiinciil Yaklagim
_ Seda Ardahan Sevgili
Ege Universitesi Hemsgirelik Fakiiltesi

Girig

Hemofili A ve Hemofili B, X’e bagli resesif genetik gegisli, yasam boyu siren bir tek gen hastaligidir.
Faktorin dodumsal olarak eksikligi ya da yokluguna bagli, hayati tehdit edici komplikasyonlarin
gorulmesi riski tagiyan bir kanama/pihtilasma bozuklugudur (Kavakl, 2022). Hemofili tanili gocuklarin
yasamlarinin tim dénemlerinde kapsamli bir bakima gereksinimi vardir. Bu kapsamli bakimda tibbi
tedavinin uygulanmasi ile kaliteli ve batiincil hemsirelik bakiminin sunulmasi, dolayisiyla gerek gocugun
gerek ailenin yasam kalitesinin artirlmasi amaglanmaktadir. Yasam kalitesi kavrami “bireyin istek ve
gereksinimlerinin doyum saglayacagdi bicimde karsilanmasi, algiladidi ya da hissettigi, mutluluk, doyum,
uyum, iyilik hali’ olarak tanimlamistir (Hemsirelik Terimleri S6zltgu, 2015). Hemofili tanili bir birey igin
yasam kalitesi kavrami, bireyin fiziksel ve psikolojik/emosyonel sagligi, bagimsizlik ve aktivite diizeyi,
sosyal akran iligkileri, gevresel faktorler, tedaviye ve normal yasama uyum faktorlerle dogrudan ilintilidir
(Niu et al., 2022). Bu baglamda hemofili tanili gocukta tibbi ve hemsirelik bakimindaki hassasiyetlere
bitlinclil yaklagimda rehber niteligindeki yasam kalitesi boyutlari ve iligkili faktorler asagida
incelenmigtir.

Yasam Kalitesi Boyutlar Cergevesinde Hemofili Bakimi

Diinya Saglik Orgiitii Yagam Kalitesi Calisma grubu (WHOQOL) fiziksel, psikolojik, sosyal ve gevresel
olmak Uizere doért boyutta incelemektedir (WHO, 2012).

Fiziksel Saglik Boyutu: Hemofili tanili gocuklarin yasadigi komplikasyonlara bagl hareket kisithihgi ve
agr1 yonetimi, kanama epizodlarinin kontroll, eklem saghgini korunmasi, gunlik yasam aktivitelerinin
surdurtlmesi, yorgunlugun azaltilmasi ve enerjinin korunmasi ile komplikasyonlarin énlenmesi bu
boyutta degerlendirilebilmektedir.

Psikolojik / Emosyonel Saglik Boyutu: Cocuklarda gorilebilecek olan anksiyete, depresyon, stres,
korku, 6zgiiven sorunlari, fonksiyonel yetersizlik hissi ve yonetimi, hastalikla bas etme becerileri, benlik
saygisinda azalma, gelecege yonelik kaygilar, gunlik yasamda bagimsizlik bu boyutta yer almaktadir
(Wang et al., 2024).

Sosyal Boyut: Kardeg/akran iligkileri, egitim hayatina devamlilik ve is glicline katilim, sosyal katilim ve
izolasyon, ¢zellikle ergenlerde toplumsal damgalanma, sosyal/sportif aktivitelerden geri kalma gibi
durumlar bu boyuttadir.

Cevresel Boyut: Tedaviye erisim, hastaneye ulasim kolayhdi, tedavi maliyetleri tedaviye bagh
ebeveynlerin is glici kaybi, aileye getirdigi finansal yik, ailenin sigorta / sosyal giivence olanaklari da
bu boyut altinda ele alinabilmektedir (Senol et al., 2006).

Sonug

Turkiye Cumhuriyeti Saglhk Bakanhdi tarafindan 19 Nisan 2011 tarihinde yayinlanmis olan Hemsirelik
Yonetmeligi gérev tanimlarina gére hemsireler, profesyonel hemsirelik rolleri dogrultusunda; bireyin
yasam kalitesini degerlendiren, artirmada her asamada destekleyen, kendine bakimi gelistirerek yasam
kalitesini artirmayi 6greten, gereksinim bulunan konularda danigmanlik yapan, yasam kalitesini
gelistirmek icin semptom ydnetimi ve destek bakimi saglayan, bireylerin yagam kalitelerini yikseltecek
uygulamalar konusunda dunya literatlrinu takip ederek ve gelismelerin kuruma uyarlanmasi ile ilgili
diizenlemeleri 6neren ve uygulayan profesyonel saglik disiplini tyesidir (TC Hemsirelik Yénetmeligi,
2011). Bu baglamda hemofili tanili gocuklarda ve ailelerinde bakimin hassas noktalarina butincdl
yaklagimda yasam kalitesinin korunmasi ve gelistiriimesi, hemsgirelik bakiminin énemli bir pargasidir.
Farkh boyutlarda ele alinmakla birlikte kanama epizodlarinin énlenmesi, komplikasyonlarin erken fark
edilmesi ve ginlik yagam aktivitelerinin desteklenmesi; kaygi, depresyon ve dzglven sorunlarinin
azaltiimasi, uyumun artinimasi; ¢ocugun aile, akran ve okul yasamina etkin katilimini saglanmasi;
guvenli yasam kosullarinin olusturulmasi, saglik hizmetlerine ve egitime erisimin kolaylastiriimasi ile
yakindan iliskilidir. Dolayisiyla, profesyonel hemofili hemsirelerinin sundugu butiincil bakim, hemofili
tanili gocuklarin yalnizca hastalik/tedavi yonetimini degil, ayni zamanda uzun vadeli iyilik halini ve
toplumsal yagama uyumunu da destekleyen vazgecilmez bir suregtir.
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Malpraktis ve Yapay Zeka
Hamide Nur Cevik Ozdemir
Afyonkarahisar Saglik Bilimleri Universitesi, Cocuk Sagligi ve Hastaliklari Hemsireligi

Giris: Hemofili, genetik pihtilasma sistemi bozukluguna bagli olarak yasam boyu siiren bir tek gen
hastaligidir (Kavakli, 2022). Tani ve tedavi slireci multidisipliner bir yaklasim gerektirir. Ancak hastaligin
seyri sirasinda Ozellikle gecikmis tani, yanlis tedavi protokolleri, doz ayarlama hatalari, hatta acil
durumlarda uygun faktoér replasmaninin yapilamamasi ciddi tibbi hatalara ve hasta glvenligi sorunlarina
yol agabilmektedir (Tarniceriu ve ark., 2025; Uminski ve ark., 2025).

Hemofili 6nemli klinik ve terapotik zorluklar igermektedir. Hastaligin geleneksel tedavi yaklagsimlari,
kanama ataklarini énlemek igin ihtiyag halinde veya profilaksi olarak uygulanan pihtilagsma faktori
konsantreleriyle replasman tedavisini icermektedir. Ancak, hasta yanitlarindaki degiskenlik ve inflize
edilen faktorlere karsi inhibitdrlerin gelistiriimesi, tedavi etkinligini zorlagtirmaktadir (Levy-Mendelovich
ve ark., 2023). Son yillarda yapay zeka (YZ), karmasik klinik sorunlara yenilik¢i ¢gozimler sunarak tip
alaninda donuasturtci bir glc olarak ortaya ¢ikmistir. YZ, bilgisayarlarin verilerden 6grenmesini, kaliplari
belirlemesini ve minimum insan mudahalesiyle kararlar almasini saglayan makine 6grenimi ve derin
6grenme tekniklerini kapsar. Bu teknolojiler, tanisal gérintileme, genomik ve kigisellestiriimis tip dahil
olmak Uzere cesitli alanlarda uygulanmis ve hasta bakimini ve sonuglarini iyilestirme potansiyelini
ortaya koymustur (Ai ve ark., 2023; Vaswani ve ark., 2017).

Hemofili baglaminda, YZ uzun siiredir devam eden zorluklarin ele alinmasi igin umut verici firsatlar
sunmaktadir. Ongériicti modeller ve karar destek sistemleri ile kanama risklerinin degerlendirilmesine,
profilatik rejimlerin uyarlanmasina yardimci olabilmektedir. YZ destekli sanal ve uzaktan takip edilebilen
sistemler, hemofili hastalarina kisilestiriimis programlar sunmakta, ilerlemeyi izleyerek komplikasyonlari
onlemek i¢in dngodricl analizler sunarak rehabilitasyonu destekleyebilmektedir.Bunun yani sira sohbet
robotlari gibi yapay zeka destekli dijital saglik araclari, 6zellikle uzman bakima erigimin sinirli oldugu
kisith ortamlarda hasta destegi ve hastalik ydnetimine yardimci olan egitim kaynaklari olarak ortaya
cikmaktadir (Tyrrell, 2023). Ayrica otomatik transkripsiyon hizmetleri, karar destek sistemleri gibi yapay
zeka destekli araglar, dokiimantasyon siireglerini kolaylastirarak saglik profesyonelleri tizerindeki idari
yuku hafifletme potansiyeline sahiptir.

Bu teknolojiler, idari gérevlere harcanan sureyi azaltarak klinisyenlerin hasta merkezli bakima daha fazla
odaklanmasini saglayabilir (Bini, 2018; Levy-Mendelovich ve ark., 2025).

Hemofili hastalarinda yanlis veya gecikmis tani, doz hesaplama hatalari, kanama ataklarinin yanhs
yonetilmesi, cerrahi girisimlerde hazirliklarin yetersiz olmasi, inhibitor gelisen hastalarda dogru ve etkili
protokollerin izlenmemesi ve hastalarda olusan komplikasyonlarin gbézden kacgiriimasi malpraktis
nedenleri olarak karsimiza ¢ikmaktadir. Yapay zekd, hemofili yonetiminde farkli alanlarda saglik
profesyonellerine destek sagdlayarak malpraktis riskini azaltma potansiyeline sahiptir. YZ destekli
algoritmalar, genetik analizler ve géruntileme verilerinin igslenmesi sayesinde erken tanida yardimci olur
ve yanlis taniya bagh hatalarin 6niine gecebilir (Levy-Mendelovich ve ark., 2025). Tedavi slrecinde ise
kisisellestiriimis faktor replasman tedavisi igin en uygun doz hesaplamalarini optimize ederek, eksik ya
da fazla doz uygulamasina bagl komplikasyonlarin énlenmesini saglar. Klinik karar destek sistemleri,
Ozellikle acil kanama yodnetiminde hekime hizli uyarilar sunarak kritik anlarda hata yapma olasiligini
azaltirken; mobil uygulamalar ve yapay zeka tabanli izleme sistemleri kanama sikhgini, eklem hasarini
ve tedavi yanitini dizenli olarak takip ederek erken miudahale imkani sunar.

Bununla birlikte, YZ sistemlerinin kendisi de etik, hukuki ve sorumluluk sorunlarini beraberinde
getirmektedir (Almemari ve ark., 2024).

Sonug: Hemofili hastalarinin yasam kalitesini artirmak ve malpraktis riskini en aza indirmek igin YZ
tabanli ¢dzimler buyilk bir potansiyele sahiptir. Bununla birlikte, hemofili yonetiminde malpraktis
risklerini en aza indirmenin yolu yalnizca teknolojiden degil; gucli teorik ve klinik bilgiye, deneyime, etkin
ekip galismasina ve uygun teknolojik destegin dogru kullanimina dayanmaktadir. YZ sistemlerinin klinik
uygulamalarda hekim ve hemsireler icin destekleyici bir ara¢ oldugu; kararlarin nihai sorumlulugunun
ise her zaman saglik profesyonellerine ait oldugu unutulmamaldir.
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Quality of Life Assessment in Parents of infants With Severe Hemophilia a Without Inhibitors
After Emicizumab Prophylaxis
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Abstract

Severe hemophilia A is a chronic bleeding disorder characterized by spontaneous and traumatic
bleeding. It negatively impacts the quality of life of both patients and their caregivers. There is limited
real-world data investigating the quality of life of parents of infants receiving bispecific antibody
emicizumab prophylaxis. Our center aimed to investigate the quality of life of parents of infants under 2
years of age who received emicizumab prophylaxis compared to pre-treatment levels.

In Tirkiye, emicizumab has been reimbursed by the reimbursement agency for pediatric patients with
severe hemophilia A since March 8, 2025. From this date onward, the Short Form Health Survey (SF-
36®) was administered face-to-face to parents of infants under 2 years of age who started emicizumab
prophylaxis and those who completed the 3-month prophylaxis period. Patient demographics were
recorded.

At our center, there were six infants who were initiated on emicizumab prophylaxis after March 2025
and completed the 3-month prophylaxis period. All patients were male infants with severe hemophilia,
with a median age at diagnosis of 7 months (range, 5-13 months) and a median age at prophylaxis
initiation of 12 months (range, 6-22 months). The median number of days of factor administration before
emicizumab was 3 days (range, 0-5 days). The median body weight at the time of treatment initiation
was 10.5 kg (range, 9-12.2 kg). All patients received a loading dose of 3 mg/kg/dose subcutaneously
every week for four weeks, followed by a maintenance dose of 3 mg/kg/dose every other week starting
in the fifth week. No bleeding was observed in the patients within three months, and no factor VIII
administration was required. The parents reported that their children's health was excellent, much better
than it was three months ago, and that their babies could perform all the activities of normal children
and had no restrictions. They also stated that they were feeling well physically and emotionally, and that
their anxiety and fears had diminished compared to before. The fact that the babies were exhibiting
activity in a manner indistinguishable from that of normal children suggests that they were "growing up
unaware that they had hemophilia."

Keyword(s): hemophilia A, prophylaxis, Emicizumab, quality of life
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Severe hemophilia A is a chronic bleeding disorder characterized by spontaneous and traumatic
bleeding. It negatively impacts the quality of life of both patients and their caregivers. There is limited
real-world data investigating the quality of life of parents of infants receiving bispecific antibody
emicizumab prophylaxis (1). In a multicenter study in Tirkiye, when hemophilia patients with brain
hemorrhage were evaluated, it was recently shown that brain hemorrhages in the neonatal period are
very risky in terms of sequelae (2). Brain hemorrhages occurring before prophylaxis in patients with
hemophilia A during their first year of life can lead to death or disability. Therefore, effective prophylaxis
with emicizumab, administered subcutaneously without compromising vascular access, is
recommended at an early age (3). After babies are diagnosed with hemophilia, parents experience
significant anxiety and distress. Studies have shown that emicizumab prophylaxis improves the quality
of life in both children and adults. It has even been shown to improve the quality of life of caregivers (4).

However, there are no studies demonstrating the quality of life of caregivers in children who
started prophylaxis in the first two years of life. Our center aimed to investigate the quality of life of
parents of infants under 2 years of age who received emicizumab prophylaxis compared to pre-
treatment levels.

Patients and Methods

In Tirkiye, emicizumab has been reimbursed by the reimbursement agency for pediatric
patients with severe hemophilia A since March 8, 2025. From this date onward, the Short Form Health
Survey (SF-36®) was administered face-to-face to parents of infants under 2 years of age who started
emicizumab prophylaxis and those who completed the 3-month prophylaxis period. Patient
demographics were recorded.

Results

At our center, there were six infants who were initiated on emicizumab prophylaxis after March
2025 and completed the 3-month prophylaxis period.

The patients were male infants with severe hemophilia, with a median age at diagnosis of 7
months (range, 5-13 months) and a median age at prophylaxis initiation of 12 months (range, 6-22
months). The median number of days of factor VIII exposure before emicizumab was 3 days (range, O-
5 days). The median body weight at the time of treatment initiation was 10.5 kg (range, 9-12.2 kg). All
demographic information is summarized in Table 1.

All patients received a loading dose of 3 mg/kg/dose subcutaneously every week for four weeks,
followed by a maintenance dose of 3 mg/kg/dose every other week starting in the fifth week.

No bleeding was observed in the patients within three months, and no factor VIl administration
was required.

The parents reported that their children's health was excellent, much better than it was three
months ago, and that their babies could perform all the activities of normal children and had no
restrictions. They also stated that they were feeling well physically and emotionally, and that their anxiety
and fears had diminished compared to before. The fact that the babies were exhibiting activity in a
manner indistinguishable from that of normal children suggests that they were "growing up unaware that
they had hemophilia."
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Table 1. Demographic findings of the patients.

Patients Age at Age at start of Time from Exposure Body weight at
diagnosis | Emicizumab diagnosis to Days of start of
(months) | (months) start of Factor VIiI Emicizumab
Emicizumab (kilograms)
(months)
1 13 22 9 5 1
2 5 12 7 3 12,2
3 6 8,5 2,5 0 9,5
4 8 16 8 3 10
5 10 12 2 4 1
6 6 9 3 0 9
Discussion

The National Hemophilia Foundation of the USA and the World Federation of Haemophilia have
both endorsed emicizumab as an important therapeutic option to achieve primary prophylaxis in infants
with severe HA. It is recommended that primary prophylaxis is initiated at any time after birth (<2 years
old or even before the first clinical bleed), given the increased risks of developing potentially life-
threatening spontaneous and traumatic intracranial hemorrhages without the initiation of primary
prophylaxis (1).

A previous publication demonstrated that prophylactic emicizumab provided significant and
sustained improvements in quality of life in children with pediatric hemophilia A with inhibitor and their
caregivers (4).

Clinical trials with emicizumab are called Haven studies. The Haven 7 study included patients
younger than 12 months. The primary analysis results of the HAVEN 7 study investigating the efficacy,
safety, pharmacokinetics (PK), and pharmacodynamics (PD) of emicizumab in infants from birth to <12
months of age have been published. This publication demonstrates that emicizumab is effective and
well tolerated in infants with severe HA who are not on FVIII inhibitors (5).

In our study, the quality of life of the parents of six patients who were started on emicizumab
prophylaxis under the age of two was assessed after three months of prophylaxis. This was a very early
quality of life assessment. This was a single-center study with a small number of patients. More parental
assessments after longer prophylaxis may provide more useful results.
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Introduction and Objective

Hemophilia is a genetically inherited bleeding disorder characterized by recurrent bleeding episodes
that significantly impact patients’ quality of life. While conventional factor replacement therapies are
effective in reducing bleeding frequency, they require lifelong intravenous administration, imposing
psychological and social burdens on patients. Recently developed gene therapy aims to provide
permanent correction of Factor VIII or IX deficiency, offering a promising alternative. This study aimed
to evaluate the psychosocial effects of gene therapy in hemophilia patients, specifically assessing post-
treatment satisfaction levels and the extent to which expectations were met.

Materials and Methods

A comparative analysis was conducted on 15 hemophilia patients who had undergone gene therapy at
least one year prior and 15 patients who had not received gene therapy, all of whom were followed up
at the Ege University Children’s Hospital Hematology Department. In-depth interviews were conducted
to analyze psychosocial changes, quality of life perceptions, and the impact on daily activities after
treatment. The study was approved by the ethics committee. Demographic data, pre- and post-treatment
concerns about bleeding, treatment expectations, post-treatment physical activity levels, changes in
social relationships, and satisfaction levels were assessed using Visual Analog Scale (VAS) scoring.

Results and Conclusion

The mean age of the study participants was 22.5 years. Fifteen patients had undergone gene therapy,
while 15 patients were in the control group. Among those who received gene therapy, there was a
significant reduction in bleeding-related anxiety (90%), an increase in physical activity levels (85%), and
a higher satisfaction rate (72%) compared to the pre-treatment period. However, some patients
experienced difficulties in psychological adaptation and reported that their treatment expectations were
not fully met. Furthermore, patients noted a significant improvement in social integration following
treatment, although concerns about the long-term effects of gene therapy persisted.
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Positive and Negative Perceptions of Gene Therapy in Hemophilia Patients
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Introduction:

Hemophilia is a chronic, inherited bleeding disorder characterized by a deficiency of clotting factors,
most commonly factor VIII (Hemophilia A) or factor IX (Hemophilia B), resulting in recurrent spontaneous
bleeding episodes, especially into joints and muscles (Srivastava et al., 2020). While medical
management has significantly improved outcomes for affected children, hemophilia continues to impose
a substantial psychosocial burden on families, particularly mothers who are often the primary caregivers.

Mothers of children with hemophilia frequently experience persistent anxiety, stress, and even
symptoms of trauma due to the unpredictable nature of bleeding episodes, the continuous vigilance
required for prevention, and the invasive treatment regimens involving frequent infusions (Hemmingsson
et al., 2022). Moreover, chronic caregiving stress has been linked to increased risk of depression, post-
traumatic stress symptoms, and impaired quality of life in caregivers of children with chronic illnesses
(Horesh & Brown, 2021).

Eye Movement Desensitization and Reprocessing (EMDR) therapy is an evidence-based
psychotherapeutic intervention developed for the treatment of trauma and post-traumatic stress disorder
(PTSD). EMDR facilitates the processing of distressing memories by combining bilateral sensory
stimulation (such as guided eye movements) with the recall of traumatic experiences, leading to a
reduction in emotional distress and cognitive distortions associated with the memories (Shapiro, 2018).

This clinical observation aimed to examine the emotional and cognitive burden of trauma-related
memories in mothers of children with hemophilia and to evaluate the short-term effectiveness of EMDR
therapy in reducing anxiety and stress symptoms in this specific caregiver population.

Methods:

Participants

Seven mothers, aged between 29 and 43 years (mean: 36.1 + 4.8), each caring for a child diagnosed
with hemophilia A or B, were recruited from a pediatric hematology clinic. Inclusion criteria included: (1)
being the primary caregiver of a child with hemophilia, (2) reporting significant anxiety or distress related
to caregiving, and (3) absence of other major psychiatric conditions unrelated to the caregiving
experience. Exclusion criteria included active psychosis, substance abuse, or current engagement in
another structured psychotherapy.

Procedure

Each participant underwent an initial comprehensive clinical interview to identify specific trauma-related
memories associated with their caregiving experience (e.g., witnessing severe bleeding episodes,
emergency hospitalizations). EMDR therapy was administered individually by a certified EMDR therapist
using the standardized eight-phase protocol:
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History taking and treatment planning

Preparation and psychoeducation

Assessment of target memory and associated cognitions
Desensitization using bilateral eye movements
Installation of positive cognition

Body scan for residual somatic distress

Closure and stabilization

Reevaluation of progress in subsequent sessions

® Nk W=

Each mother received between 4 and 6 EMDR sessions (mean: 5 sessions), each lasting approximately
60 minutes.

Outcome Measures

o Brief Psychiatric Rating Scale (BPRS): Administered pre- and post-treatment to assess
general psychiatric symptom severity.

e Subjective Units of Disturbance (SUD) Scale: Administered at each session to evaluate the
emotional intensity of the targeted traumatic memories (0 = no distress; 10 = extreme distress).

Statistical Analysis

Data were analyzed using paired-sample t-tests comparing pre- and post-treatment BPRS scores.
Statistical significance was set at p < .05.

Results
Clinical Outcomes

The mean pre-treatment BPRS score was 83.7 (SD = 13.11), which decreased to 46.3 (SD = 12.70)
post-treatment, reflecting an average reduction of 37.4 points. Paired-sample t-test analysis revealed
this decrease to be statistically significant (t(6) = 11.14, p <.001), indicating a large effect size (Cohen’s
d = 2.58).

SUD scores for targeted traumatic memories showed a consistent downward trajectory across sessions,
with initial mean distress ratings of 8.4 (SD = 1.0) declining to 1.2 (SD = 0.9) by the final session,
suggesting successful desensitization of trauma-related emotional responses.

Table 1. Participant Characteristics and Outcomes

D
Participant ID Age (years) Target Trauma Example Pre-BPRS Post-BPRS (SFLiJnaI)
1 29 Witnessed severe joint bleed in child 79 41 1
2 34 Emergency hospitalization 88 52 2
3 31 Child’s inhibitor diagnosis 85 45 1

4 43 ICU admission for hemarthrosis 90 55 2
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Participant ID Age (years) Target Trauma Example Pre-BPRS Post-BPRS (Final)
5 39 Painful venous access in child 82 48 1
6 37 Spontaneous intracranial bleed 95 50 1
7 32 Social stigma incident 78 37 1
Discussion:

his clinical observation demonstrates that EMDR therapy was highly effective in reducing trauma-related
anxiety and psychiatric symptoms in mothers caring for children with hemophilia. The significant
decrease in BPRS scores and near-complete resolution of SUD ratings indicates that processing
trauma-related memories through EMDR may alleviate the chronic psychological distress associated
with long-term caregiving.

These findings are consistent with previous studies showing the utility of EMDR in reducing post-
traumatic stress symptoms in caregivers of individuals with chronic ilinesses (Chen et al., 2023; Horesh
& Brown, 2021). Addressing caregiver mental health has broader implications beyond individual well-
being; improved caregiver resilience is associated with better adherence to treatment regimens, reduced
family stress, and improved outcomes for children with chronic conditions (Hemmingsson et al., 2022).

Limitations include the small sample size, absence of a control group, and short-term follow-up.
Nevertheless, the large effect size suggests that EMDR could be a valuable adjunctive intervention in
psychosocial support programs for families of children with hemophilia. Future research should explore
randomized controlled trials and examine the long-term sustainability of EMDR benefits in this
population.

In conclusion, EMDR therapy effectively reduced trauma-related psychiatric symptoms in mothers of
children with hemophilia. Incorporating structured trauma-focused interventions into comprehensive
hemophilia care may enhance caregiver well-being, improve family functioning, and indirectly benefit
pediatric patient outcomes.
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Aim: Hemophilic arthropathy (HA) develops as a consequence of recurrent intra-articular bleeding,
leading to chronic synovitis, cartilage destruction and joint degeneration particularly in the knees. [1]-
[3]. Total knee arthroplasty (TKA) is the gold-standard treatment for patients with end-stage osteoarthritis
(OA), as it can dramatically improve knee function and reduce intra-articular bleeding. [4], [5] TKA is
associated with high patient satisfaction rates, significant knee function improvement, and pain relief.
However, many studies have reported higher complication rates and lower implant survivorship in
hemophilic patients than in non-hemophilic patients. [6]-[8]

Aseptic loosening is a major cause of TKA failure. In a two-decade institutional review, aseptic loosening
was the second most prevalent cause of revision total knee arthroplasty (TKA), accounting for 31.98%
of cases. [9] In patients with hemophilia, prosthetic loosening is a leading cause of complications after
TKA, contributing significantly to revision rates. A 20-year cohort study reported that loosening is a
dominant long-term complication in this population. [10] Aseptic loosening occurs more frequently with
the tibial component of non-hemophilic TKA than with the femoral component. Studies have shown that
approximately 11% of revision TKAs occurring within one year after primary TKA are the result of aseptic
tibial loosening. [11]

A review of the literature on the outcomes and complications of total knee arthroplasty in hemophilic
patients reveals a lack of clarity regarding the measurement of differences in aseptic loosening of the
femoral and tibial components in these patients. Our study proposes a reversal of this phenomenon in
hemophilic patients, with femoral component loosening preceding tibial component loosening.

Methods: A retrospective analysis was conducted of all primary posterior-stabilised total knee
arthroplasties (TKA) performed in the our centre between December 2003 and December 2018. Patients
in Group 1 (n = 53) were age- and implant-matched to controls without haemophilia in Group 2 (n = 58).
Standardized cemented techniques, fluoroscopic guidance, and uniform rehabilitation protocols were
applied. Radiographs were obtained at 3, 6, and annually to 5 years, with loosening defined by
radiolucent lines >1 mm, osteolysis, or migration.

Results: Mean age at surgery was 35.7+9.2 years in Group 1 and 60.5+11.8 years in Group 2
(p<0.001). Femoral component loosening occurred in 22.6% of PwH versus 5.2% of controls
(p =0.011), whereas tibial loosening rates were 11.3% versus 8.6% (p =0.755). Mean time to femoral
loosening was 27.6 + 16.8 months (Group 1) versus 31.3 £ 13.9 months (Group 2; p=0.788), and to
tibial loosening was 20.4 + 18.2 months versus 9.6 + 9.5 months (p =0.134). Cox regression showed no
significant hazard difference for femoral loosening (HR 0.99, 95% CI 0.93-1.05; p=0.693). Post hoc
power for detecting femoral loosening differences was ~80%.

Group 1 Group 2 Comparison
MeantSD Range MeantSD Range p value
Age at the time of 35,7449,16 20-61 60,47+11,83 26-78 <0,001
surgery (year)
Gender 0/53 46/12 <0,001
(female/male)
Side (right/left) 28/25 28/30 0,632
Follow-up time 60,09+0,41 60-62 60,10£0,55 58-62 0,332
(months)

SD: Standard deviation
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Conclusions: The most important finding of this study is that femoral component loosening occurs at
significantly higher rates in patients with hemophilia undergoing primary TKA than in non-hemophilic
controls while tibial loosening rates remain statistically similar between groups. This finding is in contrast
to the typical pattern observed in nhon-hemophilic populations, in which tibial component loosening is
more frequently reported as the predominant failure mode. [12], [13]. Several biomechanical and
surgical considerations may explain the increased femoral loosening in patients with hemophilia. TKA in
patients with hemophilia is difficult and dangerous, not only because of the blood coagulation disorder
but also due to complicated conditions characterized by soft tissue fibrosis, severe deformity, and poor
bone quality, which may lead to more complications. [10], [16] These factors also played a significant
role in our TKA. Further experience and research are needed to clarify the relationship between these
factors and component loosening.

When compared with non-hemophilic knee OA patients, HA patients had different complication
characteristics in terms of overall rate, distribution and time including higher incidence of femoral
component loosening. Given the growing number of young PwH requiring arthroplasty, future
prospective multicenter studies are warranted to confirm these findings and guide the optimization of
implant selection and surgical protocols tailored to the PwH.
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Potential Association of Rare Variants in Fibrinolysis Pathway Genes with Von Willebrand Disease: A
WES-Based Analysis
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?jstanbul Universitesi Onkoloji Enstitiisii Kalitsal Kanama Bozukluklari Birimi

Aim:

The fibrinolytic system plays a pivotal role in regulating hemostasis by dissolving fibrin clots after
vascular injury. Balanced fibrinolysis ensures the removal of fibrin once tissue repair has occurred while
preventing premature clot breakdown that may lead to bleeding [1]. Although inherited bleeding
disorders have traditionally been attributed to deficiencies of coagulation factors such as FVIIl and FIX,
recent studies highlight that variants in genes regulating fibrinolysis can also result in clinically significant
hemorrhagic phenotypes[2].

Key components of the fibrinolytic pathway include (PLG, PLAT, PLAU, SERPINE1, FGA, FGB, FGG,
LRP1, A2M, THBS1) genes. Mutations in these genes can lead to dysplasminogenemia, platelet
disorder, plasminogen activator inhibitor deficiency, or hyperfibrinolytic states resulting in excessive
bleeding following trauma or surgery[1].

With the advent of next-generation sequencing (NGS), particularly whole-exome sequencing (WES),
novel variants in fibrinolysis related genes have been increasingly identified in patients with unexplained
bleeding who lack abnormalities in conventional coagulation assays [3]. The current study aims to
evaluate the spectrum of variants identified in fibrinolysis pathway genes in a cohort of patients with
inherited bleeding disorders and to assess their potential clinical relevance.

Materials and Methods:

Study Population

Patients with a clinical diagnosis of Von Willebrand Disease were enrolled. All patients provided
informed consent for genetic testing.

Genetic Testing
Whole-exome sequencing was performed using lllumina Platform and bioinformatics analysis included:
e Alignment to GRCh38 human reference genome,

e Variant filtering for minor allele frequency <0.01 (gnomAD),
o Classification according to ACMG/AMP guidelines[4],
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Clinical Correlation

Bleeding symptoms were documented using the ISTH Bleeding Assessment Tool. Genotype-phenotype
associations were explored, particularly focusing on perioperative bleeding, wound healing, and
mucocutaneous bleeding patterns.

Results:
Variant Identification

Atotal of 41 rare variants were identified in six fibrinolysis-related genes. The distribution of variants and
clinical characteristics are summarized in Table 1.

Of these,

e A2M gene harbored 4 variants, PLG gene harbored 2 variants, PLAT, SERPINE1 and FGG
genes harbored 1 variant, FGA gene harbored 3 variants, FGB gene harbored 4 variants,
LRP1 gene harbored 18 variants, PLAU gene harbored 2 variants and THBS7 gene
harbored 5 variants.

Genotype-Phenotype Correlations

The two patients carrying the FGA p.R35H variant had a history of severe menorrhagia and
postoperative bleeding. Carriers of PLG p.G420D reported mild mucosal bleeding symptoms.

Table 1: Distribution of Rare Variants in Fibrinolysis Genes

Gene Variant Count | Pathogenic/Likely | VUS | Benign | Unreported
Pathogenic
1

FGA
FGB
PLG
LRP1
THBS1
A2M
PLAT
SERPINE1
FGG
PLAU
Total

N| bW

—_
oo
a_\_\_\

N =N o
N|olo| -] w|lw

= O|O0O|0|0|O|l0|0|O0|0O
OO |OO|O0COIN| ==
N| OO~ | O~ |N|=[O|N|O

=Y
Y

Clinical Correlation:

The two patients carrying the FGA p.Arg35His variant had a history of severe menorrhagia and
postoperative bleeding. Carriers of PLG p.Gly420Asp (VUS) reported mild mucosal bleeding symptoms.
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Conclusion and Discussion:

Our analysis confirms that rare variants in fibrinolytic pathway genes contribute to the pathogenesis of
inherited bleeding disorders. While deficiencies in clotting factors remain the predominant cause, these
findings emphasize the importance of fibrinolytic balance in hemostasis.

Clinical Implications:

Genetic diagnosis can guide management strategies and recognition of fibrinolysis-related bleeding
disorders can guide targeted treatment, such as antifibrinolytic therapy (tranexamic acid)
perioperatively. Genetic counseling should have done for families with fibrinolysis-related variants.

Limitations:

Functional validation of all variants was not feasible, and larger studies are needed to confirm genotype-
phenotype relationships. Although the sample size was limited to 45 patients, this is reasonable
considering the rarity of Von Willebrand disease. In conclusion, variants in fibrinolysis pathway genes
represent an underrecognized cause of inherited bleeding. The integration of genetic testing into
diagnostic workflows can uncover these defects, enabling personalized management and improved
patient outcomes.
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Introduction: Hemophilia A (HA) is a rare, congenital X-linked bleeding disorder caused by a deficiency
or dysfunction of coagulation factor VIII (FVIII), leading to impaired thrombin generation and defective
fibrin clot formation. Clinically, patients present with spontaneous joint and muscle bleeds, prolonged
bleeding following trauma or surgery, and progressive hemophilic arthropathy in untreated individuals
(Srivastava et al., 2020).

Perioperative management of people with hemophilia (PwH) undergoing major surgery is particularly
challenging, as hemostatic control must be maintained throughout the intraoperative and postoperative
periods to prevent bleeding complications. Traditionally, the standard of care has been intravenous
administration of standard half-life (SHL) FVIII concentrates before, during, and after surgery to maintain
adequate plasma factor levels (Shapiro et al., 2018). However, SHL products require frequent dosing,
and trough levels may fall below desired targets, potentially leading to bleeding or breakthrough events.

Extended half-life (EHL) factor VIII concentrates, developed through Fc-fusion, PEGylation, or albumin-
fusion technologies, offer improved pharmacokinetic profiles compared to SHL products. These
modifications extend plasma half-life by reducing clearance, enabling less frequent dosing while
maintaining therapeutic factor levels (Mahlangu et al., 2018). Importantly, in the perioperative setting,
EHL products allow for higher and more sustained trough FVIII concentrations, reducing the risk of
intraoperative and postoperative bleeding with fewer infusions (Negrier et al., 2022).

In this study, we present our real-life experience with EHL FVIII concentrates in PwHA undergoing a
variety of major surgical procedures, focusing on perioperative dosing, hemostatic efficacy, and safety
outcomes in accordance with our institutional perioperative management guidelines.

Methods:
Study Design and Patients

This retrospective, single-center analysis included all people with HA who underwent major surgery
between [insert study period] and received perioperative prophylaxis with EHL FVIIl concentrates. Major
surgery was defined according to WFH guidelines as any surgical intervention associated with significant
tissue trauma, blood loss, and the need for general anesthesia.

Data Collection

Patient demographics (age, severity of HA, comorbidities), type of surgical intervention, type of EHL
FVIII product administered, and perioperative outcomes were extracted from electronic clinical records.

Perioperative Hemostatic Management

Perioperative dosing regimens were determined according to our institutional protocol, which is aligned
with international guidelines (Srivastava et al., 2020):

o Preoperative target FVIIl activity: 280—100 IU/dL for major surgeries.

¢ Intraoperative dosing: Bolus infusion of EHL FVIIl immediately prior to incision, with additional
doses as needed intraoperatively.
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o Postoperative management: Maintenance of FVIII activity 250 IU/dL for at least 7—10 days,
with tapered dosing thereafter until wound healing was adequate.

Endpoints

Primary endpoint: Perioperative hemostatic efficacy, assessed by intraoperative blood loss, need for
additional factor dosing, and postoperative bleeding events.
Secondary endpoints: Postoperative complications (infection, thrombosis) and adherence to target
FVIII trough levels.

Results:
Patient Characteristics

Twelve major surgical procedures were performed in 11 PwHA, including 7 orthopedic surgeries and 5
non-orthopedic interventions. All but one patient (#3, moderate HA) had severe HA. The median age
was [insert median; range 12-53 years].

Table 1 summarizes the patient demographics, type of surgery, EHL FVIII product used, and
perioperative complications.

Perioperative Outcomes

Hemostatic efficacy: All surgeries achieved excellent hemostatic outcomes, with no intraoperative
bleeding complications reported.

Factor coverage: All patients received bolus EHL FVIII injections perioperatively, with dosing tailored
to surgical complexity.

Postoperative course: No bleeding events occurred postoperatively. One patient (#8) developed a
superficial wound infection on postoperative day 26, likely due to inadequate personal hygiene rather
than hemostatic failure.

Orthopedic dominance: 7/12 procedures were orthopedic, highlighting the high surgical demand due
to hemophilic arthropathy in adults with severe HA.

Discussion:Conclusion:

This real-world analysis supports the safety and efficacy of EHL FVIII concentrates for perioperative
management in PwWHA undergoing major surgery. The ability of EHL products to maintain high and
stable FVIII levels with bolus dosing reduced infusion frequency and likely contributed to the absence
of bleeding events. Our results are consistent with recent prospective studies demonstrating that EHL
FVIII provides effective intra- and postoperative hemostasis comparable to SHL products but with a
lower treatment burden (Negrier et al., 2022; Kavakli et al., 2021).

Clinical implications:

¢ Simplified dosing may facilitate adherence to perioperative protocols.

e Reduced infusion frequency can improve resource utilization in surgical settings.

e EHL products may become the preferred standard for major surgeries in PwWHA, especially in
centers with established perioperative guidelines.

Limitations include the retrospective design and limited sample size, highlighting the need for
prospective, multicenter trials to optimize perioperative dosing regimens and evaluate long-term
surgical outcomes.
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In conclusion, EHL FVIII concentrates provided excellent perioperative hemostasis across a diverse
range of major surgeries in PWHA, with no bleeding complications and only one unrelated infection.
These findings add to the growing body of evidence supporting the integration of EHL products into
routine surgical care for hemophilia A. Further research should aim to refine dosing strategies and
broaden access to these therapies globally.

Table1. Patient characteristics, surgical procedures, and outcomes

Patient Age Surgery FVIil Complication

no

1 22 Left knee TEP | efmoroctocog alfa None

2 35 Bilateral knee | rurioctocog alfa | None
TEP pegol

3 12 Prosthetic turoctocog alfa pegol | None
Mitral Valve
Implantation
and
Transcatheter
Closure of
Paravalvular
Leak

4 26 Placement of | turoctocog alfa pegol | None
an inferior vena
cava (IVC) filter

26 Unilateral turoctocog alfa pegol | None

orchiectomy
(testis ca)

5 42 Thoracotomy rurioctocog alfa | None
with pegol
mediastinal
lymph node
dissection

6 53 Right knee TEP | efmoroctocog alfa None

7 38 Right radial | rurioctocog alfa | None
head resection | pegol

8 39 Bilateral knee | efmoroctocog alfa Postop infection (day
TEP 26)

9 52 Bilateral knee | rurioctocog alfa | None
TEP pegol

10 32 Right hip | rurioctocog alfa | None
debridement pegol

11 35 Right inguinal | rurioctocog alfa | None
hernia pegol

*TEP; Total Endoprosthesis
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Kalitsal Kanama Bozuklugu Hastalarinda Stigmatizasyon, Sosyal Kaygi ve Psikolojik Sikinti ile
Annelerinin Psikolojik Ozellikleri Uzerine Analitik Bir inceleme
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4 Tirkiye Hemofili Dernegi

Giris ve Amag:

Hemofili A ve B, eklemlerde ve kaslarda sik kanama olaylari ile karakterize X'e bagh resesif genetik
kanama bozukluklaridir. Bu kanamalar ve iligkili tedaviler, hem hastalar hem de onlara bakim veren
ebeveynler igin belirli bir dizi tibbi soruna, emosyonel sikintiya ve sosyal zorluklara yol agar.* Hemofili
hastalari klinik belirtilerin 6tesinde belirsizlik, sosyal kisitlama ve issizlik gibi zorlu psikososyal sorunlarla
da basa gikmaktadir ve bunlar da daha yiiksek duygusal rahatsizlik ile iligkilendirilmistir.®%¢ Bununla
birlikte, Avrupa Ulkelerinin yalnizca %42’sinde hemofili hastalarina psiko-sosyal destek sunuldugu
bildirilmigtir.” Psikososyal ihtiyaglari da ele alan mldahaleler, tibbi tedavi sonuglarini en st diizeye
ctkarmaya yardimci olabilir. Diger taraftan hemofilili gocuklarin ebeveynlerinde psikososyal zorluklari
aragtiran g¢alismalar sonucunda ebevenylerde endige, tatminsizlik, kaygi ve depresyon gibi olumsuz
duygularda artis oldugu tespit etmistir. Hemofili hastasi ailelerle ilgili ilk galismalardan biri olan Saviolo-
Negrin ve arkadaslari, hemofili tanili gocuklarin ebeveynlerinden olusan bir grupta stres, depresyon
egilimi, sucluluk duygusu ve sosyal uyumsuzluk gézlemlemistir.® Hemofili “yasam dénglisii” boyunca
psikososyal stres faktorlerinin degerlendiriimesi heniiz emekleme asamasindadir ve psikososyal
faktorleri tanimlamak ve dlgmeye yonelik calismalar sinirlidir. Hemofilinin psikososyal yénlerini anlamak,
hemofili hastalarina ve ailelerine uygun destegi saglamak hem de toplumla bitlinlesmeyi tesvik etmek
ve izolasyonu Onlemek igin en iyi yaklagimlari belirlemek agisindan énemli bir adimdir. *© Bu
calismanin amaci hemofili tanili WHO tarafindan geng olarak tanimlanan 15-25 yas arasi bireylerin
stigmatizasyon/ damgalanma, sosyal kaygi, hastalik algilari, duygu diizenleme stratejileri ile psikolojik
sikinti duzeyleri arasindaki iliskinin incelenmesinin yani sira annelerinin kisilik dzellikleri, hastalik
algilari, duygu duzenleme stratejileri ile psikolojik sikinti diizeylerinin arasindaki iligkinin incelenmesidir.
Ek olarak genclerin ve annelerin psikolojik sikinti dizeylerinin karsilastiriimasi amacglanmigtir.

Gereg ve Yontem:

Calismada 49 hemofili tanili birey ve 47 annenin verisi sunulmaktadir. Calismada; Veri Toplama Formu,
genglere Sosyal Kaygi Olgegi, Kronik Hastallk Oz Yénetim Olgegi (Damgalama, Damgalama ile
basetme, Saglik bakim etkinligi, tedaviye uyum) ve Kisa Hastalik Algisi Olgegi uygulanmistir. Annelere
ise: Veri Toplama Formu, Hastalida iliskin 6zel algilar Formu, Eysenck Kisilik Anketi-Kisa Form,
uygulanmigtir. Hastane Anksiyete Depresyon Olgegi ve Biligsel Duygu Diizenleme Olgegi her iki gruba
uygulanmigtir.

Bulgular:
Analiz sonuglarina gére Hemofili tanili genglerin yas ortalamasi 20,8 + 2,9’dur. Annelerin yas
ortalamasi ise 43,6 = 6,9'dur.
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Hemofili tanili genglerin igsel damgalama puanlari ile damgalama ile bagsetme, saglik bakim etkinligi
puanlari arasinda negatif yonde iliski saptanirken, tedaviye uyumda zorlanma, depresyon, ve olumsuz
basetme stratejilerinden ruminasyon, kendini suglama puanlari arasinda pozitif yonde iligki
saptanmistir. (Tablo 1)
Tablo 1: Hemofili tanili genglerin 6lgek puanlari arasindaki korelasyonlar
Olgekler 1 2 3 4 5 6 7 8 9 10 11 12 |13 14 | 15 | 16 | 17 | 18 |19
1- HAD- 1
Anksiyete
2- HAD- 5757 1
Depresyon ,000
3- KHOY- A1 ] 301 1
Damgalama 448 | ,036
4- KHOY- 043 | -212 | - 5587 1
Df,?s;ﬁg‘a 760 | 143 | ,000
5- KHOY-Saglik | -,000 | -,152 | -,5997] ,856" | 1
bakim etkinligi 538 | ,299 | ,000 | ,000
6-KHOY- | -011 | 181 | 687" | -4877| -574] 1
Tedaviye uyum | 940 | 213 | ,000 | ,000 | ,000
7- CERQ- 198 | -,063 | 113 | ,008 | ,034 | 106 | 1
Kabul 173 | 666 | 440 | 954 | 819 | 469
8-CERQ- 406" | 204 | 301" | -011 | -056 | 268 | 315" 1
Ruminasyon | o004 | ,160 | ,036 | ,939 | ,704 | 063 | ,028
9-CERQ- | -,011 | -169| ,028 | 441" | 383" | -134] 222 | ,198 | 1
ge:;eenv'gg:ne 942 | 247 | 851 | 002 | ;007 | ;360 | 125 | 172
10-CERQ- | 222 | 222 | 277 | 051 | 019 | 253 | ,065 | 429" | ,051 | 1
;ﬁi’l‘:r':; 125 | 125 | 054 | 727 | 896 | 079 | 658 | ,002 | 729
11-CERQ - |-,378"| -4187| -199 | 172 | ,180 | -278| -,043 | - 253 | ;328 | -.413"| 1
P?;j'gfd’;i”rf:" 007 | 003 | 171 | 237 | 216 | 053 | ;768 | 080 | ,021 | ,003
12-CERQ- | ,110 | ,160 | ,061 | ,136 | 208 | ,047 | 172 | 542" | ,001 | 381" -,096
Felaketlestirme | 453 | 272 | 677 | 351 | ,152 | ;750 | 238 | ,000 | 995 | ,007 | 510
13- CERQ- 136 | 185 | 225 | 015 | -,089 | 250 | 031 | 351" | 012 | 264 | -129| 238 | 1
herlerini suglama | 352 | 204 | 121 | 919 | 543 | 083 | 833 | ,013 | 937 | ,067 | ,376 | ,100
14- CERQ- | -040 | -216] ,053 | ,146 | 078 | ,044 | 102 | 245 | 570" | 164 | 272 | -056 | 016 | 1
Planyapma | 783 | 136 | ;719 | 317 | 595 | 763 | 485 | ,090 | ,000 | 261 | ,059 | ,702 | 911
15-CERQ- | ,076 | -,140 | -,041 | 200 | ,001 | -016] ,027 | ,172 | 442" | ,044 | 275 | -020 | 091 | 617" | 1
Perspektif alma | 604 | 338 | ,780 | ,169 | 534 | 915 | ;853 | ,238 | ,001 | ,766 | ,056 | ,891 | ,535 | ,000
16- CERQ- | -,118 | -,315°| -,056 | ;317" | ,241 | -,128] ,099 | ,118 | 772" | -,055 | 628" | -.057 | -,003 | 815" | ,785" | 1
Uyumlu 420 | 028 | 703 | ,026 | ,005 | 380 | ,497 | 421 | ,000 | ,705 | ,000 | ,695 | ,985 | ,000 | 000
17-CERQ- | ,331 | ,213 | ,300° | ,061 | ,039 | 283 | 508" | 807" | ,153 | 666~ | -2011 713" | ,555 | ,149 | ,004 | 032] 1
Uyumsuz ,020 | 142 | ,036 | 675 | ,793 | ,049 | ,000 | ,000 | 293 | ,000 | ,043 | ,000 | ,000 | ;308 | 519 | 827
18- Sosyal | ,419"| ,250 | ,030 | -,088 | -,045 | ,092 | 022 | 265 | ,041 | 114 | 016 | 164 | 268 | 041 | -050 | ,014 ] 249 1
kaygt ,003 | 083 | 838 | 548 | ;761 | 532 | ;881 | 066 | ;777 | 433 | 913 | 259 | 062 | ;781 | ,735 | 921 084
19- Hastalik |,731"],718"| ,001 | ,014 | ,045 | -,033] ,015 | 192 | -176 | ,185 |- 382" | 203 | ,070 | -132| ,026 | -,214 204 | ,155] 1
algisi ,000 | ,000 | 997 | 923 | 758 | 820 | 917 | 1187 | 226 | 203 | ,007 | ,162 | 632 | 368 | 857 | .130] ,159 | 288

Hemofili tanili genglerin esik Ustl anksiyete puanlari ile depresyon yiiksekligi (t=4.109, p=0.002),
ruminasyonun daha fazla kullaniimasi (t=2.901, p=0.032), pozitif yeniden odaklanmanin az
kullaniimasi (t=3.143, p=0.003), hastalik algisinin daha olumsuz olmasi (t=5.699, p<0.000) ve son 1
yildaki toplam kanama sayisinin daha fazla olmasi (t=2.357, p=0.028) arasinda anlamli iligki
saptanmigtir. Hemofili tanili genglerin esik Ustl depresyon puanlari ile anksiyete yiksekligi (t=3.318,
p=0.002), pozitif yeniden odaklanmanin az kullaniimasi (t=2.438, p<0.02), icsel damgalamanin ylksek
olmasi (t=2.905, p<0.01), tedaviye uyumda zorlanmanin daha fazla olmasi (t=2.145,p<0.05), sosyal
kayginin yiksek olmasi (t=3.422, p<0.01) ve hastalik algisinin daha olumsuz olmasi (t=2.908,
p<0.000) arasinda anlamli iligki saptanmistir.
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Annelerin hastalida iligkin 6znel algi puanlarinin Kigilik yapisinda nérotisizm ile, uyumsuz basetme
stratejilerinden kabul, ruminasyon, kendini suglama, felaketlestirme ve digerlerini suglama pozitif
yonde iligkili oldugu belirlenmistir. (Tablo 2)

Tablo 2: Annelerin dlgek puanlari arasindaki korelasyon.

Olgekler 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16
1- HAD- 1
Anksiyete
P- HAD- ,6017 1
Depresyon ,000
3- Hastaliga -,083 | -,001 1
iliskin 6zel
§a|g|lar 578 | ,996
4- Eysenk 271 |,128 | -139 1
Disadoniiklik ,066 |,395| ,352
5- Eysenk -,201 | -,232] ,306" [-380] 1
Norotisizm 175 | 121 ,037 | ,008
6- Eysenk - .
Psik){)tizm -,041 | ,052 | -,018 089 -,412 1
,783 |,731] ,903 | .,553 ] ,004
7- Eysenk - -
Yglan -,240 368" -,040 | -,004| ,167 322" 1

8- CREQ-Kabul | -,152 | -,050 ,345" | -,189| ,015 | ,327| -,068 1
,307 1,739 ] ,017 |.,203 | ,920 |,025| ,648

9- CREQ- -,053 | -,046] 414" | ,057 | -027 | ,159| ,039 ,183 1

Ruminasyon 726 | ,763| ,004 | .,704 | ,857 |,286] ,794 ,219

10- CREQ- -243 |-5417 -049 | 174 | -176 | 188 | ,129 ,305" |,3887] 1
Yeniden

cerceveleme ,100 |,000 | ,744 | ,243| ,236 |,205| ,386 ,037 | ,007

11- CREQ- ,300

408" | -,118( ,131 | ,165| -097 | ,118 | ,178 | -339"| 1
,723 |,042 | ,004 | .431) ,382 |,269| ,518 430 |,232 ] ,020

Kendini suglama

12- CREQ- 279 | 264 | -214 | 277 | -,4297] ,335] -,152| ,153 | -,059| ,180 | -,183 1
Pozitif yeniden
odaklanma ,058 |,076 | ,148 |,060 | ,003 |,021| ,309 | ,304 |,694 | 225 217
13- CREQ- -, 117 | -,255| ,326° | -,242| 172 | -,005| ,499" | ,059 |,589" ,266 | ,186 | -,176 1
Felaketlegtirme | 434 |,087 | ,025 |,102| ,247 | ,974| ,000 ,691 ],000 | 071 | ,211 | ,237
14- CREQ- 279 | ,236 | 437" | 224 | 140 | -,019] -338° | ,052 | ,167 | -,135| ,386"| ,136 | ,015 1
Digerlerini
suclama ,058 | 115 | ,002 |,130 | ,347 |,899 | ,020 ,728 | ,261 | ,367 | ,007 | ,363 | ,922

15- CREQ-Plan | ,109 |,092 | -,155 |,259 | -,335"| 268 | -194| ,274 | 115 | ,386"| -,232 | ,678"| -,106 | ,081 1
yapma 467 | ,541] 299 |.079] ,021 |.,068 | ,192 ,062 | ,441] ,007 | ,116 | ,000 | 476 | ,590

16- CREQ- 022 | 038 -241 | 3261 030 | 461" 760"| -263 | 234 | ;331" | -052 | 427" 1
Perspektif alma
147 |,025] 882 |.800 | 102 |,025| .841 | ,001 |.,049 | ,000 | 075 | 114 | 023 | .731 | ,003

17- CREQ- -,030 | -172] -125 | ,239 | -,383"] ,3657 -061 | ,397" | ,244 | ,763"| -,332] ,670"| ,109 | ,009 | ,816" ,804”

Uyumlu ,841 | ,254 | 404 |.106 | ,008 | ,012| ,682 ,006 | ,099 | ,000 | ,023 | ,000 | 464 | ,955 | ,000 ,000
18- CREQ- -,002 |,028 | ,633" |-102| ,157 | ,179| ,075 ,406" | ,7317] ,175 | ,598"| -,066 | ,704"] ,517"] ,019 ,265
Uyumsuz ,990 | ,855] ,000 J 493 ] ,291 | ,228( ,615 ,005 | ,000 | ,238 | ,000 | ,660 | ,000 | ,000 | ,898 ,072

Annelerin yiksek anksiyete puanlari ile felaketlestirmenin (t=2.464, p=0.018), digerlerini suglamanin
(t=2.599, p=0.013) ve genel olarak uyuma yonelik olmayan duygu diizenleme stratejilerinin (t=2.139,
p=0.038) daha fazla kullanilmasi, hastaliga iliskin 6znel algilarinin daha olumsuz olmasi (t=2.732,
p=0.009) ve kisilik yapisinda nérotisizm puanlarinin daha yiiksek olmasi (t=2.018, p=0.05) arasinda
anlamli iliski saptanmigstir. Annelerin depresyon yiiksekligi ile ruminasyon (t=2.067, p=0.045), kendini
suclama (t=2.248, p=0.03) ve genel olarak uyumsuz basetme stratejilerinin kullanimi (t=2.836,
p=0.007) ve kisilik yapisinda norotisizm puanlarinin daha yiiksek olmasi (t=2.415, p=0.02), arasinda
iliski oldugu belirlenmistir.

Annelerin depresyon ve anksiyete puani ortalamasinin genglerin anksiyete ve depresyon puani
ortalamasindan anlamli derecede ylksek oldugu tespit edilmistir. (Tablo 3)
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Tablo 3: Hemofili tanili gengler ve annelerin anksiyete ve depresyon puan ortalamalari arasindaki fark

Hemofili Ebeveyn t p
(n=49) (n=47)
Anksiyete 7,6 +4,5 14,5+3,8 8,089 <0.000
Depresyon 13,4+7,6 28,516,6 10,437 <0.000
SONUCLAR

Hemofili tanili genglerde yiiksek igsel damgalama ve sosyal kaygi, uyumsuz duygu diizenleme
stratejilerini daha fazla kullaniyor olmalari yiiksek psikolojik sikintiya yol agabilir. Annelerde de kendini
suglama, ruminasyon gibi uyuma dénuk olmayan basa ¢gikma stratejilerinin kullaniimasi nérotik kigilik
Ozellikleriyle birlegsince anksiyete ve depresyon duizeyini arttirabilir. Annelerde gézlenen yuksek
anksiyete ve depresyon diizeyi hemofili tanili gengler kadar annelerinde bu siiregle uygun basa gikma
yollarini gelistirmekte ve kullanmakta zorlandiklarini ve bu konuda psikolojik destekten fayda
gorebileceklerini disindirmustur.
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Profilaksi Altinda Izlenen Von Willebrand Hastalarinda Patojenik VWF Gen Mutasyonlari

Basak Kog Senol', Seda Kilig Erciyas?, Seref Bugra Tunger?, Osman Biilent Ziilfikar

_ _Tistanbul Universitesi Onkoloji Enstitlisti Kalitsal Kanama Bozukluklari Birimi
2Istanbul Universitesi Onkoloji Enstitiisti Temel Onkoloji Anabilim Dali Kanser Genetigi Bilim Dali

Abstract: Von Willebrand hastaligi (VWD), kalitsal kanama bozukluklari arasinda en sik goriilen
hastaliktir. Bu galismada, profilaksi altinda izlenen sekiz VWD hastasinda VWF ve geninde saptanan
varyantlar incelenmistir. Sekiz hastadan altisinda VWF geninde patojenik varyantlar tespit edilmistir;
bunlardan ikisi literatirde daha o©nce bildirilmemis novel varyantlardir. Patojenik VWF varyanti
tasimayan bir hastada, F8 geninde homozigot patojenik mutasyon, bir diger hastada ise klinik olarak
anlamli olabilecek iki nadir varyant belirlenmigtir. Bulgularimiz, VWD’nin genetik agidan heterojen
dogasini ortaya koymakta ve genetik analizlerin genis panel icerecek sekilde tasarlanmasinin tanisal
acidan dnemini vurgulamaktadir.

Anahtar Kelimeler: Von Willebrand hastaligi, VWF geni, F8, genetik varyant, profilaksi

Girig: Von Willebrand hastahgi (VWD), von Willebrand fakt6rinin kantitatif ya da fonksiyonel
bozukluklarina bagl olarak ortaya ¢ikan kalitsal bir kanama bozuklugudur. Klinik prezentasyonu burun
kanamalarindan agir menorajilere kadar degiskenlik gosterebilir [1]. Bu galismada profilaksi altinda
izlenen VWD tanili sekiz hastada patojenik mutasyonlarin dagilimi degerlendirilmistir.

Gereg ve Yontem: Calismaya, istanbul Universitesi Onkoloji Enstitiisii Kalitsal Kanama Bozukluklar
Birimi’'nde profilaksi tedavisi altinda izlenen ve genetik analizi yapilmis sekiz VWD hastasi dahil
edilmistir. Hastalarin genetik testleri NGS (Yeni Nesil Dizileme) teknolojisi (lllumina MiSeq) ile
gerceklestiriimistir ve calismada VWF geni varyantlari Gzerinde galisiimigtir. Tespit edilen varyantlar,
ACMG kriterlerine gore siniflandinimis, ClinVAR, HGMD gibi veritabanlari ve literatur bilgisi kullanilarak
yorumlanmistir. Veri analizleri Sophia DDM™ kullanilarak yapilmigtir.

Bulgular: Sekiz hastada toplam 32 farkh VWF varyanti saptanmis olup, bunlardan 6’si ACMG
kriterlerine gore patojenik, 6’si belirsiz klinik 6neme sahip (VUS), 20’si ise benign olarak
siniflandinimistir (Sekil-1). ClinVAR veritabanina goére ise 32 varyantin 21’i Benign/Likely benign, 6’si
VUS ve 2'si Patojenik olarak tanimlanmistir. HGMD’de ise 3 varyant "Disease Causing", 1 varyant
"Disease Causing?", 3 varyant "Disease Associated Polymorphism" ve 4 varyant "Functional
Polymorphism" olarak bildirilmistir (Sekil-2).
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VARIANT TYPE DISTRIBUTION
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Sekil-1: 8 hastada gorilen 32 farkh VWF varyantin tir dagilimi.

Disease Causing? [l 1
Disease Associated Polymorphism [N 3

Disease Causing [N 3

HGMD

Functional Polymorphism [N 4

e _____________________________________________________________Jp

Likely Benign/vus Il 1

ClinvVAR

N/A I 2
Pathogenic [N 2
Uncertain Significance  [INNNRNEGTEN <
Benign/Likely Benign | 21

ACMG
o

Uncertain Sig. NN ©
pathogenic NN
Benign I 20

0 5 10 15 20 25
Variants

Sekil-1: 8 hastada gortlen 32 farkh VWF varyantinin ACMG, ClinVAR ve HGMD veritabanlarina gére
klasifikasyon dagilimlari.

Alti hastada VWF geninde patojenik birer varyant saptanmistir. Bu varyantlarin gl homozigot, G¢u ise
heterozigot olarak gorilmustir (Bkz. Tablo1). Bu alti varyanttan ikisi literatiirde ilk kez tanimlanmig olan
novel varyantlardir (c.1831_1834delins19bp ve ¢.1741G>T). VWF geninde patojenik varyant tespit
edilmeyen iki hastadan birinde F8 geninde homozigot patojenik bir varyant (c.5359G>A p.Glu1787Lys)
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tespit edilmigstir. Digeri ise (P20) ise kanama iligkili olabilecedi diistiniilen GP1BA geninde VUS sinifinda
nadir bir varyant ve MMAHC geninde patojenik bir nonsense varyant tagimaktadir (Bkz. Tablo 2).

Hasta VWF Gene Variants Exon Variant

Kodu (NM_000552) Number | 2Y90Sity dbSNP Type Effect
PO1 S%E:Jgg 1I%e fs*28) 15 Homozygous | rs61748486 | Frameshift | Patojenik
P05 g:?;?ozgzg\Gln) 15 Heterozygous | rs61749370 | Missense | Patojenik
P30 ;C):?X:lgi%?gCys) 20 Heterozygous | rs61749395 | Missense | Patojenik
P40 32223611 18 g;gfi Iig;; 9bp 28 Homozygous NOVEL Frameshift | Patojenik
P45 3?3231—%3 f IZP?Z:‘S*B'I ) 28 Homozygous - Frameshift | Patojenik

P52 | c.1741G>T p.(Glu581*) 31 Heterozygous NOVEL Nonsense | Patojenik
Tablo 1 : Profilaksi alan 8 hastada gérulen VWF geni patojenik varyantlari.

Patient F8 Gene Variant Exon . Variant
Code | (NM 000132.3) | Number | 2Y9osity | dbSNP 1 " o Effect
P39 g:?g?uiC;;éLys) 15 Homozygous - Missense Pathogenic
Tablo: P39 kodlu hastada gorulen F8 patojenik varyanti.
ngggt Variants NE)r(not?er Zygosity dbSNP V%C'sgt
GP1BA
c.178T>C 2 Heterozygous - Missense Uncertain
p.(Tyr60His) yo Significance
(NM_000173.6)
Pathogenic
P20
MMAHC (Methylmalonic
SZAZ?.’:*T 2 Heterozygous | rs796051995 | Nonsense Hg\rzlgg;satiﬁzﬂa,
(NM_015506.2) Cobalamine C
Disease)
AR Inheritance

Table: P20 kodlu hastaya ait kanama iliskili olabilecek varyantlar.

Tartisma: VWF geninde saptanan patojenik varyantlar, hastalarda gézlenen kanama fenotipiyle
uyumludur. VWF c.2641delC patojenik varyantinin, 2013 yilinda Tirk hasta kohortu ile yapilan bir
galismada VWD Tip 3 diagnozlu bir hastada ikinci allelde farkli bir delesyon ile birlikte bulundugu
bildirilmistir [2]. VWF ¢.3797C>A patojenik varyanti, 2009-2024 yillari arasinda birgok ¢alismada VWD
Tip2/Tip2B hastalarda bildirilmistir [3-11]. VWF ¢.3943C>T varyanti 1994-2024 yillar arasinda birgok
yayinda VWD Tip 3 hastalarda bildirilmistir [12-21]. VWF ¢.5343_5347del varyanti 2024 yilinda ClinVAR
veritabaninda ilk kez bildirilmistir fakat heniiz bir c¢alisma igerisinde yayinlanmamistir. VWF
€.1831_1834delins19bp ve ¢.1741G>T p.(Glu581*) novel varyantlari ilk kez bu galisma igerisinde tespit
edilen varyantlardir. Novel olarak tespit edilen bu varyantlar, proteinin beklenmedik bir noktada
sonlanmasina neden olan frameshift varyantlar oldugundan ACMG kriterlerine gore patojenik olarak
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degerlendiriimektedir ve hastalarin semptomlarini agiklayici niteliktedir. Ayrica, VWF geninde patojenik
varyant saptanmayan hastalarda F8 veya GP1BA gibi diger kanama genlerinde varyant saptanmasi,
von Willebrand hastaliginin molekuler heterojenitesini bir kez daha ortaya koymaktadir. Bu durum,
Ozellikle atipik ya da taniya direncli vakalarda daha genis genetik analizlerin yapilmasinin gerekliligini
desteklemektedir.

Sonug: VWD tanili hastalarda genetik testler taniya katki saglamaktadir. Sadece VWF genine
odaklanmak bazi hastalarda tanisal eksikliklere neden olabilecedinden, genetik analizler genis panel
taramalarini icerecek sekilde planlanmalidir. Bu g¢alismada, iki novel varyantin tanimlanmasi da
literatire katki saglamaktadir. VWD hastalarinin énemli bir kisminda VWF geninde patojenik
mutasyonlar saptanmaktadir. Bulgular biitiin olarak incelendiginde ise, kanama ile iligkili olarak alternatif
genetik etiyolojilere isaretler bulunabildigi gorulmektedir ve genetik analizlerin sadece VWF ile sinirh
kalmamasi gerektigi vurgulanmaktadir.
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Hemofilik Cocuk ve Genglere Yonelik Hazirlanan Lisansiistii Tezlerin Bibliyometrik Analizi:
Tiirkiye Ornegi
Rabia Manav', Hamide Nur Cevik Ozdemir?

' Afyonkarahisar Saglik Bilimleri Universitesi, Saglik Bilimleri Fakdiltesi, Cocuk Saghgi ve Hastaliklari
Hemsirelidi Anabilim Dali

2 Afyonkarahisar Saglik Bilimleri Universitesi, Saglik Bilimleri Fakiiltesi, Cocuk Sagligi ve Hastaliklari
Hemsirelidi Anabilim Dali

Ozet

Giris ve Amag: Hemofili, gocukluk gaginda tanilanan, yasam boyu izlem gerektiren kronik bir hastaliktir.
Bu cocuklarin bakim sireci sadece tibbi degil, ayni zamanda psikososyal destek ve aile egitimi gibi
hemsirelik uygulamalarini da igermektedir. Pediatri hemsireleri, hemofili tanili ¢ocuklarin yasam
kalitesini artirmada 6nemli bir rol Gstlenmektedir. Bu nedenle alanda yapilan lisansistu tezler, hemsgirelik
bakiminin bilimsel temellere oturtulmasi agisindan 6nem tasimaktadir. Bu baglamda arastirma,
Ulkemizde hemsirelik alaninda hemofilik gocuklara ve genclere yénelik hazirlanan lisansusti tezleri
bibliyometrik olarak incelemeyi, alandaki akademik egdilimleri ve gelisimi belirlemeyi amaclamaktadir.

Gereg ve Yontem: LisansuUstl tezler detayli olarak incelendikten sonra dahil edilme kriterlerine uyan
tezler; yayin yili, danisman Unvani, Universite, anabilim dali, enstitl, érneklem grubu, drneklem
blyukligu ve kullanilan arastirma ydntemi gibi degiskenler temelinde analiz edilerek sayisal verilere
donusturilmustir. Verilerin yorumlanmasinda tanimlayici istatistikler (frekans, ylzde) kullaniimigtir.
Arastirma PRISMA-P 2015 kilavuzuna uygun olarak yiritiimastar.

Bulgular ve Sonug: incelenen lisansiistii tezler dogrultusunda, en eski galismanin 2003, en yeni
galismanin ise 2023 yilina ait oldugu, tezlerin %50’sinin dogent invanina sahip danigsmanlar tarafindan
yuratulduga belirlenmistir. Tezlerin tamami sagdlik bilimleri enstitisine bagh anabilim dallarinda
gergeklestirilmis olup, %83.3’0 Cocuk Saghgi ve Hemsireligi Anabilim Dali'nda yapilmistir. Calismalarin
%50’si nicel arastirma desenindedir. Nitel galismalarda érneklem sayisi 7-10, nicel calismalarda ise 30
ile 100 arasinda degismektedir. Orneklem grubu genellikle hemofili tanisi alan gocuklardan
olusmaktadir. Yapilan nicel galismalarin veri toplama araglari incelendiginde tanimlayici bilgi formlarina
ek olarak olgeklerin kullanildidi, nitel calismalarda ise yari yapilandiriimis sorulardan olustugu
go6zlenmektedir. Tirkiye’de hemofili ile ilgili lisansustu tez sayisinin sinirli oldugu ve galismalarin agirlikli
olarak nicel arastirma yontemleriyle gergeklestirildigi belirlenmistir. Ozellikle pediatri hemsireligi
alaninda bu konuya yeteri kadar odaklaniimamis olmasi dikkat c¢ekicidir. Gelecekte yapilacak
calismalarda, daha guglu kanitlara ulasmak amaciyla farkh disiplinlerin is birligiyle yurutilen ve karma
aragtirma yontemlerini igeren tasarimlarin tercih edilmesi 6nerilmektedir.

Anahtar Kelimeler: Hemofili, pediatri, bibliyometrik analiz, hemsire.

1.GIRiS

Hemofili, ¢ogunlukla kalitsal gegis gdOsteren, kanda bulunan pihtilagsma faktorlerinin az
bulunmasi veya eksik olmasi sonucu ortaya ¢ikan ve nadir goriilen bir hastaliktir (CDC, 2020). Hemofili
A, Faktor VIl eksikligi, Hemofili B ise Faktor IX eksiklidi ile karakterizedir. X kromozomuna bagli resesif
gecis gostermesi nedeniyle hastalik, erkek ¢ocuklarda daha sik gorulirken, kiz ¢ocuklari genellikle
tasiyicidir (Tirk Hematoloji Dernegi, 2011). Diinya Saghk Orgiti’niin verilerine gére, diinya genelinde
yaklasik 500.000 hemofili hastasi bulunurken, Tirkiye’de bu sayinin yaklasik 7.000 civarinda oldugu
tahmin edilmektedir (Hay ve ark., 2011).

Hastalidin tanisi genellikle bebedin hareketlenmeye baslamasiyla ortaya cikan kazalar,
carpmalar veya sunnet gibi cerrahi midahaleler sonrasinda kanamanin durmamasi sonucunda konulur

(Turk Hematoloji Dernegi, 2011). Tani sonrasi ¢ocukluk donemi, hastaligin getirdigi sinirlamalar ve eksik
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pihtilasma faktériiniin hastanede uygulanmasi ile geger (Srivastava ve ark., 2013). Hastaligin
tedavisinde, viicudun Uretemedigi pihtilasma faktorleri intravendz yolla disaridan verilerek replasman
yapiimakta olup, bu uygulama genellikle haftada bir ila ¢ kez tekrarlanmaktadir (Kavakl, 2020). Bu
siregte hemofili hastalari ve aileleri, damar erisimi sorunlari, sik hastane bagvurulari, geciken tedavi,
eklem kanamalari ve giinliik yasam kisitlamalari gibi fiziksel ve psikososyal zorluklarla karsilagsmaktadir
(Senol, 2016). Boylece hemofili tanisi, gocugun ve ailesinin yagamini zorlastirmakta; sirekli tedavi ve
uzun sureli hastane yatiglari aile ve gocuk Uzerinde duygusal, sosyal ve ekonomik etkiler yaratmaktadir
(Zengin Ersoy ve ark., 2023).

Hemofili hastalarinin tedavi slreci, multidisipliner bir yaklasim gerektirir ve hemsireler bu
suregte kritik bir rol Gstlenir (Nordic Hemophilia Council, 2024). Pediatri hemsireleri, hemofili hastalarinin
tedavi yonetimini koordine ederek, aile egitimini saglayan, psikososyal destek sunan ve bireysel bakim
planlari geligtirerek hastalarin yasam Kkalitesini ve tedaviye uyumunu artiran temel saglik
profesyonelleridir (Haemophilia Nursing Care Planning and Management Study Guide, 2024). Ayrica,
pediatri hemgireleri tedavi slrecindeki zorluklari belirleyip hastalarin bireysel ihtiyaglarina goére bakim
planlar gelistirerek hemofili tedavisinde yasam kalitesini ve tedaviye uyumu artiran énemli bir rol
ustlenirler (Senol, 2016; Sahin ve Cingil, 2021).

Bu galisma, Turkiye’de hemofilik cocuk ve genglerle yapilan lisansisti tezlerin bibliyografik
yontemle incelenmesi ve degerlendiriimesi amaciyla yapiimistir. Calisma, hemofilik gocuk ve genglere
yonelik gergeklestiriimis akademik arastirmalarin (lisansustl tezlerin) bibliyografik 6zelliklerinin

belirlenmesi ve bu konuda gelecekte yapilacak ¢alismalara 1sik tutmasi agisindan énem tagimaktadir.

2.YONTEM
2.1. Aragstirmanin Modeli

Yapilan ¢alisma, betimsel arastirma modeli ¢gercevesinde yurutilmus olup, literatir taramasina
dayal bibliyografik yontem kullaniimistir. Betimsel arastirmalar, mevcut durumu veya olguyu sistematik
bicimde ortaya koymayi amagclayan galismalardir (Biyukoztirk ve ark., 2013). Bibliyografik caligsmalar
ise, farkli yayinlarda veya kitiiphanelerde yer alan, belirli bir konuya, yazara ya da cografyaya iliskin
bilgilerin derlenerek belirli olcitler dogrultusunda dizenlenmesini saglayan calismalardir. Bu tlr
calismalar, bilgiye erisimde arastirmacilara rehberlik etmekte, arastirma sirecini yénlendirmekte ve ait

olduklari bilim alaninda temel basvuru kaynaklari olarak énemli bir rol Gstlenmektedir (Tuna, 2017).

Bu arastirmada, Yiiksekdgretim Kurulu (YOK) Ulusal Tez Merkezi veri tabaninda hemofilik
gocuk ve genglerle ilgili yayimlanan tim lisansisti tezler incelenmistir. Tez taramalari, “hemofili”,
“hemofilik gocuk” ve “kanama bozuklugu” anahtar kelimeleri kullanilarak 1-30 Haziran 2025 tarihleri

arasinda gerceklestiriimistir. Tarama sirecinde herhangi bir yil sinirlamasi uygulanmamistir.
Tezlerin arastirmaya dahil edilme kriterleri;

e Tirkiye’'de yasayan hemofilik gocuk ve gengleri konu alan lisanststi tez olmasi,

e Turkcge olarak yayimlanmig ve tam metin erigilebilir durumda bulunmasi,
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o Baslik, 6zet ve anahtar kelimelerinde “hemofili”, “hemofilik gocuk” veya “kanama bozuklugu”
ifadelerinin yer almasi

o Pediatri hemsireligi alaninda yayinlanmis olmasi seklinde belirlenmistir.
Diglanma kriterleri ise;

e Ingilizce olarak yayimlanmis tezler,
o Farkh ulkelerde yasayan hemofilik bireylere yonelik hazirlanmig galismalar
e Tarama yapilan tarihlerde erisime kapali olan (tam metnine ulasilamayan) veya veri

tabaninda yayimlanmayan tezler olarak tanimlanmistir.

Calismalarin 6zetleri incelenip detaylandirildiktan sonra, dahil edilme kriterlerini karsilayan
tezler kapsamli bir sekilde analiz edilmistir. incelenen tezlere iliskin “yayin yili, tez tiirli, Gniversite,
enstitl, anabilim dali, arastirma yéntemi, érneklem grubu ve sayisi, veri toplama araglari ile ¢alisma

konusu” bilgileri derlenerek, 6zet tablo halinde Ek-1'de sunulmustur.

2.2. Verilerin Analizi

Arastirma kapsamina alinan lisansustu tezlerin igerikleri incelenerek ilgili veriler (yayin yili, tez
tird, Universite, enstitli, anabilim dali, arastirma yontemi, érneklem 6zellikleri, veri toplama araglari vb.)
kodlanmis ve nicel verilere donustirilmistir. Elde edilen veriler, SPSS 25.0 paket programi kullanilarak
analiz edilmis; betimsel istatistik yontemlerinden frekans ve ylzde dagilimlari hesaplanarak

yorumlanmisgtir.

3.BULGULAR

“Hemofili”, “hemofilik ¢ocuk” ve “kanama bozuklugu” anahtar kelimeleri kullanilarak
gergeklestirilen literatiir taramasi sonucunda, YOK Ulusal Tez Merkezi veri tabaninda toplam 102
lisansustu tez tespit edilmistir. Hemsirelik alani digindaki (biyoloji, dis hekimligi, tipta uzmanlik, fizik
tedavi ve rehabilitasyon vb.) disiplinlerde yuritilen tezler galisma kapsami disinda birakilmistir.
Hemsirelik alaninda yer alan tezler incelendiginde, i¢ hastaliklari hemsireligi anabilim dalinda hazirlanan
iki tez de kapsam disi birakilarak yalnizca pediatri hemsgireligi alaninda yapilmis tezler degerlendirmeye
alinmigtir. Bu dogrultuda, arastirma kapsaminda toplam alti lisansustu tez analiz edilmigtir.

Tablo-1 incelendiginde, hemofilik gocuk ve genclere yonelik lisansustu tezlerin tamaminin yiiksek
lisans tezi oldugu goérilmuistar. Tezlerin ilk olarak 2003 yilinda yayinladigi belirlenmistir. Calismalarin
tamaminin devlet Universitelerine bagh enstitllerde yiritildigi belirlenmistir. Tezlerin tamami Saglik
Bilimleri Enstitiusi blUnyesinde ydrutilmustar. Danigsman unvanlarina goére dagilim incelendiginde,
tezlerin %50’sinin dogent, %33,3’Unln profesor, %16,7’sinin ise doktor 6gretim Uyesi unvanina sahip

akademisyenler danigmanhginda tamamlandigi goralmustar.

Arastirma turleri agisindan bakildiginda, tezlerin %50’sinin nicel, %50’sinin ise nitel arastirma
deseninde oldugu goérulmektedir. Nitel arastirmalarda érneklem buyudkltkleri 7—10 kisi arasinda
degisirken, nicel calismalarda bu sayi 30 ile 100 arasinda degismektedir. Orneklem gruplarinin biiyiik

gogunlugunu hemofili tanisi almis gocuklar olusturmustur. Nicel galismalarin %66,6’sinda veri toplama
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araci olarak tanimlayici bilgi formlarinin yani sira gesitli dlgeklerin kullanildigi, nitel galismalarda ise

yari yapilandiriimig gérisme formlarinin tercih edildigi belirlenmistir.

Tezlerin konu basliklarina gére dagihmi incelendiginde, galismalarin gogunun hemofili tanili gocuklarin

yasam kalitesi, tedaviye uyum, aile egitimi ve psikososyal destek konularina odaklandidi1 saptanmistir.

Tablo 1: Lisansustu Tezlerin Degiskenlere Gore Dagihmi (n=6)

Degiskenler n %
Tezin Tiri

Yuksek Lisans 6 100
Tezin Aragtirma Tipi

Nicel 3 50
Nitel 3 50
Orneklem Grubu

Cocuklar ve gencler 5 83.3
Ebeveynler 1 16.7
Orneklem Sayisi

7-10 kisi 2 33.4
30-50 kisi 2 33.4
51-100 kisi 2 33.4
Calisma Konulari

Yasam kalitesi 2 33.4
Tedaviye uyum 1 16.7
Aile egitimi 1 16.7
Psikososyal destek 2 33.4

3.1. Galismanin Sinirliliklari

Tam metnine erisilemeyen ve Ingilizce olarak hazirlanmig lisansiistii tezlerin arastirma kapsamina
alinamamasi, taramanin yalnizca “hemofili”, “hemofilik gocuk” ve “kanama bozuklugu” anahtar kelimeleri
ile sinirlandiriimasi, ayrica sadece Turkiye'de ylUrutiimas ve pediatri hemgireligi alaninda hazirlanmig

tezlerin incelenmesi, ¢calismanin baslica sinirlihiklarini olugturmaktadir.

4. TARTISMA VE SONUC

Bu calismada, Tirkiye'de hemofilik c¢ocuk ve genglere yonelik hazirlanmis lisansistli tezler
incelenmigtir. Arastirma sonuglarina gére, hemofili konulu lisansistl tezlerin tamaminin yiksek lisans
duzeyinde yapildigi gérulmektedir. Bu durum, Glkemizde hemsirelik alanindaki doktora programlarinin
sayica sinirli olmasindan ve hemofili konusunun doktora diizeyinde yeterince ele alinmamig olmasindan
kaynaklaniyor olabilir. Pediatri hemgireligi alaninda doktora programlarinin sayisinin artirilmasi,
hemofilik gocuk ve genclere yonelik arastirma konularinin doktora diizeyinde tesvik edilmesi ve

desteklenmesi, bu alanda yapilacak ¢alismalarin niteligini ve bilimsel derinligini artirabilir.

Calisma sonucunda, hemofilik gocuk ve gengleri konu alan lisansisti tez ¢alismalarinin 2003 yilinda
basladigi, 6zellikle 2019 yilindan itibaren belirgin bir artis gosterdigi ve en guncel ¢alismanin 2023
yilinda yayimlandigi gorilmustir. Arastirma sonuglarina goére, hemofili konulu lisansilsti tezlerin
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tamaminin devlet Universitelerinde yuarataldagu belirlenmigti.  Bu  durum, Ulkemizde devlet
Universitelerinin sayica vakif Universitelerinden fazla olmasi ve pediatri hemsireligi programlarinin

cogunlukla devlet Universiteleri binyesinde bulunmasi ile agiklanabilir.

Yapilan galismalar hemofilik cocuklarin yasam kalitesi, tedaviye uyum, aile egitimi ve psikososyal destek
ihtiyaclari gibi konulara odaklanmakta ve bu durum, bakim hizmetlerinin guglendiriimesi agisindan
o6nemli bilgiler sunmaktadir. Hemofili, nadir goriilen ve yasam boyu izlem gerektiren kronik bir hastalik
olup, bakim siireci hem tibbi hem de psikososyal agidan zorluklar igermektedir (Senol, 2016). Bu
nedenle, hemdfili ile ilgili galigmalar arastirmalarda 6zellikle hemofilik gocuklarin bakim ve destek
gereksinimlerini anlamak acgisindan énem tasimaktadir. Tezlerin yarisi nicel, yarisi nitel arastirma
desenindedir. Bu durum, pediatri hemgireliginde hem o6lculebilir verilerle bakimin degerlendiriimesi hem
de hemofilik g¢ocuklar ve ailelerinin deneyimlerinin anlagiimasi ihtiyacini gostermektedir. Karma

arastirma desenleri, bu iki yaklasimi bir araya getirerek alandaki bosluklari doldurabilir.

Konu basliklari incelendiginde, en ¢cok yasam kalitesi, tedaviye uyum ve psikososyal destek konularinin
ele alindigi; hemofili yénetiminde multidisipliner yaklasim, aile danismanligi ve toplumsal farkindalik gibi
alanlarin ise gérece az cahlsildigi gériimustir. Bu alanlarda yapilacak lisansustu tezlerin artiriimasi,
hemofilik gocuklarin saglik sonuglarinin iyilestiriimesi ve bakim siirecinin bittincil olarak ele alinmasina

katki saglayabilir.

Sonug olarak; tlkemizde hemofilik cocuk ve gengler konulu lisansiisti tezler galisma kriterlerine ve
bibliyometrik 6zelliklere uygun olarak incelenmistir. LisansUsti diizeyde hemofili konulu galismalarin
yapilmasi, pediatri hemsirelidi alanindaki uzmanhgin gelismesine ve alanda Uretilen bilginin artmasina
katki saglayacaktir. Bu galismanin, hemofilik gocuklar konusunda gelecekte yapilacak arastirmalarda
alan taramasi yapmak isteyen arastirmacilar igin rehber niteliginde olacagi disunilmektedir. Hemofilik
cocuk ve gengler Uzerine yapilacak gelecekteki ¢calismalarin; doktora dizeyinde, daha genis drneklem
gruplariyla, cocuklarin saglik, egitim ve psikososyal yoOnlerini butlincul sekilde ele alan konulara

odaklanmasi ve karma aragtirma yontemleri kullanmasi 6nerilmektedir.
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Introduction and purpose: Haemophilia is an X-linked recessive disorder caused by a congenital
deficiency or absence of a clotting factor, which carries a risk of life-threatening complications and is a
lifelong bleeding/clotting disorder. It is critically important for parents of children diagnosed with haemophilia
to have access to accurate information and to be educated about disease management to prevent
complications and ensure compliance with treatment. Today, online video sharing platforms play an
important role in accessing information, and YouTube™ is one of the most frequently used sources among
these platforms. However, the accuracy and quality of YouTube™ videos can vary, and reliability issues
may arise for users. Our study aimed to evaluate the visual and physical quality of videos related to the
education of children diagnosed with haemophilia and their parents on the YouTube™ video platform,
assess the information content, and contribute to the literature.

Materials and Methods: The study searched YouTube, an online video sharing and social media platform,
using the keywords ‘haemophilia,” ‘patient education,” and ‘children’ on 15 July 2025. The videos were
filtered according to their ‘relevance level.” The first 50 English-language videos, aimed at informing
parents/children verbally and/or in writing, were included in the study. The researchers recorded the date
the videos were uploaded to YouTube, their duration (in minutes), the number of views, likes, and
comments, the source of the video, and the country of origin, among other details. The ‘Patient Education
Materials Assessment Tool (PEMAT-A/V) was used for the visual-auditory evaluation of the videos, and
the Global Quality Scale was used to assess the quality of the videos.

Results and Conclusion: Descriptive statistical data such as the average duration of the videos included
in the study, the number of views, likes and comments were reported. Differences between the source
distribution of the videos (health organisations, official institutions, individual users, etc.) and content quality
were analysed. Comprehensibility and applicability scores were determined using the PEMAT-A/V scale,
and Global Quality Scale average scores were calculated. Based on the findings, most of the videos
available on YouTube™ were analysed in terms of information quality, and recommendations were made.

Keywords: child, haemophilia, nursing, video content analysis
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Analysis of Hemophilia-Themed Civil Society Organizations’ "Web" Sites in the Context of
Dialogical Communication
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Introduction and purpose: The internet plays a crucial role in sharing and accessing information. To meet
today's growing need for information, many public and private institutions create websites for their users.
Through these sites, institutions can effectively communicate various information and messages to their
target audiences. Civil society organizations also use websites as a communication tool to adapt to these
changes and reach the audiences they serve.These websites also facilitate dialogue between institutions
and stakeholders.The purpose of this study is to explore how websites belonging to civil society
organizations operating in the hemophilia field in Tirkiye are used for event and promotional purposes in
terms of their functional and presentational characteristics, and to evaluate their dialogic communication
relationships with their stakeholders.

Materials and Methods: This study examined the websites of Hemophilia Associations operating in
Turkiye. Nine associations with active websites were included in the study. Given the dynamic nature of
websites, each site was visited once. After making the necessary markings on the developed evaluation
form, the researchers evaluated the websites using content analysis.To ensure data security, the analyses
were conducted using the same researcher and the same computer.The websites were examined based
on the dialogic communication principles developed by Kent and Taylor (1998).

Results and Conclusion: The websites of hemophilia associations in our country vary in terms of
functionality and presentation. Some websites demonstrate adequacy in terms of functionality, including
information transfer, internal communication networks, and participatory functions. The presentational
evaluation revealed that while some websites possess certain features in terms of visuality, accessibility,
and navigability, they lack sufficient timeliness. Furthermore, the majority of the websites examined heavily
implemented dialogic communication principles in technical and design aspects. It was determined that
their dialogic communication capacity, in terms of establishing positive relationships and a dialogue network
with their target stakeholders, was low. As a result of the evaluation conducted using an analysis and
scoring system, hemophilia association websites generally fail to meet the required criteria effectively.
Communication with the associations' stakeholders and target audiences is limited.It is recommended that
civil society organizations structure their websites to enhance their capacity for dialogic relationships and
adopt user-friendly designs.

Keywords: Association, Civil society, Dialogic communication, Hemophilia, Web
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Transformations and Adaptation in Hemophilia
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Introduction and purpose: Hemophilia is a genetic bleeding disorder characterized by a deficiency or
absence of clotting factors, creating a risk of bleeding. This chronic disease requires meticulous treatment
and care, especially during childhood. Intravenous administration of the missing clotting factor was
considered the fundamental principle in the treatment approach years ago. Advances in current medical
technology have created a new comfort zone, moving the treatment to subcutaneous factor
administration.However, the confidence created by the familiarity of past experiences has also led to
hesitations about switching to the current subcutaneous factor administration. This study examines the
adaptation problems experienced by a 15-year-old adolescent diagnosed with hemophilia who has been
administering his own factor through prophylactic treatment for ten years, and the proposed solutions to
these problems during the transition to the new subcutaneous factor administration.

Materials and Methods: This study is a case report of a 15-year-old hemophilic teenager's transition to a
new treatment method.

Results and Conclusion: For an adolescent who has received intravenous factor therapy for ten years,
this procedure has become an integral part of his life. The habits acquired and the difficulties experienced
during this process can be compared to the following problems when transitioning to anew treatment
method: Intravenous Access Phobia and Pain Perception, Social and Psychological Effects, Adherence
tothe Treatment Routine, Learned Helplessness. Adaptation problems experienced when transitioning to
subcutaneous factor application include: Feeling of Loss of Control, Difficulty Learning the Application
Technique, Fear of Side Effects, Lack of Confidence, Peer Pressure and Social Acceptance. Solution
Suggestions: A Roadmap for a Successful Transition: To ensure a successful transition to subcutaneous
factor application, it is necessary to adopt a multifaceted approach.The psychological and practical needs
of both the patient and the family should be considered during this process: Comprehensive Information
and Education, Psychological Support and Counseling, Gradual Transition and Individualized Approach,
Ease of Implementation and Comfort, Continuous Monitoring and Support.Ultimately, comprehensive
education, psychological support, individualized approaches, and continuous monitoring are vital for the
successful management of this process.With the collaboration of healthcare professionals and the family,
the adolescent will be able to easily adapt to this new treatment and lead a more independent life.

Keywords: Hemophilia, adolescent, treatment compliance, healthcare team
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Can an Atrtificial Intelligence Chatbot Be Used as an Information Source for Pediatric Hemophilia
Patients and Their Caregivers?

Hamide Nur Cevik Ozdemir', Seda Ardahan Sevgili?, Selmin Senol®, Mehmet Can Ugur*

'Afyonkarahisar Health Sciences University
2Ege University
3Federation of Hemophilia Societies
4jzmir Tepecik Training and Research Hospital

Introduction and purpose: The use of Al-based chatbots as accessible health information sources is
increasing daily. Increasing the knowledge and awareness of pediatric hemophilia patients and their
caregivers is a fundamental goal of care. While guidelines and brochures are used for this purpose, easily
accessible, technology-based resources are also needed. This study aims to evaluate the ChatGPT
chatbot's potential as an information source for patients and caregivers in pediatric hemophilia care
management and to assess the accuracy, relevance, and safety of its output content.

Materials and Methods: This study used the freely available ChatGPT (3.5) interface. The research team
developed a set of questions related to the care management of pediatric hemophilia patients, based on
guidelines and educational brochures. These questions covered common situations encountered by both
children and caregivers (bleeding management, self-infusion, prophylaxis, physical activity, emergency
intervention, etc.). Questions were entered into ChatGPT version 3.5 and queried on two separate days
from different accounts and computers to prevent the software from memorizing user-dependent
responses. The initial output of each question was saved and compiled in an Excel file. The resulting
responses were independently evaluated by field experts using thematic content analysis for accuracy,
understandability, language simplicity, and reliability.

Results and Conclusion: ChatGPT-3.5's responses to most questions were generally found to be
consistent with scientific knowledge, clear, and understandable. Because the language used did not contain
dense technical terms, it was suitable for users of all educational levels. The itemized presentation of
responses, particularly to questions related to practical applications, and the support of examples increased
fluency and comprehensibility. Furthermore, the emphasis on potential risks, follow-up, and monitoring in
the responses were considered important outcomes. Ambiguous and repetitive statements in some
responses, lack of individualized care guidance, and uncertainty in making critical care decisions were
significant limitations of the application.The ChatGPT-3.5 chatbot can produce accurate and useful
information for pediatric hemophilia patients and their caregivers who need basic information. It can be
considered an easily accessible and practical resource. However, it should be noted that it is limited in
providing individualized medical care recommendations and cannot replace expert guidance.

Keywords: artificial intelligence, caregiver, ChatGPT, Pediatric Hemophilia, source of information
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The Role of Wearable Devices in the Monitoring and Care of Individuals with Hemophilia
Hamide Nur Cevik Ozdemir', Rabia Manav’
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Introduction and purpose: Wearable health devices, in particular, are vital in chronic disease
management because they offer real-time data collection, continuous monitoring, and personalized care.
In conditions requiring regular infusion and bleeding monitoring, such as hemophilia, these devices not only
increase patient safety but also improve treatment management.The primary objective of this review is to
evaluate the effects of wearable devices used in hemophilia patients on disease monitoring, treatment
adherence, and quality of life. In this context, the potential benefits of these devices for both patients and
healthcare professionals from the perspective of protocols and clinical applications are discussed.

Materials and Methods: This review is based on recent studies evaluating the effects of wearable devices
on patients with hemophilia. We first searched international PubMed, clinical databases, and academic
resources for studies involving hemophilia-specific wearable devices.

Results and Conclusion: In recent years, research into the treatment and care of patients with hemophilia
through technology-enabled health interventions has increased significantly. These studies demonstrate
the potential of wearable devices such as florio® HAEMO, loT-based systems, the myPROBE app, and
commercial fitness trackers in hemophilia care. Heart rate, sleep quality, and step count data tracked
through devices like Fitbit have been correlated with clinical parameters such as bleeding frequency, pain
level, and joint capacity when used in conjunction with ePRO apps. Furthermore, quality of life and patient
reports recorded through the myPROBE app have shown significant improvements in patient satisfaction
and treatment adherence.ln conclusion, wearable health devices have the potential to transform care
processes by increasing patient engagement and real-time monitoring in chronic disease management.
Wearable devices can be integrated into education, treatment adherence, activity tracking, and data-based
clinical decision-making processes in hemophilia care.

Keywords: artificial intelligence, Care, Follow-up, Hemophilia, Wearable device
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Introduction and purpose: With the advancement of technology, non-governmental organizations (NGOs)
have increasingly adopted social media as an effective communication tool. Social media plays a significant
role in shaping public perception, and active engagement of NGOs on these platforms has become a
necessity. In the context of digital communication, social media also serves as a powerful medium for
fostering a sense of community, particularly in the case of chronic ilinesses such as hemophilia. This study
aims to raise awareness about hemophilia, a rare disease, by examining the Instagram posts of hemophilia
federations and associations in Turkey, the United States, and India. The content was analyzed
comparatively in terms of thematic focus, communication style, and level of engagement.

Materials and Methods: The Instagram posts shared by the Turkish Hemophilia Federation, the Turkish
Hemophilia Association, the National Hemophilia Foundation (USA), and the Hemophilia Federation India
between June 22, 2022, and July 18, 2025, were analyzed using content analysis methodology.

Results and Conclusion: A total of six main themes were identified from the analyzed Instagram accounts:
celebration of special days, awareness campaigns, educational activities, health policy and advocacy, crisis
and disaster response, and social events with a family-centered focus. In Turkey, the posts primarily consist
of celebrations, events, and informative content, with an emphasis on visuals and announcements. In the
United States, storytelling, guide materials, hemophilia-specific magazines, political calls to action, live
broadcasts, infographics, and personal experience sharing are more prominent. In India, the content is
largely centered on official announcements, meeting and award updates, and visuals of awareness and
informational booklets.The research findings reveal that digital health communication strategies related to
hemophilia vary thematically and strategically across countries. In Turkey, visually driven and
announcement-based informational content is predominant, whereas in the United States, narrative-based
communication, user experiences, and advocacy efforts are more prominent. In India, a more institutional
and formal communication approach is adopted. These differences indicate that the use of digital platforms
for hemophilia communication is shaped by cultural, organizational, and communicative factors.

Keywords: Hemophilia, Social Media, Health Communication, Non-Governmental Organizations, Public
Awareness
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First-Month Results of the Effects of Emicizumab Treatment on Bleeding Episodes in Children
With Hemophilia A: A Pilot Study
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Introduction and purpose: Hemophilia is a rare inherited bleeding disorder caused by a deficiency of
coagulation factor VIII or IX and is clinically characterized by hemarthrosis and hematomas. Treatment
approaches are generally divided into the management of acute bleeding episodes and prophylactic
therapy. Emicizumab, non-factor therapy developed in recent years, is administered subcutaneously and
offers dosing flexibility ranging from daily to monthly. Its ease of administration, reduced need for
intravenous infusions, and potential to improve physical activity contribute to better control and prevention
of bleeding episodes.

Materials and Methods: The study included 12 right-handed pediatric patients diagnosed with Hemophilia
A, with factor levels 1%, who were followed at the Pediatric Hematology Clinic of Gaziantep University.
Written informed consent was obtained from the parents of all participants. According to the emicizumab
treatment protocol, the children were evaluated at the initiation of therapy and after the first four loading
doses. During the general clinical assessment, information was recorded regarding age, height, weight,
BMI, factor levels, presence of inhibitors, history of the most recent muscle or joint bleeding episodes,
presence of target joints, and frequency of bleeding. Following the initial assessment, the physician
provided the parents with detailed information about the content of the subcutaneous treatment and the
administration of the first four loading doses. Subsequently, the children were invited for a clinical follow-up
to evaluate bleeding episodes after the first month of emicizumab treatment.

Results and Conclusion: Among the 12 inhibitor-negative patients included in the study, with a mean age
of 10.16 t 3.26 years, 8 had target joint involvement. Before starting treatment, 66.7% (8 of 12) of the
patients had experienced bleeding episodes (primarily knee and elbow hemarthrosis) within the prior month.
After one month of emicizumab treatment, this rate decreased to 16.6%. Notably, both bleeding episodes
were trauma-related and were managed with factor replacement. Overall, a 70% reduction in bleeding
frequency was observed during the first month of treatment. These initial findings suggest that emicizumab
therapy may significantly reduce bleeding episodes and improved musculoskeletal health. Future follow-
ups at three and six months will focus on evaluating its effects on pain, joint health, physical function,
balance, and quality of life.

Keywords: emicizumab, hemarthrosis, hematoma, Hemophilia
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Evaluation of Quality of Life and Psychological Components in Patients with Severe Hemophilia
A-B and Type 3 Vw
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Introduction and purpose: This study aimed to evaluate the quality of life and psychological status in
patients with severe hemophilia A-B and type 3 von Willebrand disease

Materials and Methods: The study was conducted by contacting patients with severe hemophilia A-B and
type 3 von Willebrand disease who presented to the hematology inpatient unit and outpatient clinics of Dicle
University Hospital. A total of 79 patients were surveyed. The “Hospital Anxiety and Depression Scale” and
the hemophilia-specific “Haem-A-QoL questionnaire” were used.

Results and Conclusion: According to the obtained results, the mean age of the patients was determined
to be 29.78 £ 8.70 years. It was found that 15.2% of the patients were under the age of 21, 45.6% were
between 21 and 30, 26.6% were between 31 and 40, and 12.7% were over the age of 40. No significant
difference was found between the distribution of anxiety and depression status according to age groups. It
was observed that the "Work/School" subscale scores of patients under 21 were lower than those in the
31-40 age group. Based on the Hospital Anxiety and Depression Scale (HADS) assessment, 24.1% of the
participants were found to be anxious and 45.6% were found to be depressive. Unemployed patients had
higher anxiety and depression scores compared to employed ones. Furthermore, in the Haem-A-QoL
questionnaire, unemployed individuals had higher scores in the subscales of physical health, feelings,
work/school, future, and family planning. Patients who were diagnosed due to bleeding had higher anxiety,
depression, and quality of life scores compared to those diagnosed based on family history. Patients with
joint bleeding were found to have a poorer quality of life compared to those without. When quality of life
subdimensions were evaluated according to patients’ anxiety and depression status, a significant
relationship was found between psychological status and quality of life.All these findings indicate that
individuals with hemophilia should be supported not only from a hematological perspective, but also in
psychological, social, occupational, and physical aspects. In this context, a multidisciplinary approach
should be adopted in hemophilia treatment centers, and teams consisting of professionals specialized in
different fields should be actively involved in the treatment process.

Keywords: hemophilia,von willebrand disease,depression,anxiety,quality of life
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A Rare Case in Severe Hemophilia A: A Patient Diagnosed at the Age of 10
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Introduction and purpose: Bleeding symptoms in severe hemophilia A usually appear after six months of
age, and delayed diagnosis is uncommon. Here, we present a case of a 10-year-old boy diagnosed with
severe hemophilia A, and discuss the possible factors contributing to the diagnostic delay.

Materials and Methods: A 10-year-old male patient under follow-up with a diagnosis of juvenile idiopathic
arthritis (JIA) was referred to our clinic from the pediatric rheumatology outpatient department due to
progressively increasing pain and limited range of motion in the left knee following trauma. The left knee
joint appeared swollen and was painful on palpation and during joint movement (Figure 1). His medical
history revealed that he had experienced significant bleeding following circumcision at 6 months of age and
was referred to a tertiary center. At that center, a prolonged aPTT was detected, and pediatric hematology
consultation was recommended. However, the family refused further evaluation and left the hospital, as
documented in the patient’s records. At presentation, aPTT was 77.1 seconds, and a mixing study showed
correction. Factor VIl levels were found to be below 0.3% in two separate laboratories. Following diagnosis,
the patient was treated with extended half-life recombinant factor VIII for three weeks, resulting in near-
complete resolution of symptoms and restoration of mobility. He was then placed on a prophylactic regimen
of extended half-life recombinant factor VIII at a dose of 40 IU/kg three times a week. Due to the family’s
previously defensive attitude and anticipated better compliance, prophylaxis was switched to Emicizumab.
At the time Emicizumab treatment was initiated, the patient's clinical findings had fully resolved (Figure 2).

Figure 1
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Figure 2

Results and Conclusion: Despite the presence of bleeding symptoms and the physician’s suspicion of
hemophilia, the family’s refusal of further evaluation led to a delayed diagnosis. Possible contributing factors
include denial, minimization of symptoms, avoidance of medical intervention, or cultural and religious
beliefs. Additionally, around 10-15% of severe hemophilia A cases may present with milder bleeding
patterns, influenced by genetic mutations, coexisting prothrombotic conditions, or individual lifestyle and
physical factors. Although rare, severe hemophilia A can be diagnosed beyond infancy and should be
considered even in older children with suggestive clinical findings.

Keywords: Hemophilia A, delayed diagnosis, parental behavior
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Surgical Intervention in Von Willebrand Disease: Five Cases
Mehmet Can Ugur', Nanigse Gizem Fener', Eray Arslan?®

'University of Health Sciences, Tepecik Training and Research Hospital, Hematology Clinic
2lzmir Katip Celebi University, Atatlirk Training and Research Hospital, Hematology Clinic

Introduction and purpose: Von Willebrand disease (VWD) is the most common hereditary bleeding
disorder. Quantitative von Willebrand factor (vWF) deficiency is defined as Type 1 and Type 3, while
qualitative deficiency is defined as Type 2 vWD. Surgical interventions in vWD require different approaches
for hemostatic management. In this study, we aimed to present the treatments and results of different
surgical procedures applied in the hemostatic management of 5 patients with vVWD.

Materials and Methods: Demographic information, clinical features, type of surgical procedure, treatments
and doses given to patients diagnosed with von Willebrand disease who underwent major and minor
surgical procedures between 2022 and 2025 were retrospectively scanned from patient files.

Results and Conclusion: Information on the patient's age, factor levels, and surgical procedures is
summarized in Table 1. Treatment doses, durations, and treatment outcomes are summarized in Table
2.The mean age of the 4 female and 1 male patients was 37.6 years (26-51 years). Preoperative vVWF
replacement doses ranged from 2400 to 4800 IU, with a mean of 54.1 1U/kg. Maintenance therapy was
administered for 0-5 days, and no additional doses were required except after rhinoplasty. Desmopressin
was not administered to any patient. All patients received tranexamic acid at a dose of 500 mg/day 3 times
a day, starting 24 hours preoperatively. Low molecular weight heparin (LMWH) was administered only to
the patient undergoing breast cancer surgery for deep vein thrombosis prophylaxis. No patient required
blood transfusion, and no complications were observed.

Keywords: AVM embolization, Cholecystectomy, Rhinoplasty, vWD
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Bleeding Management with Haemocomplettan P in Adult Patients Diagnosed with
Hypofibrinogenemia: 2 Cases

Mehmet Can Ugur’, Gler Kurt?, Nanise Gizem Fener'

'Health Sciences University Tepecik Training and Research Hospital, Hematology Clinic
°Health Sciences University Tepecik Training and Research Hospital, Internal Medicine Clinic

Introduction and purpose: Hereditary fibrinogen disorders are a broad group of coagulation disorders
characterized by quantitative and qualitative abnormalities in circulating fibrinogen. Severe
hypofibrinogenemia is defined as a fibrinogen level below 50 mg/dl, moderate hypofibrinogenemia between
50 and 100 mg/dl, and mild hypofibrinogenemia between 100 and 150 mg/dl. Clinical findings generally
correlate with the fibrinogen level. This case report presents the management of acute bleeding episodes
in two patients with severe hypofibrinogenemia: one with a central nervous system hemorrhage and one
with an intra-articular hemorrhage.

Materials and Methods: Case report

Results and Conclusion: Case 1: A 24-year-old female patient with known hypofibrinogenemia and a
history of intermittent fibrinogen replacement therapy presented with a headache lasting 4 days. Her vital
signs and neurological examination were normal. Laboratory findings revealed an unmeasurable fibrinogen
level. The patient was admitted to the hospital with a computed tomography scan showing a left subdural
hematoma measuring 2.5 cm in width and a 1 cm shift to the right in the midline. After receiving a total of 6
units of cryoprecipitate and 4 g of Haemocomplettan P on day 1, the patient underwent surgery with
fibrinogen levels exceeding 150 mg/dl. She was discharged on day 15 of her hospitalization and is being
followed with 2 g of Haemocomplettan P as a secondary prophylaxis.Case 2:A 26-year-old male patient
with known hypofibrinogenemia and no previous history of fibrinogen replacement therapy presented with
pain and swelling in his left knee. On physical examination, his left knee was flexed at 30-45°, swollen, and
painful. Laboratory findings revealed a fibrinogen level too low to be measured. Ultrasonography revealed
mild fluid increase in the knee joint, which was interpreted as hemorrhage. The patient was admitted to the
hospital, and fibrinogen replacement therapy was initiated. On the third day of admission, his symptoms
completely resolved, and he was discharged with treatment planned as needed.Conclusion:Primary
prophylaxis is not recommended in patients with hypofibrinogenemia, but secondary prophylaxis is
necessary in patients with a history of life-threatening bleeding. While fresh frozen plasma or cryoprecipitate
are among the treatment options for prophylaxis, virally inactivated fibrinogen concentrate should be the
first choice.

Keywords: central nervous system hemorrhage, Haemocomplettan P, HYPOFIBRINOGENEMIA
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Intrathecal Treatment with Fresh Frozen Plasma Replacement in a Patient Who Developed
Acquired Factor VIII Deficiency During Acute Lymphoblastic Leukemia Treatment

Davut Albayrak'
"Medicalpark Samsun Hospital

Introduction and purpose: We observe prolongation of APTT and PT in patients with acute lymphoblastic
leukemia during treatment. We recognize the concern that intrathecal therapy may pose a bleeding risk
during this period. During these periods, we choose between postponing intrathecal therapy or taking the
risk. However, we want to avoid delays as much as possible within our protocols. We present a case of
acute lymphoblastic leukemia that intrathecal therapy was do after infusion of fresh frozen plasma for
prolonged APTT and acquired low Factor VIl level.

Materials and Methods: Case: A 3-year-old female patient was receiving treatment for acute lymphoblastic
leukemia. When she came for intrathecal treatment during the maintenance phase, an APTT length of 44
seconds was found. Her factor VIII level was low (24%). Intrathecal treatment was postponed. When she
came for treatment the following week, the APTT length continued. The patient's parent was concerned
about the treatment delay. The patient was given 20 mi/kg of fresh frozen plasma. Intrathecal treatment
was performed. There were no bleeding or complications.

Results and Conclusion: In conclusion, APTT elevations can be observed during acute lymphoblastic
leukemia treatment. Intrathecal treatment can be postponed during this period. However, repeated
postponements may lead to protocol deviations. In such cases, intrathecal treatment can be performed by
correcting the coagulation disorder with fresh frozen plasma. We believe our case will be useful because it
exemplifies this solution.

Keywords: |16semi , intratekal tedavi, taze donmus plazma, APTT, Faktor VIII
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Development of a Malignancy-Associated Factor VIl Inhibitor in a Female Patient with Breast
Cancer and Successful Treatment with Rituximab: A Case Report

Haci Ahmet Aslaner’, Giilsah Polat Akyol', Muzaffer Keklik'
'Erciyes University Faculty of Medicine, Division of Hematology

Introduction and purpose: Acquired hemophilia A (AHA) is a rare but potentially life-threatening bleeding
disorder caused by autoantibodies that neutralize factor VIll. AHA is often associated with malignancies,
autoimmune disorders, or the postpartum period. Malignancy-associated AHA poses challenges in both
diagnosis and management.

Materials and Methods: Patient: 47-year-old femaleHistory: Known breast carcinomaPresentation:
Admitted with multiple spontaneous subcutaneous hematomas and intramuscular hemorrhages.Laboratory
Findings: Prolonged aPTT, low FVIII activity (<1%), and high inhibitor titer (Bethesda >10 BU).Diagnosis:
Malignancy-associated acquired hemophilia A.

Results and Conclusion: Treatment and Follow-Up: Bleeding Control: Hemostasis was achieved with
bypassing agents.Immunosuppression:Initial treatment with corticosteroids + cyclophosphamide failed to
achieve adequate response.Plasmapheresis: Performed due to high inhibitor titer to reduce the antibody
burden.Rituximab: Administered at 375 mg/m? weekly for 4 weeks.Outcome: Following rituximab, the
inhibitor disappeared, and FVIII activity returned to normal.Discussion:Malignancy-associated AHA is rare
but may be associated with poor prognosis.In patients with high inhibitor titers, plasmapheresis can reduce
antibody levels and improve the efficacy of immunosuppressive therapy.Rituximab is an effective treatment
option, especially in refractory cases.

Keywords: Acquired hemophilia A , Factor VIII inhibitor, Breast cancer, Rituximab, Plasmapheresis
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We Lend Our Hands, We Became Hope for Hemophilia
Fadime Fisek’, Sevgi Ciftci’
'Pamukkale University

Introduction and purpose: Pamukkale Hemophilia and Other Blood Diseases Association works to raise
awareness and improve the quality of life of our patients. Our association organizes social, educational,
and health-focused events for patients and their families. This poster was prepared to share the events we
hold.

WE JOINED HANDS AND BECAME HOPE FOR HEMOPHILIA

P, s PAMUKKALE . @
\-_f/,) HEMOFIL VE DIGER KAN *
s | HASTALIKLARI DERNEGI

E( Ele Verdik, Hemofiliye Umut Ofduk!

DERNEK TOPLANTILARI 2
HEMOFILI HASTAMIZA iLK DERI ALTI UYGULAMASI| *"
DUZENLI SELF INFUZYON EGITIMLERI x*

+ HASTALARIMIZ YARARINA KERMES DUZENLEDIK

« 17 NISAN DUNYA HEMOFILI GUNU KUTLAMA VE FARKINDALIK ETKINLIGI YAPTIK

+ IVILESEN GOCUKLARIMIZLA BIRLIKTE GOKYUZUNE; UMUT, HAYAL VE DILEK DOLU
BALONLAR UGURDUK

* GELISIMLERINE GUG KATMAK, HAYALLERINE DESTEK OLMAK IGIN HEMOFIL
HASTAS| COCUK VE GENGLERIMIZE OZEL YOZME KURSLARI BASLATTIK.

Verbal consent of the relevant persons was obtained.
Materials and Methods: Compilation

Results and Conclusion: Charity bazaar for the benefit of families with hemophilia, April 17 World
Hemophilia Day celebration and awareness event,Regular self-infusion training and balloon kite meetings
after the training,Swimming course activities were held for children and young people with hemophilia.Our
association continues to strive to ensure that all these activities are planned and carried out every year
based on current conditions.

Keywords: HEMOPHILIA, CHILD, CARE, NURSE
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Prophylaxis with a Once-Weekly Low-Dose Prothrombin Complex Concentrate in a Child with
Severe Factor X Deficiency.

Yusuf Ziya Aral', Ozglr Carti', Mediha Akcan', Yasemin Isik Balci’
'Aydin Adnan Menderes University Faculty of Medicine, Department of Pediatric Hematology Oncology

Introduction and purpose: Because it is one of the most common rare factor deficiencies, prophylactic
treatment is recommended for patients with severe FX deficiency who present with bleeding symptoms, as
well as for patients experiencing severe bleeding episodes such as central nervous system or
gastrointestinal bleeding or hemarthrosis. Recommendations are largely based on case series, and there
are no clear recommendations for dose and target trough values. PCC prophylaxis is administered 1-3
times per week at a dose ranging from 18 to 50.8 IU/kg/dose. We present this case to emphasize the
effectiveness of low-dose, weekly PCC prophylaxis in severe FX deficiency.

Materials and Methods: He was referred to our neonatal unit with a preliminary diagnosis of transient
tachypnea of the newborn. He was diagnosed with severe FX deficiency due to bleeding from a nasogastric
tube and umbilical cord. His PT was measured as unmeasurably long, aPTT was 150 seconds, and FX
level was found to be unmeasurably low. He was treated in Van for an intracranial hemorrhage (falling off
a couch) at four months of age. He was started on weekly FFP prophylaxis due to a sublingual hemorrhage
at one year of age, a laceration to the tongue at 14 months, a laceration to the forehead at 16 months, and
a hematoma at the vaccination site at 1.5 years of age. Due to a hematoma in the right gastrocnemius at
20 months and a bleeding in the oral mucosa at 21 months, FFP prophylaxis was discontinued and
prophylaxis was started with cofact 250U once a week. He had a frenulum laceration at 2.5 years old, and
an additional dose of cofact was administered. No other bleeding problems occurred during the follow-up.
At 5 years old, PZ was 125, aPTZ was 101 sec, and because the FX level was 1.3%, prophylaxis was
continued with cofact 500 once a week.

Results and Conclusion: In children with severe FX deficiency, weekly use of prothrombin complex
concentrate (10-20 mg/kg/dose) to maintain factor X levels at 1.2% or above can provide effective
prophylaxis.

Keywords: Factor X deficiency, prophylaxis, prothrombin complex concentrate
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Pediatric Genetic Counseling: The Case of Hemophilia
Rughan Ozdemir', Fadime Yasli', Nuray Aydogmus', Stkri Celen'
'Ege University

Introduction and purpose: Hemophilia is a rare genetically inherited bleeding disorder with examples of
gene mutations. The fact that it requires lifelong treatment and has high treatment costs increases the
importance of genetic counseling in patients with this diagnosis. In this study, the necessity of genetic
counseling in hemophilia and the roles of healthcare professionals in this regard were discussed in line with
current developments.

Materials and Methods: In this case report, relevant roles were examined in two cases diagnosed with
hemophilia.

Results and Conclusion: The cases started with the last generation with a new diagnosis and continued
with the diagnosis of the next generation. The first case, A, was a 28-month-old child with severe hemophilia
A, the first and only child on prophylactic factor therapy. The mother was a carrier of hemophilia and the
father of the mother was 59 years old and had severe hemophilia A. The second case, B, is a 22-month-
old child diagnosed with severe hemophilia A and prophylactic factor therapy is ongoing. His mother was a
carrier, his brother, uncle, maternal uncle and a cousin of the mother had hemophilia A. The presence of
hemophilia in Case B three generations ago, especially the fact that two siblings in the current generation
are hemophiliacs, draws attention to the fact that the case can be considered as an example in genetic
counseling. In all societies, genetic counseling approaches for diseases with the risk of genetic transmission
are becoming more and more important every day. Especially despite the advancing medical technology,
the financial and moral burdens of treatment with new diagnoses have updated the roles of genetic
counseling. In recent years, the roles of genetic counseling in health professionals and especially in
pediatric nursing can be summarized as Genetic and Genomic Information Assessment and Follow-up,
Pre-test and Pre-test Counseling, Post-test Counseling, Education and Information Role, Patient Rights
and Ethical Approach, Guidance and Collaboration, Pharmacogenetics-based Treatment Management
(Future Perspective).

Pedigree of Case B

Keywords: Hemophilia, child, genetic transmission, genetic counseling, pediatric nurse
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Autonomy in Hemophilia: Selfinfusion

Cagan Turan', Giman Samur’
'Federation of Hemophilia Associations

Introduction and purpose: While hemophilia is a chronic disease that can be diagnosed at an early age,
there's a chance to ensure continuity of treatment by replacing the missing factor. Factor replacement
therapy continues throughout life, and the risk of bleeding is controlled over the years. This case report
examines a 21-year-old man's story of gaining autonomy in his hemophilia treatment.

Materials and Methods: This study is case report.

Results and Conclusion: I'm Cagan... an only child, embraced with affection by those around me, a young
university student! A young person's peace with hemophilia means independence and autonomy. The
roadmap to this point lies in the ability to self-administer the Factor. Adolescence is a time of immense life
experience, a time when we seek independence and gain invaluable experience. In this presentation, I've
explored my efforts to self-administer the Factor and the sources of support | received, drawing on a
theoretical framework and life experience.In this context, being able to manage one's own factors creates
a unique sense of independence for a young person with hemophilia. No longer needing constant medical
attention or assistance from others for treatment increases the young person's control over their own lives.
This is a significant liberation, both physically and psychologically. In the event of a bleeding emergency or
the need for timely prophylaxis, being able to intervene quickly, without relying on external support,
strengthens the young person's self-confidence and enhances decision-making skills.As a result, self-
infusion skills become indispensable for a self-confident life, providing independence, flexibility,
psychological well-being and a strong sense of responsibility.

Keywords: Hemophilia, autonomy, selfinfusion
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A Case of Mild Hemophilia A Diagnosed After Circumcision Surgery: From Diagnosis to
Prevention

ibrahim Eker', Hamide Nur Cevik Ozdemir?, Ahsen Basaran®

"Afyonkarahisar Health Sciences University, Faculty of Medicine, Department of Pediatric Hematology
and Oncology
2Afyonkarahisar Health Sciences University, Faculty of Health Sciences
SAfyonkarahisar Health Sciences University, Faculty of Medicine, Department of Child Health and
Diseases

Introduction and purpose: Circumcision is often the first surgical procedure a boy experiences in his life.
While complications following this procedure are rare, postoperative bleeding can be the first sign of
undiagnosed hemophilia. This case report describes an 8-month-old boy who presented with uncontrollable
oozing bleeding after circumcision surgery and was subsequently diagnosed with mild hemophilia A.

Materials and Methods: An eight-month-old male patient presented to the emergency room after
circumcision with complaints of persistent leakage bleeding that had persisted for two days. Physical
examination revealed no pathological findings other than active leakage bleeding at the circumcision site.
There was no known history of bleeding, a tendency to ecchymosis, or a similar family history. Initial
evaluation revealed stable vital signs, and coagulation tests were requested. Laboratory examination
revealed a hemoglobin of 10.2 g/dL and a platelet count of 287,000/uL. Coagulation tests revealed a
prothrombin time (PT) of 12.3 seconds (normal: 11-14) and an activated partial thromboplastin time (aPTT)
of 40.4 seconds (normal: 25-35). Factor VIl was found to be 6.63% (normal: 50-150%), despite the factor
levels requested due to the prolonged aPTT.

Results and Conclusion: Due to a factor VIl level of 6.63%, the patient was diagnosed with mild
hemophilia A and received intravenous recombinant factor VIII concentrate at a dose of 25 IU/kg. Bleeding
was controlled after treatment, and the control factor level increased to 48%. The baby's vital signs
remained stable during nursing follow-up, and postoperative care progressed smoothly. As part of the
multidisciplinary approach, nursing care included regular monitoring of the surgical wound area,
assessment of the patient's clinical condition after factor replacement therapy, education of the family about
bleeding symptoms and emergency procedures, and development of a post-discharge care plan. The family
was provided with a hemophilia diagnosis card, and regular follow-up was scheduled. This case
demonstrates that mild hemophilia A can occur for the first time after minor surgical procedures such as
circumcision. Routine coagulation tests, particularly in mild hemophilia cases, may yield values close to
normal. Therefore, a careful history, family history assessment, and advanced coagulation testing in cases
of prolonged bleeding are critically important before circumcision.

Keywords: Circumcision, Factor VIl deficiency, Hemophilia A
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Use of the Wearable Cold Therapy Device Cryocuff in Hemophilia Patients: Clinical Experience
and Literature Review

ibrahim Eker’, Sibel Turmus', Hamide Nur Cevik Ozdemir?, Ahsen Basaran®

"Afyonkarahisar Health Sciences University, Faculty of Medicine, Department of Pediatric Hematology
and Oncology
2Afyonkarahisar Health Sciences University Faculty of Health Sciences
SAfyonkarahisar Health Sciences University, Faculty of Medicine, Department of Child Health and
Diseases

Introduction and purpose: Recurrent joint bleeding in individuals with hemophilia can lead to chronic
arthropathies, negatively impacting quality of life. Early and effective management of bleeding episodes is
crucial. In addition to immediate factor replacement therapy, the PRICE (protection, rest, ice, compression,
elevation) protocol offers a supportive approach. The CryoCuff™ device combines cold application and
compression in a single device, providing two key components of the PRICE protocol. This study presents
literature data and our clinical experience with the use of the CryoCuff™ device in patients with hemophilia.

Materials and Methods: Cryotherapy contributes to bleeding control by reducing local vasoconstriction
and metabolic rate, while compression is effective in limiting tissue swelling and intra-articular pressure.
The effectiveness of the CryoCuff™ device, which combines these two methods, in patients with hemophilia
was evaluated through a literature review and clinical observations. An observational study was reviewed
in the literature, which included the use of the CryoCuff™ in the home setting after hemarthrosis in 12
patients with severe hemophilia A/B or type 3 von Willebrand disease. The device was applied in 15-minute
sessions several times a day. Observations regarding the use of the device in patients experiencing
hemophilic joint bleeding in our clinic were recorded.

Results and Conclusion: According to literature data, one year of home use of CryoCuff™ has reduced
pain and swelling in patients with hemophilia. While there is no definitive evidence that it reduces factor
use, there has been no report of a delay in hemostasis or the need for additional factor. Observations
conducted on a limited number of pediatric hemophilia patients in our clinic have shown that the device
improves patient comfort and is beneficial in pain management. The CryoCuff™ device has the potential to
support symptom management in hemophilia care. However, systematic evaluation of its efficacy and
safety through large-sample, randomized controlled ftrials is necessary before routine use. The
development of standardized protocols for the device's use in pediatric hemophilia patients is
recommended.

Keywords: CryoCuff, Cryotherapy, Hemophilia, Pediatrics
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