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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 Antalya on 15-17 April 2026, with the participation of academics
from home and abroad, association members, hemophiliacs, their relatives and officials working in
public institutions.

Our congress venue is the Antalya Pine Beach Belek 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 23rd International Turkish Hemophilia Congress.

Prof. Dr. Biilent ZULFIKAR Prof. Dr. Kaan KAVAKLI
Congress Co-President Congress Co-President

www.turkiyehemofilikongresi.com
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SCIENTIFIC PROGRAM

April 15, 2026 Wednesday
Medical Hall

Recent Developments in Clinical Research
Chairs: Bulent Zalfikar, Kaan Kavakl

New Subcutanecus (5C) Preduct Candidates for Hemophilia
Bagak Kog Senol

Safety Considerations with Subcutaneous Products

Canan Albayrak

Subcutaneous Treatment Options in von Willebrand Disease

Biilent Antmen

Will Gene Therapy Research Continue?
Vahap Okan

Oral Factor VIII Clinical Trials

ilgen Sagmaz

Q
novo nordisk”

Satellite Symposium
Chairs: Serap Kahraman, Ziihre Kaya

Standing by Hemophilia: From Past to Future
Tekin Aksu, Aysenur Bahadir

Coffee Break WP

Satellite Symposium
Chairs: Bllent Zilfikar, Kaan Kavakh

Prolonged Efficacy with Established Safety — Adynovate & the Safe Use of Feiba
Robert Sidonio, Canan Albayrak

Laboratory Monitering of Non-Factor Therapies
Chairs: Fatih Aydin, Glnes Ak

Speaker: Yesim Dargaud

Opening Ceremony
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SCIENTIFIC PROGRAM

April 15, 2026 Wednesday
Multidisciplinary Hall

Hemophilia in Everyday Life

15:00-16:00

Hydrotherapy Session

Aylin Arik, Yusuf Ziya Aral, Muhammed Halil Onat, Batuhan Aslan
16:00-16:30 Coffee Break B

Physiotherapy Training Session (in the Main Hall
16:30-17:30 U li\" g, { )

Ece Ginar, Tugce Poyraz isleyen, Levent Polat, Selin Topgu
17:30-18:00 Coffee Break WP
18:00-19:00 Opening Ceremony (to be held in the Medical Hall)
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April 16, 2026 Thursday
Medical Hall

Panel: Medical Oral Presentations

Chairs: Murat Soker, Erol Erduran

5-1 - istanbul ilinde Bulunan Aile Hekimligi Uzmanlik Ogrencilerinin Hemofili Hastaligi Hakkinda Bilgi Diizeyi ve Tutumlarinin Degerlendirilmesi
Arif Eker

5-2 - Nadir Goriilen Faktor Eksikligi Hastalarinin Klinik izlemi
Abdullah Karakus, Seyma Akba

5-3 - Hemofilik Bireylerde 30 Saniye Otur-Kalk Testi Performansinin Saghkh Akranlarla Kargilagtnimas:
Tugge Poyraz Isleyen, Selin Topgu

5-4 - Hemeofili Tamil Genglerde Anksiyete ve Depresyenun Psikolojik Belirleyicileri: Kendini Damgalama, Sosyal Kaygi ve Ruminasyonun Rolii
Dilek Anuk, Basak Kog Senol, Haluk Zulfikar, Melike Tekinel, Osman Balent Zalfikar

5-5 - Glanzmann Trombastenisi Hastalarimizda Genotip ile Klinik ve Laboratuvar Testlerin Korelasyonu

Canan Albayrak, Davut Albayrak

Future of Therapy in Hemophila
Chairs: Hale Oren, Giil Nihal Ozdemir
Speaker: Flora Peyvandi

Multidisciplinary Approach in Hemophilia: The Role of Each Discipline in the Patient Journey

Chairs: Irmak GOmustas, Emine Tarkkan

Psychosocial Support in Patients with Hemophilia
Melike Aktag

Preservation of Joint Health and Surgical Approaches

Elcil Kaya Biger

Rehabilitation and Restoration of Function

Ela Tarakgi

Daily Management and Patient Education
Elif Senol

Patient Rights and Health Law
Bergan Kayikg!

Coffee Break W

@ Pﬁzer

Satellite Symposium
Chairs: Biilent Ziilfikar

A New Era in Hemophilia Treatment: Marstacimab

Kaan Kavakli, Basak Kog $enol
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SCIENTIFIC PROGRAM

April 16, 2026 Thursday
Medical Hall

Clinical Trials and Real-life Experinces
Chairs: Aysegiil Uniivar, Davut Albayrak
Speaker: Pratima Chowdary

Lunch // Poster Evaluation

Poster Session Chairs: Ali Fettah, Yasemin Isik Balci, Nihal Karadag
PROCEUTICa

Satellite Symposium

surgical and Prophylaxis Experiences with Elocta

Basak Kog Senol, Elif Giiler Kazanci

Von Willebrand Session

Chairs: Namik Ozbek, Asu Fergin Yiimaz

Diagnostic Challenges in von Willebrand Disease
Tekin Guney

Prophylaxis in von Willebrand Disease

Sibel Tekgunduz

Satellite Symposium
A Next-Generation Approach in Hemophilia A Treatment:
Transforming Clinical Practice with Hemlibra

Biilent Antmen, Kamuran Karaman, Basak Kog $enol

Coffee Break WP

Rare Factor Deficiencies Session

Chairs: Yilmaz Ay, eref Bugra Tunger

Management of Rare Factor Deficiencies
Dilek Gurlek Gakgebay

Glanzmann Thrombasthenia

Sinan Akbayram

Genetics of Rare Factor Deficiencies
Tahir Atik
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SCIENTIFIC PROGRAM

April 15, 2026 Wednesday
Multidisciplinary Hall

Social, ing, and Multidisciplinary Presentations

Chairs: Veysel Gok, Ozlem Sensoy

5-6 - Cocugu Hemofili Olan Annelerin Deneyimlerinin Belirlenmesi

Hiilya Dalkilig Bingdl, Merve Ertung Soycan, Bagak Kog Senol, Ayfer Aydin, Osman Bilent Zilfikar

5-7 - Konjenital Afibrinojenemide Klinik Fenotip Spektrumu; Kanama mi ? Tromboz mu ? Tek Merkez Deneyimi

Cansu Sert Jabarin, Veysel Gok, Narmin Mammadova, Merve Tellioglu Sariaslan, Suayip Keskin, Gokhan Kartal, Alper Ozcan, Ebru Yilmaz, Musa Karakikel

5-8 Beyond Bleeding: Unmet Needs and Disease Awareness in von Willebrand Disease

Sabina Guliyeva, Basak Kog, Balent Zalfikar

5-9 Kanama Bozuklugu Olan Kadinlarda Beden imaiji, Sosyal izolasyon ve Depresif Belirtilerin Klinik Agidan Degerlendirilmesi

Irmak Erdogmus, Melike Aktac, Basak Kog, Bulent Zalfikar

$-10 Goklu Koagiilasyon Faktorii Eksikligi Vakalanimiz Ve Aile iligkisi
Davut Albayrak, Canan Albayrak

Real-Life Experiences with a New Medication
Chairs: Bulent Zulfikar, Kaan Kavakli

Recommendations for Patients and Families

Enes Sarag, Mehmet Can Ugur

Coffee Break WP

Nurse, Patient, and Family Session

Chairs: Halya Dalkilig Bingdl, Selmin Senol, Hakan Giirel, Samet Oner, Fadime Figek

intravendz and Subkutan Practical Trainings

Hatice Kaltav, Hayriye Bager

Home Therapy
Gul Bezgal, Nuray Erdogmug

Education in Clinical Trials

Hilal Bastug, Funda Ciga

Lunch 'H

Challenges in the Aging Hemophilia Population
Chairs: Ahmet Kilig, Fikret Bezgal, Mehmet Sonmez

Hypertension and Nephrological Complications
Salih Aksu

Diabetes

Kubilay Karsidag

Cardiac Complications

Veysel Oktay

Coffee Break WP
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SCIENTIFIC PROGRAM

April 15, 2026 Wednesday
Multidisciplinary Hall

Social, ing, and Multidisciplinary Presentations

09:00-10:00 . o
Chairs: Veysel Gok, Ozlem $Sensoy

5-6 - Cocugu Hemofili Olan Annelerin Deneyimlerinin Belirlenmesi

Hiilya Dalkilig Bingdl, Merve Ertung Soycan, Basak Kog $enol, Ayfer Aydin, Osman Biilent Zalfikar

5-7 - Konjenital Afibrinojenemide Klinik Fenotip Spektrumu; Kanama mi ? Tromboz mu ? Tek Merkez Deneyimi

Cansu Sert Jabarin, Veysel Gok, Narmin Mammadova, Merve Tellioglu Sariaslan, Suayip Keskin, Gokhan Kartal, Alper Ozcan, Ebru Yilmaz, Musa Karakikel

5-8 Beyond Bleeding: Unmet Needs and Disease Awareness in von Willebrand Disease

Sabina Guliyeva, Basak Kog, Balent Zalfikar

5-9 Kanama Bozuklugu Olan Kadinlarda Beden imaiji, Sosyal izolasyon ve Depresif Belirtilerin Klinik Agidan Degerlendirilmesi
Irmak Erdogmusg, Melike Aktag, Basak Kog, Bulent Zulfikar

$-10 Goklu Koagiilasyon Faktorii Eksikligi Vakalarimiz Ve Aile iligkisi
Davut Albayrak, Canan Albayrak

Real-Life Experiences with a New Medication

Chairs: Bulent Zulfikar, Kaan Kavakli
10:00-11:00

Recommendations for Patients and Families

Enes Sarag, Mehmet Can Ugur

11:00-11:30 Coffee Break WP

loskeletal Health in F philia: A Multidisciplinary Approach

15:30- 16:30
Chairs: Yunus Celik, Gokhan Tavukgu, Meryem Albayrak

Joint-Preserving and Surgical Approaches
Gokhan Polat

Bleeding Control and Prophylaxis Strategies
Defne Ay Tuncel

Rehabilitation and Functional Recovery
Elif Aydin
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SCIENTIFIC PROGRAM

April 17, 2026 Friday
Medical Hall

Oral Presentation

08:00-09:00 . =
Chairs: Ozcan Bor, Abdullah Karakug
5-11 Investigation of the Psychosocial Impact of Subcutaneous Therapy on Patients with Hemophilia and Their Families
Eren Urer, Kaan Kavakl
5-12 Usage of a New Mobile Phone Application for Children with Hemophilia During the Transition from Adolescence to Adulthood
Aysegul Univar, Burcu Belen Apak, Pamir Isik, Melike Sezgin Evim, Serap Karaman, Dilek Cokeliler, Ozlem Akbulut, Eylem Gl Ates, Aydan Akdeniz, Hasan Micahit Ozbas
5-13 Higher Zero-Bleed Rates with Emicizumab Compared with Factor Prophylaxis in Hemophilia A: A Real-World Single-Center Experience
Enes Tagdelen, Basak Kog, Bulent Zilfikar
5-14 Surgery in Hemophilia A Receiving Emicizumab Prophylaxis: Real-World Single-Center Experience
Bagak Kog, Gokhan Polat, Bulent Zalfikar
5-15 Clinical and Molecular Characterization of Three Novel Variants Identified in the F8 Gene in Patients Diagnosed with Hemophilia A
Seda Kilig Erciyas, Basak Kog Senol, 5. Bugra Tunger, Osman Bilent Ziilfikar
Joint Medical and Multidisciplinary Session
World Hemophilia Day — April 17 Celebrations
09:00 - 09:15
Opening
Bilent Zulfikar, Kaan Kavakh
09:15 - 09:30
Chairs: Muzaffer Demir, Adalet Meral
09:30 -10:30

Speakers: Sezar Garrido, Mehmet Ali Coban, Gokhan Aktag, Caner Dadak
Hemophilia Foerum
10:30-11:45 Chairs: Bilent Zalfikar, Kaan Kavakl

Speakers: Zeynep Aktuglu, Yusuf Gzdemir, ismail Balmumcu

11:45-12:00 CLOSING
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KLINIK ARASTIRMALARDA GUNCELLEMELER- HEMOFILI IGIN YENI SUBKUTAN URUN ADAYLARI

Doc. Dr. Basak Ko¢ Senol
istanbul Universitesi Onkoloji Enstitiisii, Kalitsal Kanama Bozukluklari Birimi

Hemofili A ve B, sirasiyla faktor VI (FVIII) ve faktor IX (FIX) eksikliklerine bagli gelisen, yagsam boyu
sUren ve tekrarlayan kanamalarla karakterize kalitsal kanama bozukluklandir. Profilaktik faktor
replasman tedavilerinin yayginlasmasiyla kanama sikligi ve hemofilik artropati belirgin 6lgtide azalmig
olsa da, intravendz uygulama gereksinimi, sik infuzyon ihtiyaci ve ven6z erigsim guclukleri klinik
pratigin dnemli sinirliiklar olmaya devam etmektedir (1-3). Bu zorluklar 6zellikle pediatrik hastalarda
santral vendz kateter ihtiyacini, erigkinlerde ise tedaviye uyum sorunlarini beraberinde getirmektedir.

Son on yilda gelistirilen subkutan tedaviler, hem uygulama kolayligl hem de farkli etki mekanizmalari
ile hemofili yonetiminde belirgin bir paradigma degisimi yaratmistir. Bu tedaviler, yalnizca eksik
faktorin yerine konulmasini hedefleyen klasik yaklasimin otesine gecerek koagilasyon sisteminin
yeniden dengelenmesini veya FVIII fonksiyonunun taklit edilmesini amacglamaktadir. Giunumuzde
subkutan tedaviler U¢ ana baslik altinda incelenmektedir: (i) FVIII-mimetik bispesifik antikorlar, (ii)
rebalancing ajanlar

Subkutan tedaviler, intravenoz faktor replasmanina kiyasla daha stabil farmakokinetik profil sunarak
plazma duzeylerinde dalgalanmalari azaltir ve daha ongorulebilir bir hemostatik denge saglar (4).
Uzun yar 6murleri sayesinde daha seyrek doz araliklari ile etkili profilaksi mimkuin olur. Bu durum
yalnizca kanama kontrolinu iyilestirmekle kalmaz, ayni zamanda tedavi yukiunu azaltarak hasta ve
bakim veren agisindan yasam kalitesini artirir (5).

Bununla birlikte, bu ajanlarin ¢ogu standart koagulasyon testlerini etkileyebildiginden laboratuvar
izlemi acisindan yeni yaklasimlar gerektirmektedir (6).

(i) FVIII-mimetik bispesifik antikorlar

Emicizumab

Emicizumab, aktive faktor IX (FIXa) ile faktor X (FX) arasinda kopru kurarak FVIII'in kofaktor
fonksiyonunu taklit eden bispesifik bir monoklonal antikordur (7). Subkutan uygulanabilirligi, uzun yari
omru (~4-5 hafta) ve inhibitor varligindan bagimsiz etkinligi ile hemofili A tedavisinde dnemli bir
dénum noktasi olmustur.

HAVEN 1-4 ¢calismalari, emicizumab profilaksisinin hem inhibitorli hem inhibitorstz hastalarda yillik
kanama oranlarini (ABR) anlaml gekilde azalttigini géstermistir. Bu g¢alismalarda ABR’de %80’in
Uzerinde azalma ve yuksek oranlarda zero-bleed elde edilmistir (8-10). Gergcek yasam verileri de bu
bulgular desteklemekte, uzun doénem kullanimda etkinligin surdudrildugunu ve tedaviye uyumun
arttigini gostermektedir (11).

Guvenlik acgisindan en 6nemli konu, 6zellikle yuksek doz aktive protrombin kompleks konsantresi
(aPCC) ile birlikte kullanimda bildirilen trombotik mikroanjiyopati (TMA) ve tromboz riskidir (12). Bu
nedenle es zamanli tedavi protokollerinin dikkatle planlanmasi gereklidir.

www.turkiyehemofilikongresi.com
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Denecimig (Mim8)

Mim8, hemofili A tedavisinde kullanilmak Uzere gelistirilen yeni nesil bir bispesifik monoklonal antikor
olup, emicizumabin yapisal ve fonksiyonel 6zellikleri optimize edilerek daha ylksek potensiye
ulasilmasi hedeflenmistir. Temel etki mekanizmasi, aktive faktor IX (FIXa) ile faktor X (FX) arasinda
kopriu olusturarak FVIII'in kofaktor fonksiyonunu taklit etmek ve bdylece trombin olusumunu
artirmaktir. Ancak Mim8, emicizumabdan farkli olarak FIXa ve FX’e daha yuksek baglanma afinitesine
sahip olacak sekilde tasarlanmis olup, bu sayede daha gucli ve daha kontrolll bir koagulasyon yaniti
olusturmayl amaglamaktadir (19).

Preklinik calismalarda Mim8’in, emicizumaba kiyasla daha yuksek trombin Uretimi sagladigi ve daha
dusuk konsantrasyonlarda benzer veya Ustlin hemostatik etkinlik gosterdigi ortaya konmustur. Ayrica,
genis terapotik araligl sayesinde doz esnekligi sunabilecegi ve farkli hasta gruplarinda
bireysellestirilmis tedaviye olanak taniyabilecegi disunulmektedir (19,20).

Erken faz klinik calismalarda (Faz 1/2), Mim8’in subkutan uygulama sonrasi 0ngorullebilir
farmakokinetik ve farmakodinamik ozellikler sergiledigi, plazma duzeylerinde stabilite sagladigi ve
dusuk dozlarda dahi belirgin hemostatik etkinlik olusturdugu bildirilmistir. Bu calismalarda yillik
kanama oranlarinda anlamli azalma gozlenmis, bazi hastalarda sifir kanama (zero-bleed) oranlarina
ulasildigl rapor edilmistir (20).

Guvenlilik acisindan degerlendirildiginde, erken faz veriler Mim8’in iyi tolere edildigini ve ciddi advers
olay oranlarinin disiik oldugunu gostermektedir. Ozellikle trombotik komplikasyonlar agisindan
dikkatli izlem yapilmakla birlikte, mevcut verilerde belirgin bir glvenlik sinyali saptanmamistir.
Bununla birlikte, daha genis hasta populasyonlarinda ve uzun dénem kullanimla ilgili verilerin henuz
sinirll olmasi nedeniyle, devam eden Faz 2 ve Faz 3 galismalarin sonuglari bu ajaninin klinik yerini
belirlemede kritik rol oynayacaktir.

Mim8’in en 6nemli potansiyel avantajlari arasinda daha yuksek etkinlik, daha dusuk doz gereksinimi
ve daha seyrek uygulama araliklari yer almaktadir. Bu 6zellikler, 6zellikle tedavi yukuntn azaltilmasi ve
hasta yasam Kkalitesinin artirilmasi acgisindan 6nemli kazanimlar saglayabilir. Ayrica inhibitor
varligindan bagimsiz etkinligi sayesinde genis bir hasta grubunda kullanilabilme potansiyeline
sahiptir.

Sonug olarak, Mim8, mevcut FVIlII-mimetik tedavilere kiyasla daha yuksek potensiye sahip olmasi ve
umut verici erken faz klinik sonuglari ile hemofili A tedavisinde yeni bir nesil subkutan tedavi secenegi
olarak dne ¢ikmaktadir. Devam eden klinik galismalar, bu ajaninin etkinlik ve gtvenlik profilini daha
net ortaya koyarak gelecekteki tedavi algoritmalarindaki yerini belirleyecektir.

NXT007

NXT007, hemofili A tedavisinde kullanilmak tzere gelistirilen, FVIlla-mimetik etki gosteren yeni nesil
bir bispesifik monoklonal antikordur. Emicizumabin optimize edilmis bir versiyonu olarak tasarlanan
bu ajan, FIXa ve FX arasinda daha gucli ve daha etkin bir fonksiyonel kopria olusturarak trombin
uretimini artirmayr hedeflemektedir. Molekller dlzeyde yapilan modifikasyonlar sayesinde,
NXT007’nin hem hedef proteinlere baglanma afinitesinin artirildigi hem de koagllasyon kaskadindaki
etkinliginin optimize edildigi gosterilmigtir (21).

www.turkiyehemofilikongresi.com
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Preklinik calismalarda NXT007’nin, emicizumaba kiyasla daha yuksek FX aktivasyonu sagladigi ve
daha guclu trombin uretimi olusturdugu ortaya konmustur. Bu artmis potensi, daha dusuk dozlarda
bile etkili hemostaz saglanabilecegini ve daha genis bir terapotik aralk elde edilebilecegini
dusundurmektedir. Ayrica, farmakokinetik 6zellikleri agisindan degerlendirildiginde, NXT007’nin uzun
yarl dmre sahip oldugu ve subkutan uygulama sonrasi stabil plazma duzeyleri saglayabildigi
gosterilmistir (21,22).

Erken faz klinik calismalardan elde edilen veriler, NXT007’nin iyi tolere edildigini ve dngorulebilir
farmakokinetik ve farmakodinamik 6zellikler sergiledigini gostermektedir. Bu calismalarda, kanama
oranlarinda azalma egilimi ve glicli hemostatik etkinlik sinyalleri bildirilmis olmakla birlikte, klinik
etkinligin daha net degerlendirilmesi icin daha genis hasta populasyonlarini iceren ileri faz
calismalara ihtiya¢ bulunmaktadir (22).

Guvenlilik agisindan, mevcut erken faz veriler ciddi trombotik komplikasyonlara dair belirgin bir sinyal
ortaya koymamis olsa da, artmis hemostatik potensi nedeniyle teorik olarak tromboz riski acisindan
dikkatli olunmasli gerekmektedir. Bu nedenle, devam eden klinik calismalarda doz optimizasyonu ve
guvenlilik izlemi buyldk 6nem tasimaktadir.

NXTO007’nin en onemli potansiyel avantajlari arasinda daha yuksek etkinlik, daha dustk doz
gereksinimi ve daha seyrek uygulama araliklari yer almaktadir. Bu 6zellikler, 6zellikle tedavi yukinun
azaltilmasi ve hasta yasam kalitesinin artirllmasi agisindan énemli kazanimlar saglayabilir. Ayrica
inhibitor varligindan bagimsiz etki mekanizmasi, genis bir hasta grubunda kullanim potansiyelini
desteklemektedir.

Sonucg olarak, NXT007, artirilmis potensi ve optimize edilmis molektller yapisi ile hemofili A
tedavisinde gelecek vaat eden yeni nesil bir subkutan tedavi segcenegi olarak 6ne gikmaktadir. Devam
eden klinik calismalarin sonuclari, bu ajaninin etkinlik, givenlik ve klinik kullanim alanini daha net
sekilde ortaya koyacaktir.

(ii) rebalancing ajanlar

Fitusiran

Fitusiran, hemofili A ve B tedavisinde kullanilmak uzere gelistirilen, RNA interferans (RNAI)
teknolojisine dayali yenilik¢i bir ajandir. Bu ajan, hepatositlerde antitrombin (AT) sentezini hedef
alarak kucguk girisimci RNA (siRNA) araciligiyla AT Uretimini baskilar ve boylece fizyolojik antikoagtlan
mekanizmayi azaltarak trombin olusumunu artirir (13). Bu yaklasim, klasik faktdr replasmanindan
farkli olarak koagllasyon sisteminde “rebalancing” saglayarak hemostatik dengeyi yeniden kurmayi
amaclamaktadir.

Fitusiranin en 6nemli avantajlarindan biri, etki mekanizmasinin faktér VIl veya IX varligindan bagimsiz
olmasidir. Bu nedenle hemofili A ve hemofili B hastalarinda, ayrica inhibitor gelismis bireylerde de
etkili bir tedavi secenegi olarak 6ne ¢gikmaktadir. Subkutan yolla genellikle aylik uygulama seklinde
verilen fitusiran, uzun etkili farmakodinamik profili sayesinde stabil trombin Uretimi
saglayabilmektedir (13,14).

ATLAS klinik gelistirme programi kapsaminda yurutulen faz 3 ¢calismalar (ATLAS-A/B, ATLAS-INH ve
ATLAS-PPX), fitusiranin profilaktik kullaniminin yillk kanama oranlarinda (ABR) anlamli ve klinik olarak
belirgin azalma sagladigini ortaya koymustur. Bu calismalarda, 6zellikle 6nceki profilaksi tedavilerine
kiyasla ABR’de %80’e varan azalmalar bildirilmis ve 6nemli bir hasta grubunda sifir kanama (zero-
bleed) oranlarina ulasildig gosterilmistir (14). Ayrica, spontan kanamalarin belirgin sekilde azaldig ve
hastalarin tedaviye uyumunun yuksek oldugu rapor edilmistir.
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Farmakodinamik acidan, fitusiran tedavisi ile antitrombin dUzeylerinde kontrollU bir azalma
saglanmakta ve buna paralel olarak trombin Uretiminde artis gozlenmektedir. Bu etki, belirli bir
terapdtik aralik icinde tutuldugunda kanama riskini azaltirken, asiri baskilanma durumunda trombotik
komplikasyon riskini artirabilmektedir.

Guvenlilik acisindan degerlendirildiginde, fitusiran tedavisi sirasinda en 6nemli endise tromboz
riskidir. Klinik calismalarda nadir de olsa ciddi trombotik olaylar ve sinUs ven trombozu gibi
komplikasyonlar bildirilmistir (15). Bu nedenle doz optimizasyonu, antitrombin duzeylerinin yakindan
izlenmesi ve es zamanli hemostatik ajan kullaniminin dikkatle planlanmasi buytik 6nem tasimaktadir.
Ayrica karaciger fonksiyon testlerinde gecgici yukselmeler gibi laboratuvar degisiklikleri de rapor
edilmistir.

Fitusiranin klinik kullanimindaki 6nemli avantajlardan biri, aylik subkutan uygulama ile yuksek hasta
uyumu saglamasi ve tedavi yukunu belirgin sekilde azaltmasidir. Bununla birlikte, tedaviye
baslanacak hastalarin dikkatli secilmesi, trombotik risk faktorlerinin degerlendirilmesi ve
bireysellestirilmis doz stratejilerinin uygulanmasi gerekmektedir.

Sonug olarak, fitusiran, rebalancing yaklasimi ile hemofili tedavisinde 6nemli bir yenilik sunmakta ve
ozellikle inhibitorlu hastalar dahil genis bir populasyonda etkili bir subkutan profilaksi secenegi olarak
one cikmaktadir. Ancak guvenlilik profilinin dikkatle izlenmesi ve uzun dénem verilerin elde edilmesi,
bu ajaninin klinik uygulamadaki yerini belirlemede kritik rol oynayacaktir.

Marstacimab

Marstacimab, hemofili A ve B’de profilaktik tedavi amaciyla gelistirilen, doku faktor yolu inhibitérunu
(tissue factor pathway inhibitor, TFPI) hedefleyen tam insan IgG1 monoklonal antikorudur. Etki
mekanizmasi, TFPI’nin 6zellikle faktor Xa Gzerindeki inhibitor etkisini azaltarak ekstrinsik yol tGzerinden
trombin olusumunu artirmaya dayanir. Bu yaklasim, eksik olan FVIIl veya FIX’in yerine konulmasindan
ziyade koaglilasyon sisteminde “rebalancing” saglayarak hemostatik dengeyi yeniden kurmayi
amaclamaktadir (1,2).

Marstacimabin 6nemli o6zelliklerinden biri, inhibitor varugindan bagimsiz etki gosterebilme
potansiyelidir. Bu durum, hemofili A ve B hastalarinda genis bir kullanim alani olusturabilecegini
dusundurmektedir. Ayrica haftallkk subkutan uygulama ile kullanilabilmesi, intraven6z faktor
replasman tedavilerine kiyasla tedavi yukuna azaltma ve hasta uyumunu artirma agisindan énemli bir
avantaj sunmaktadir (2).

Marstacimabin etkinligi ve guvenligi, faz 3 BASIS klinik calismasinda degerlendirilmistir. Bu
calismada, marstacimab profilaksisinin, istege bagl tedaviye kiyasla yillk kanama oranini (ABR)
anlaml derecede azalttigi gosterilmistir. Ayrica 6nceki faktor profilaksisi ile karsilastirildiginda non-
inferior oldugu ve bazi hasta gruplarinda daha dusuk kanama oranlari sagladigi bildirilmistir (3). Bu
bulgular, marstacimabin yalnizca alternatif bir tedavi segcenegi degil, ayni zamanda mevcut profilaktik
yaklasimlarla rekabet edebilecek etkinlikte bir ajan oldugunu gostermektedir.

Farmakodinamik calismalar, marstacimab tedavisi ile trombin Uretimini yansitan biyobelirteclerde
artis oldugunu ve bu etkinin TFPI inhibisyonu ile uyumlu oldugunu ortaya koymustur. Bu durum, ilacin
hedeflenen mekanizma Uzerinden etkili oldugunu desteklemektedir (1).

Guvenlilik acisindan degerlendirildiginde, anti-TFPI ajanlarinin genelinde oldugu gibi trombotik olay
riski teorik ve klinik olarak 6nemli bir konudur. Klinik calismalarda marstacimabin genel olarak iyi
tolere edildigi bildirilmis olmakla birlikte, tromboz riski acisindan dikkatli hasta secimi ve yakin izlem
gereklidir (2,3).
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Sonug¢ olarak, marstacimab, TFPI inhibisyonu yoluyla etki gdsteren, haftalik subkutan uygulama
imkani sunan ve hem hemofili A hem de B icin potansiyel bir tedavi segenegi olan yeni nesil bir
rebalancing ajan olarak éne c¢cikmaktadir. Devam eden klinik ¢calismalar ve uzun dénem veriler, bu
ajaninin hemofili tedavisindeki yerini daha net belirleyecektir.

Concizumab

Concizumab, hemofili A ve B tedavisinde profilaktik amacla gelistirilen, doku faktor yolu inhibitérini
(tissue factor pathway inhibitor, TFPI) hedefleyen insanlastirilmis bir monoklonal antikordur. Etki
mekanizmasi, TFPI’nin 6zellikle faktor Xa Uzerindeki inhibitor etkisini bloke ederek ekstrinsik yol
Uzerinden trombin olusumunu artirmaya dayanir. Bu sayede, eksik olan FVIII veya FIX’in yerine
konulmasindan bagimsiz olarak koagulasyon sisteminde “rebalancing” saglanmakta ve hemostatik
denge yeniden kurulmaktadir (1).

Concizumabin en 6nemli avantajlarindan biri, inhibitor varigindan bagimsiz etki gosterebilmesidir. Bu
ozellik, hem inhibitérll hem de inhibitorstz hemofili A ve B hastalarinda kullanilabilecek potansiyel
bir tedavi segenegi olmasini saglamaktadir. Ayrica gunlik subkutan uygulama ile kullanilabilmesi,
ozellikle vendz erisim gucgligu olan hastalarda onemli bir pratik avantaj sunmaktadir (1,2).
Concizumabin  etkinligi ve guvenligi, explorer klinik gelistirme programi kapsaminda
degerlendirilmistir. Faz 2 ve faz 3 calismalardan elde edilen veriler, concizumab profilaksisinin yillik
kanama oranlarinda (ABR) anlamli azalma sagladigini ve 6zellikle inhibitorli hastalarda etkili bir
kanama kontroli sundugunu gostermistir (2,3). Bu calismalarda, profilaktik kullanim ile spontane
kanamalarin belirgin sekilde azaldigi ve bazi hastalarda sifir kanama oranlarina ulasildigi bildirilmistir.
Farmakodinamik olarak, concizumab uygulamasi TFPI aktivitesinde azalma ve buna bagli olarak
trombin Uretiminde artis ile iliskilidir. Bu etki, ilacin hedeflenen biyolojik mekanizma lzerinden etkili
oldugunu dogrulamaktadir (1).

Guvenlilik acisindan degerlendirildiginde, concizumab ile yapilan erken faz ¢calismalarda trombotik
olaylar bildirilmis ve bu durum klinik gelistirme programinda gecici duraklamalara yol agcmistir. Daha
sonra doz rejimlerinin optimize edilmesi ve hasta seciminin dikkatle yapilmasi ile galismalar yeniden
baslatilmistir (2). Glncel veriler, uygun doz ve izlem ile kabul edilebilir bir gtivenlilik profiline sahip
oldugunu gostermektedir; ancak tromboz riski agisindan dikkatli izlem gerekliligi devam etmektedir.
Concizumabin klinik kullanimindaki temel avantajlar arasinda inhibitorlli hastalarda etkili olmasi,
subkutan uygulanabilmesi ve faktor replasmanina alternatif bir mekanizma sunmasi yer almaktadir.
Bununla birlikte, gunlik uygulama gereksinimi ve glvenlik izlemi, klinik karar surecinde dikkate
alinmasi gereken faktorlerdir.

Sonug olarak, concizumab, TFPI inhibisyonu yoluyla etki gosteren ve hemofili A ve B’de genis kullanim
potansiyeline sahip olan dnemli bir rebalancing ajan olarak 6ne cikmaktadir. Devam eden ve
tamamlanan klinik galismalarin sonuclari, bu ajaninin hemofili tedavisindeki yerini daha net sekilde
belirleyecektir.
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SUBKUTAN URUNLERDE GUVENLIK SORUNLARI

Prof. Dr. Canan Albayrak
Ondokuz Mayis Universitesi, Tip Faktiltesi, Cocuk Hematoloji Béliimii, Samsun

Hemofilide klasik tedavi yaklagimi intraventz enjeksiyon yoluyla plazma kaynakli veya rekombinant
faktor VIII veya faktdér IX'un hastaya verilmesiyle kanamalarin durdurulmasi ve profilaksi
saglanmasidir. Uzatilmis yanidmurll drunler enjeksiyon sikliginin azaltilmasini ve daha etkili bir
profilaksi uygulamasini saglamistir.

Son 10 yilda geligtirilen Faktor VIII mimetikler ve dengeleyici ajanlar ise subkutan uygulama nedeniyle
Ozellikle damaryolu sorunu olan hastalara fayda saglamigtir.

Faktor VIII mimetiklerden ilk gelistirilen ve onay alan emicizumabin etkinligi ile ilgili cok sayida klinik
arastirma ve gercek yasam verisi mevcuttur. Glvenlik konusunda ise ylksek doz aktif protrombin
kompleks konsantresi ile birlikte kullaniminin 5 vakada trombotik mikroanjiopati ve/veya tromboz
olusturucu etkisi diginda olumsuz bir veri yoktur. Diger Faktor VIII mimetiklerin (mim8 ve NXT007)
etkinlik ve guvenlik icin klinik calismalari devam etmektedir.

Dengeleyici ajanlar ise dogal antikoagulanlari baskilayarak etki gosterirler. Bunlar fizyolojik pthtilasma
frenlerini kismen inhibe ederek, kontrollu ve geri donusumlu bir prokoagulan kaymaya neden olurlar.
Bu ajanlar klinik ¢calismalarda etkili profilaksi saglamislar, inhibitorla hastalar da dahil olmak Uzere
hemofili A ve B'de kanama oranlarinda anlaml azalma gdstermiglerdir. Doku faktdr yolu inhibitdri
olan concizumab ve marstacimab, antitrombin inhibitdéri olan fitusiran bu grupta onaylanmis
ilaclardir. Klinik arastirmalarda concizumab ile 3 vakada ve fitusiran ile 4 vakada doza bagli olarak
trombotik olaylar bildirilmistir, doz ayarlamasindan sonra gériulmemistir. Marstacimab ile bir hastada
derin ven trombozu bildirilmistir. Fitusiran ile karaciger enzim yuksekligi ve safra tagl ve safra kesesi
iltihabi bildirilmigtir. Anti-ilac antikoru %1-26 oraninda bildirilmistir ancak etkinligi azaltmamistir.
Subkutan uygulama yerinde reaksiyon ise %5-7 oraninda bildirilmistir.

Ozellikle dengeleyici ajanlarin baslanmasindan énce hastalarin trombofili agisindan taranmasinin ve
hastada mevcut ek protrombotik risk faktorlerinin (obezite, ateroskleroz, aile éykusu, sigara kullanimi)
dikkate alinmasinin gerekliligi henuz bilinmemektedir. Klinik ¢alismalar secilmis hastalarda
uygulandigl icin gergcek yasam verilerine ihtiyac¢ vardir. Ger¢gek yasamda hastalarin dikkatle secilmesi,
bireysellestirilmis ve yakin izlemle glvenlik verilerinin toplanmasi gereklidir. Bundan sonra klavuzlar
hazirlanarak bu ilaglarin guvenli kullanimlari saglanabilir.
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vWD PROFLAKSISI

Doc. Dr. Sibel Akpinar Tekguindiz
Basaksehir Cam ve Sakura Sehir Hastanesi,Cocuk Hematoloji ve Onkoloji Klinigi

Von Willebrand hastaligl (VWD), en sik gorilen kalitsal kanama bozuklugu olup, klinik spektrumu hafif
mukozal kanamalardan agir olgularda hemofili benzeri eklem ve kas kanamalarina kadar genis bir
dagim gosterir. Hastalarda en sik epistaksis, dis eti kanamasi, menoraji ve gastrointestinal
kanamalar gorulurken, 6zellikle Tip 3 VWD’de eklem kanamalari ve hematomlar belirgin hale gelir. Bu
hastalarda temel sorun, kanamalarin tekrarlayici olmasi, hastane yatislari ve kalici eklem hasari gibi
ciddi komplikasyonlara yol agmasidir.

Geleneksel yaklagsimda tedavi cogunlukla kanama gelistikten sonra uygulanirken, bu strateji 6zellikle
agir ve sik kanayan hastalarda yetersiz kalmaktadir. Bu nedenle profilaksi, yani kanama gelismeden
once duzenli tedavi verilmesi, VWD yonetiminde giderek daha dnemli bir yer kazanmistir. Hemofili
tedavisinden elde edilen deneyimler, erken ve duzenli profilaksinin kanama sikligini ve uzun dénem
komplikasyonlari belirgin sekilde azalttigini gostermistir ve benzer yaklagsim VWD igin de gecerlidir.
LiteratUrde, 6zellikle agir VWD hastalarinda yillik kanama oranlarinin yuksek oldugu ve bazi hastalarda
yilda 30’dan fazla kanama epizodu gorulebildigi bildirilmistir. VWD Prophylaxis Network verileri,
profilaktik tedavi ile yillik kanama oranlarinda anlamli azalma oldugunu ortaya koymustur. Bu azalma
Ozellikle epistaksis, gastrointestinal kanamalar ve eklem kanamalarinda belirgindir ve istatistiksel
olarak anlamudir.

Profilaksiden en fazla fayda goren hastalar; Tip 3 VWD, sik ve agir kanama dykusu olanlar, tekrarlayan
gastrointestinal kanamasi bulunanlar, ciddi menorajisi olan kadinlar ve eklem kanamasi gelismis
bireylerdir.

Profilakside kullanilan baslica tedavi segenekleri VWF/FVIII konsantreleri olup, secilmis hastalarda
desmopressin ve antifibrinolitik ajanlar da kullanilabilir. Tedavi genel olarak glvenli kabul edilmekle
birlikte nadiren inhibitor gelisimi bildirilmis, trombotik risk ise dusuk bulunmustur.

Sonug olarak, von Willebrand hastaliginda profilaksi; kanama sikligini azaltan, yagsam kalitesini artiran
ve uzun dénem komplikasyonlari énleyen etkili bir yaklasimdir. Ozellikle agir ve sik kanayan
hastalarda, tedavi stratejisinin temel hedefi yalnizca kanamay! durdurmak degil, kanamayi 6nlemek
olmalidir.
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HEMOFILIDE MULTIDiSIPLINER YAKLASIM: HASTANIN YOLCULUGUNDA HER DIiSiPLiNiN ROLU
HEMOFILI HASTASINDA PSIKOSOSYAL DESTEK PSIKOLOG PERSPEKTIFi

Psk. Melike Aktag
Turkiye Hemofili Dernegi

Kalitsal Kanama Bozukluklari: Biyopsikososyal Bir Siireg Olarak Klinik Yonetim ve Hekim-Hasta iliskisi
Hemofili cogunlukla bir kanama bozuklugu olarak tanimlanir. Ancak klinik pratikte yalnizca biyolojik
bir cercevede ele alinmasi yeterli degildir. Hemofili, bireyin sadece hemostatik sistemini degil; duygu
duzenleme kapasitesini, benlik algisini ve Kkisilerarasi iligkilerini etkileyen kronik bir yasam
deneyimidir. Tedaviye uyum, hemofili ydonetiminin temel belirleyicilerinden biridir. Buna ragmen ¢ogu
zaman vyalnizca enjeksiyon sikligi ya da faktdor dizeyleri Uzerinden degerlendirilir. Oysa klinik
gozlemler, uyumun buyuk élgide hastanin duygu dlzenleme kapasitesi, hastalik algisi ve bas etme
bicimleri ile iliskili oldugunu gostermektedir. Bu nedenle “uyumsuzluk” her zaman bilincli bir direng
degildir; cogu zaman hastanin i¢csel sureglerini dlizenlemekte zorlandiginin bir gostergesidir. Tani ani,
surecin en kritik esiklerinden biridir. Bu dénemde ebeveynlerde sik gorilen sucgluluk, garesizlik ve
kontrol kaybi duygulari, yalnizca aile i¢i dinamikleri degil, hekimle kurulan iligkiyi de sekillendirir.
Taninin nasil aktanldigl, kullanilan dil ve hekimin yaklasimi, bu deneyimin ne kadar travmatik
yasanacagini belirler. Erken ddénemde kurulan bu iletisim dili, uzun vadede hastaligin nasil
anlamlandirilacagini ve tedaviyle nasil bir iliski kurulacagini dogrudan etkiler. Bu noktada hastalarin
hekim tarafindan nasil gorulduklerine dair algilari da onemlidir. Birgok hasta, “iyi hasta” ya da
“uyumsuz hasta” olarak degerlendirilme kaygisi tagir. Bu kaygl, 6zellikle tani surecinde belirgindir ve
hastanin saglik sistemiyle kurdugu iligkiyi etkileyebilir. Hemofili hastalarinda dikkat ¢ceken bir diger
nokta, hastalik algisindaki farklliklardir. Benzer klinik tablolar olsa bile, hastalarin hastaligi
anlamlandirma bicimleri ve bas etme yollari oldukg¢a degiskendir. Buna ragmen klinikte zaman zaman
genelleyici yaklasimlar one cikmakta ve bu bireysel farklar gozden kacgabilmektedir. Bu da hem
tedaviye uyumun degerlendirilmesini hem de miudahale planlarini sinirlayabilmektedir. Kalitsal
kanama bozukluklarinda surecin yalnizca hasta Uzerinden ele alinmasi ¢ogu zaman yeterli degildir.
Hastalik yonetimi, dogasi geregi tum aile bireylerinin strece dahil oldugu bir yapi iginde ilerler. Bu
nedenle tedaviye uyum ve sure¢ ydnetimi, aile i¢i dinamiklerle yakindan iliskilidir. Bazi durumlarda
hastanin daha rahat ve kabul edici bakis acisi, aile Uyelerinin yogun kaygilariyla catisabilir. Bu
kaygilarin hastaya yansimasi, ¢cocugun ya da bireyin hastalik algisini olumsuz etkileyebilir ve tedavi
surecini zorlastirabili. Bu nedenle yalnizca hastanin degil, ailenin duygusal sureclerinin de
degerlendirilmesi ve desteklenmesi 6nem tasir.

Surec ilerledikgce hasta, surekli bir risk ve belirsizlik duygusu ile yasamaya baslar. Tekrarlayan
girisimler ve agri deneyimi, kalici bir alarm hali yaratabilir. Bu durum yalnizca psikolojik yuk
olusturmaz, ayni zamanda tedaviyle kurulan iliskiyi de etkiler. Ozellikle ergenlik déneminde gériilen
profilaksi reddi, ¢ogu zaman basit bir uyumsuzluk degil; 6zerklik ihtiyaci, hastalik inkérn ve kimlik
catismalarinin bir yansimasidir. “Hastalik kimligi” burada 6nemli bir kavramdir. Sirekli tedavi
gereksinimi, hastanin kendini hastalik Uzerinden tanimlamasina yol acabilir. Bu nedenle bazi
durumlarda tedavi reddi, medikal mudahaleye degil, bu kimlige karsi gelisen bir tepki olarak ortaya
cikar.
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Psikososyal surecgler erken fark edilmediginde; anksiyete, medikal travma, igne fobisi, depresif
belirtiler ve tikenmiglik gelisebilir. Bu tablolar cogu zaman “uyumsuzluk” olarak degerlendirilse de,
altta yatan nedenler ele alinmadiginda mudahale yetersiz kalir. Hemofili ydnetimi bu agidan cift yonlu
bir strectir: psikolojik yuk tedaviye uyumu zorlastirirken, uyumsuzluk sonucu artan komplikasyonlar
psikolojik yukud artinr. Bu dénguyu yalnizca biyolojik tedaviyle kirmak mumkun degildir. Bu nedenle
multidisipliner yaklagsim klinik bir gerekliliktir. Ancak pratikte psikososyal degerlendirme ¢ogunlukla
gecikmekte ve kriz durumlariyla sinirli kalmaktadir. Oysa erken donemde siUrece dahil edilen
yapilandirilmis bir psikososyal degerlendirme ve izlem, hem tedaviye uyumu hem de yasam kalitesini
belirgin sekilde artirir. Bu noktada hekim-hasta iliskisinin niteligi belirleyici bir rol oynar.

Sonug olarak hemofili, yalnizca kanama ile sinirli bir hastalik degildir. Biyolojik, psikolojik ve iliskisel
surecglerin birlikte ele alinmasi gerekir. Tedavinin surdurtlebilirligi, yalnizca faktor duzeylerine degil;
hastanin hastaligl nasil algiladigina ve tedaviyle nasil bir iliski kurduguna baglidir. Multidisipliner
yaklasim ise ancak ortak bir dil ve buttncul bir bakig agisiyla anlam kazanir.
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HEMSIRELER- HASTA VE AiLELER OTURUMU
KLiINiOK GALISMALARDA EGITIM

Funda Ciga, Hilal Bastug
Turkiye Hemofili Dernegi

Klinik arastirmalarda hasta egitimi, calismanin basarisini dogrudan etkileyen en énemli unsurlardan
biridir. Arastirmaya katilan bireylerin suUreci dogru anlamasi, haklarini bilmesi ve protokole uygun
sekilde hareket etmesi hem veri kalitesini artirir hem de hasta guvenligini saglar.

Oncelikle hasta egitimi, bilgilendirilmis onam siireciyle baslar. Bu asamada katilimciya ¢alismanin
amaci, suresi, uygulanacak islemler, olasi riskler ve beklenen faydalar acik ve anlasilir bir dille
anlatilmalidir. Tibbi terimlerden mumkin oldugunca kacginilmali, gerekiyorsa orneklerle aciklama
yapilmalidir. Hastanin sorular sormasina firsat verilmesi ve kararini baski altinda kalmadan vermesi
etik acidan buyuk 6nem tasir.

Egitim sureci yalnizca baslangicla sinirli degildir; arastirma boyunca devam etmelidir. Hastalara ilag
kullanim sekli, doz zamanlamasi, saklama kosullari ve olasi yan etkiler hakkinda detayli bilgi
verilmelidir. Ozellikle advers olaylarin (yan etkilerin) nasil ve ne zaman bildirilecegi acikga
anlatilmalidir. Bu, hem hastanin sagligini korumak hem de calismanin guvenilirligini strdlirmek
acisindan kritiktir.

Ayrica hastalarin ziyaret takvimine uyumu da egitimle dogrudan iligkilidir. Klinik ziyaretlerin dnemi,
randevularin neden aksatilmamasli gerektigi ve gecikmelerin ¢caligmaya etkisi net bir sekilde ifade
edilmelidir. Gerekirse yazili materyaller, hatirlatici mesajlar veya dijital uygulamalar kullanilarak
hastalarin slureci daha kolay takip etmesi saglanabilir.

Hasta egitiminin etkili olabilmesi i¢cin bireysellestirilmis olmasi gerekir. Her hastanin egitim duzeyi,
kaltarel arka plani ve saglik okuryazarligl farklidir. Bu nedenle egitim igerikleri hastaya 6zel olarak
uyarlanmali, gerektiginde gorsel materyaller veya basit anlatimlar tercih edilmelidir.

Sonug olarak, klinik arastirmalarda hasta egitimi sadece bir bilgilendirme slreci degil, ayni zamanda
giiven olusturma, hasta katiimini artirma ve arastirmanin kalitesini yiikseltme aracidir. lyi planlanmis
ve surekli desteklenen bir egitim sureci, hem aragtirmacilar hem de katiimcilar igin daha basarnl ve
guvenli bir calisma ortami saglar.
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S-3 HEMOFILIK BIREYLERDE 30 SANIYE OTUR-KALK TESTi PERFORMANSININ SAGLIKLI
AKRANLARLA KARSILASTIRILMASI

Tugce Poyraz isleyen’, Selin Topgu?
'Bahcesehir Universitesi Saglik Bilimleri Fakiiltesi Fizyoterapi ve Rehabilitasyon Bélimdi
°Bahcesenhir Universitesi Lisansiistii Egitim Enstitiis(

GIRIS

Hemofili, pithtilasma faktora eksikligi nedeniyle tekrarlayan eklem i¢i kanamalarla seyreden kronik bir
tablodur [1]. Bu kanamalar sonucunda gelisen hemofilik artropati; eklem hareket kisitliligina, kronik
agriya ve kas atrofisine yol acarak bireylerin mobilite kapasitesini diisiriir [2]. Ozellikle geng yetiskin
ddénemdeki hemofilik bireylerde, kas-iskelet sistemi sagliginin korunmasi sosyal katilim ve is gucu
acisindan kritik 6nemdedir [3].

Fonksiyonel performansin degerlendirilmesinde 6z-bildirim anketleri siklikla kullanilsa da, bu araglar
her zaman fiziksel kapasitedeki subklinik azalmay! yansitmayabilir. Glncel bir sistematik derleme,
hemofili populasyonunda fiziksel fonksiyon kapasitesinin degerlendirilmesinde performansa dayali
yontemlerin kullaniminin kritik bir ihtiya¢ oldugunu vurgulamaktadir [4]. Performans testleri arasinda
30 saniye otur-kalk testi (30sn OKT), alt ekstremite proksimal kas guicu ve fonksiyonel dayanikliligin
olculmesinde pratik, disuk maliyetli ve klinik olarak uygulanabilir bir arac¢ olarak 6ne ¢ikarilmaktadir.

Bu calismada, geng yetiskin hemofilik popllasyonunda fonksiyonel performansin saglikli akranlariyla
karsilastirllmasi ve bu performansin  gunluk yasam aktiviteleriyle iligkisinin belirlenmesi
amaclanmistir.

GEREGC ve YONTEM

Calisma, yas ortalamalari benzer 20 genc yetigkin hemofilik ve 20 saglikli gonullu ile kesitsel olarak
yuratualdd. Son 6 hafta icerisinde alt ekstremite kanamasi gegcirmemis, yardimci cihazsiz yurlyebilen
ve yurimeyi etkileyecek ek bir patolojisi olmayan hastalar gcalismaya dahil edildi.

Degerlendirmede su testlerden faydalanilmistir;

30sn OKT: Katiimcilarin 30 saniye icinde kollarini goéguslerinde c¢aprazlayarak standart bir
sandalyeden kag kez tam kalkis-oturus yaptiklari kaydedildi.

HAL: Hemofili grubunun fonksiyonel durumu, hemofiliye 6zgu bir 6z-bildirim o6lcegi olan Hemofili
Aktivite Listesi (HAL) ile degerlendirildi. Toplam skorun yani sira bacak fonksiyonlari ve alt ekstremite
basit hareketler (LOWBAS) alt skorlari analiz edildi [4].

Istatistiksel Analiz: Gruplar arasi farklar Mann-Whitney U testi, degiskenler arasi iliskiler ise
Spearman Korelasyon Analizi ile incelendi (p<0,05).
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BULGULAR

Gruplar arasinda yas dagilimi acisindan istatistiksel olarak anlaml bir fark bulunmamistir. Ancak,
fonksiyonel performans verileri incelendiginde; 30sn OKT sonuclarl arasinda saglikli akranlar lehine
anlaml fark gézlenmigtir (p<0,04) (Tablo 1).

Tablo 1. Gruplarin yas ve 30sn OKT sonucglari

Grup Yasg(min-max) 30sn OKT p
Hemofili(n=20) 23 (18-28) 16,15+3,11 0,16
Saglikli Akran(n=20) 23,1 (22-24) 17,75+1,48 0,04

30sn OKT: 30 saniye Otur Kalk Testi, n= kisi sayisi

Hemofili grubunda yapilan analizlerde, 30sn OKT performansi ile fonksiyonel durum skorlari
arasinda orta duzeyde pozitif ve anlamli korelasyonlar tespit edilmistir (Tablo 2).

Tablo 2.Hemofilik Grubunun 30sn OKT Performansi ile HAL Skorlari Arasindaki lliski

r p
30sn OKT - Total HAL 0,492 0,028*
30sn OKT - Bacak Fonksiyonlar1 0,474 0,035%*
30sn OKT - LOWBAS 0,490 0,028%*

Hareketler Alt Skoru, r :Korelasyon Katsayisi.
Geng yetiskin hemofilik populasyonunda, 6z-bildirim oOlceklerine gore fonksiyonel bagimsizlik
duzeylerinin oldukga yuksek oldugu gorulmustur (Tablo 3).

Tablo 3.Hemofilik grubun fonksiyonel bagimsizlik testi skorlari

Ortalama Maksimum Minimum
TOTALHAL 19,25 84,00 13,60
LEGS 22,85 80,00 17,65
LOWBAS 23,61 80,00 18,15

TOTALHAL: Hemofili Aktivite Listesi toplam skor, LEGS: Bacak Fonksiyonlari Alt Skoru, LOWBAS: Alt ekstremite Basit
Hareketleri Alt Skoru.

TARTISMA VE SONUC

Calismamizin sonugclari, genc yetiskin hemofilik bireylerin gunlik yasamda yuksek bagimsizlik
seviyelerine sahip olduklarini belirtseler de, objektif performans testlerinde saglikli akranlarina gore
anlaml bir gerilik yasadiklarini ortaya koymustur. Bu durum, literatirdeki hemofilik bireylerde kas
kuvveti ve fonksiyonel kapasite kaybini vurgulayan ¢alismalarla paralellik gostermektedir [5,6]. 30sn
OKT'nin HAL toplam ve alt skorlarn ile gosterdigi anlaml iligki, bu testin hemofilik bireylerde alt
ekstremite dayanikliigini ve fonksiyonel kapasiteyi yansitmada guvenilir bir yontem oldugunu
kanitlamaktadir.

Ozellikle geng yetiskin popiilasyonda, bireylerin giinlilk yasamdaki adaptasyon yetenekleri yiksek
oldugu icin fonksiyonel kayiplar maskelenebilmektedir. Ancak 30sn OKT, alt ekstremite proksimal kas
gruplarinin (6zellikle m. quadriceps femoris) patlayici gicunu ve dayanikliigini dogrudan test ettigi
icin bu maskelenmis kayiplari gorunur kilmaktadir. S6z

konusu sistematik derlemede belirtildigi Gzere, 30sn OKT'nin klinik duyarliligi, hemofilik artropatinin
erken evrelerindeki fonksiyonel erozyonu saptamada HAL gibi genel dlgeklerden daha yuksek olabilir
[4].
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Ayrica, 30sn OKT ile HAL alt skorlar (bacak fonksiyonlari ve LOWBAS) arasinda saptadigimiz orta
duzeydeki anlamli korelasyon (r = 0,474 ve r = 0,490), bu performans testinin sadece fiziksel gucu
degil, ayni zamanda hastanin gunliuk yagsamda deneyimledigi kisitliliklari da yansitan bir gosterge
oldugunu kanitlamaktadir. Bu bulgular 1siginda, klinik takip protokollerine 30sn OKT’nin dahil
edilmesi, hemofili ydnetiminde sadece kanama kontroline degil, fonksiyonel rezervin korunmasina
yOnelik daha efektif bir yaklagim gelistirilmesine olanak saglayacaktir.

Sonug olarak; PwH'lerin klinik takibinde sadece hastanin beyaniyla yetinilmemeli, 30sn OKT gibi pratik
ve objektif testler rutin degerlendirmeye eklenmelidir. Bu yaklasim, rehabilitasyon programlarinin
daha spesifik planlanmasina olanak saglayacaktir.
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S-4 HEMOFILi TANILI GENCLERDE ANKSIYETE VE DEPRESYONUN PSIKOLOJIK
BELIRLEYIiCILERi: KENDINi DAMGALAMA, SOSYAL KAYGI VE RUMINASYONUN ROLU

Dilek Anuk, *Basak Kog Senol, *Haluk Ziilfikar, “Melike Tekinel, 'Osman Biilent Ziilfikar
'istanbul Universitesi Prevantif Onkoloji Anabilim Dali

%[stanbul Universitesi Klinik Onkoloji Anabilim Dali

%istanbul Universitesi Iktisat Politikasi Anabilim Dali

4jstanbul Universitesi Iktisat Politikasi Anabilim Dali

GIRIS

Hemofili, yasam boyu tedavi gerektiren kalitsal kanama bozukluklari arasinda yer almakta olup
Ozellikle ergenlik ve geng¢ yetiskinlik doneminde bireylerin psikososyal uyum sureglerini
etkileyebilmektedir. Kronik hastalikla yasamak, fiziksel kisitliliklar, tedavi gereksinimleri ve akran
iliskilerinde yasanan guclukler nedeniyle bireylerde psikolojik sorun riskini artirabilmektedir (Cassidy
et al., 2010; van Os et al.,, 2017). Kronik hastaliga sahip genclerde benlik algisi ve sosyal kimlik
surecleri de 6nemli dlgcude etkilenebilmekte ve bireyler damgalanma algisi gelistirebilmektedir
(Earnshaw & Quinn, 2012).

Algilanan damgalama, bireyin sosyal ¢cevrede olumsuz degerlendirilme beklentisini artirarak sosyal
kaygl duzeyini yukseltebilir ve bu durum psikolojik belirtilerin ortaya ¢ikmasinda rol oynayabilir (Link &
Phelan, 2001). Ozellikle ergenlik ve geng vyetiskinlik doneminde sosyal kabul ihtiyacinin yiiksek
olmasi, kronik hastaliga sahip bireylerde sosyal kayginin psikolojik uyum tzerinde belirleyici bir faktor
olmasina yol agabilmektedir (La Greca & Lopez, 1998).

Bilissel duygu duzenleme surecleri de kronik hastaliga uyumda dnemli mekanizmalar arasinda yer
almaktadir. Uyumsuz bilissel basa cikma stratejilerinden biri olan ruminatif distnme, bireyin
olumsuz deneyimler Uzerinde tekrarlayici bicimde dusinmesine neden olarak kaygl ve depresif
belirtileri artirabilmektedir (Garnefski & Kraaij, 2007; Nolen- Hoeksema et al., 2008). Damgalama
deneyimlerinin bireyin olumsuz biligsel sureclerini tetikleyerek psikolojik belirtilere katkida
bulunabilecegi 6ne surulmektedir (Major & O’Brien, 2005). Ancak hemofili tanili gencglerde
damgalama, sosyal kaygl ve bilissel duygu dizenleme surecglerinin psikolojik belirtilerle iliskisini
birlikte inceleyen calismalar

sinirlidir.

Bu calismada hemofili tanili gencglerde kendini damgalama, sosyal kaygl ve ruminatif anksiyete ve
depresyon duzeyleri ile iligkilerinin incelenmesi amaglanmistir.

YONTEM

Katiimcilar: Arastirma, iU Onkoloji Enstitiisii Kalitsal Kanama Bozukluklari Biriminde izlenen 15-25
yas araliginda hemofili tanili 81 genc ile yuratulmustir. Katiimcilarin yag ortalamasi 20.62+2.88 yil
olup 6rneklemin cinsiyet dagilimi %93.8 erkek (n=76) ve %6.2 kadin (n=5) seklindedir. Arastirma igin
etik kurul onayi alinmistir.

Veri Toplama Aragclari: Hastane Anksiyete ve Depresyon Olgegi (Zigmond & Snaith, 1983), Sosyal Kaygi
Olcegi Kisa Formu (La Greca ve ark, 2015), Kronik Hastalik Oz-Yénetim Olgegi (Ngai et al., 2020) ve
Bilissel Duygu Diizenleme Olgegi — Kisa Form (Garnefski & Kraaij,2006) kullanilmistir.
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istatistiksel Analiz: Veriler tanimlayici istatistikler, Pearson korelasyon analizi ve coklu dogrusal
regresyon analizleri kullanilarak incelenmistir. Regresyon modellerinde yas ve cinsiyet kontrol
degiskenleri olarak analize dahil edilmistir. Ayrica kendini damgalama ile anksiyete arasindaki iliskide
ruminasyonun dolayli rolu aracilik analizi yapilmistir. Aracilik analizi Hayes’in PROCESS makrosuna
dayall bootstrap yontemi kullanilarak degerlendirilmistir (Model 4). Dolayli etkilerin anlamlligi 5.000
bootstrap drneklemesi ile elde edilen %95 guven araliklari kullanilarak test edilmigtir.

BULGULAR

Katilimcilarin anksiyete puan ortalamasi 7.51%+4.28, depresyon puan ortalamasi 6.02+3.91 olarak
bulunmustur. Korelasyon analizleri sonucunda sosyal kayginin hem anksiyete (r=.495, p<.001) hem
depresyon (r=.503, p<.001) ile glcli duzeyde iliskili oldugu gorulmustur. Kendini damgalama
depresyon ile anlaml duzeyde iligkili bulunurken (r=.351, p=.001), ruminasyon anksiyete ile anlaml
iliski gostermistir (r=.342, p=.002). Degiskenlere iligkin tanimlayici istatistikler ve korelasyon
katsayilari Tablo 1’de sunulmustur.

Tablo 1. Degiskenler Arasi Korelasyonlar ve Tanimlayici istatistikler

Degisken Ort. SS 1 2 3 4 5

1. Kendini 18.05 8.45 — 31 32 A7 35
Damgalama

2. Sosyal 23.95 10.31 J1E* — 33wk S0FH* SOFE*
Kaygi

3. 27.19 6.68 32k 33%E — 34%% 18
Ruminasyon

4. Anksiyete 7.51 4.28 17 S0 34 — 7
5. Depresyon 6.02 391 35 S0 18 o7k —

‘kp<.05, **p<.01,***p<‘001

Yas ve cinsiyet kontrol edilerek yapilan c¢oklu regresyon analizinde anksiyete duzeylerini sosyal
kayginin anlaml bicimde yordadigl belirlenmistir (B=.457, p<.001; model R®=.323). Depresyon
duzeylerini ise sosyal kaygi (B=.501, p<.001) ve kendini damgalama (=.202,

p=.038) anlamli bicimde yordayan degiskenler olarak bulunmustur (model R*=.366). Yapilan aracilik
analizinde kendini damgalamanin anksiyete uUzerindeki etkisinde ruminasyonun anlaml dolayli rol
oynadigl bulunmustur (dolayli etki = 0.053, %95 GA [0.000-0.130]). Guven araliginin sifiri icermemesi
dolayli etkinin istatistiksel olarak anlaml oldugunu gostermektedir. (Sekil 1)

Damgalama

Sekil 1. Kendini damgalama, ruminasyon
ve anksiyete arasindaki aracilik modeli.
Standartlastirilmis katsayilar
oRe0:00ns gosterilmigtir. Kesikli c¢izgiler anlamul
olmayan yollari temsil etmektedir

* p<.05, ** p<.01, *** p<.001; ns=anlamsiz.
B: standartlastinimig katsayilar (yas ve cinsiyet kontrol).
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TARTISMA

Bu calismanin bulgularn hemofili tanili genclerde psikolojik belirtilerin 6zellikle sosyal ve bilissel
sureclerle iliskili oldugunu gostermektedir. Sosyal kayginin hem anksiyete hem

depresyon icin guclua bir yordayici olmasi, kronik hastalik yasayan genclerde sosyal degerlendirilme
sureclerinin psikolojik uyum acgisindan kritik bir rol oynadigini

dusundurmektedir. Bu bulgu kronik hastaliklarda sosyal iglevselligin psikolojik iyilik hali ile iliskili
oldugunu gosteren calismalarla uyumludur (Pinquart & Shen, 2011).

Kendini damgalamanin depresyon ile iligkili bulunmasi, bireyin hastaliga yonelik olumsuz benlik
algisinin duygusal iyilik hali Gzerinde etkili olabilecegini gostermektedir.

Damgalamanin psikolojik sonuglari Gzerine gelistirilen modeller de bu iligkiyi desteklemektedir (Major
& O’Brien, 2005).

Ruminasyonun kendini damgalama ile anksiyete arasindaki iliskide araci rol gostermesi, damgalama
deneyimlerinin  tekrarlayici olumsuz dusinme sureglerini tetikleyerek kaygi duzeylerini
artirabilecegine isaret etmektedir. Bu bulgu bilissel modellerle uyumlu olup duygu dizenleme
sureclerinin psikolojik mudahalelerde hedeflenmesinin 6nemini desteklemektedir (Nolen-Hoeksema
et al., 2008).

Sonug

Hemofili tanili genclerde kendini damgalama ve sosyal kaygl psikolojik belirtilerle iliskili dnemli
faktorlerdir. Ruminatif dusinme suregleri ise 6zellikle anksiyete agisindan olasi bir mekanizma olarak
gorinmektedir. Klinik uygulamalarda damgalama ile bas etme, sosyal kayglyl azaltma ve uyumsuz
bilissel sUrecleri hedefleyen psikososyal mtdahalelerin gelistirilmesi yararli olabilir.
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S-6 COCUGU HEMOFiLi OLAN ANNELERiN DENEYiMLERiNiN BELiRLENMESi
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AMAC

Hemofili, genetik gecisli ve yasam boyu devam eden kronik bir kanama bozuklugu olup, yalnizca
hastay! degil ayni zamanda bakim veren aile Uyelerini de ¢cok boyutlu olarak etkileyen bir hastalik
surecini beraberinde getirmektedir. Taninin genellikle erken c¢ocukluk déneminde konulmasi ve
tedavinin uzun sureli, dizenli ve dikkat gerektiren bir stire¢c olmasi, aileler Uzerinde surekli bir bakim
sorumlulugu olusturmaktadir.

Bu surecte 6zellikle anneler, cocugun guvenligini saglama, kanama riskini yonetme ve tedavi
uygulamalarini strdirme gibi cok yonlu sorumluluklan UGstlenerek hem fiziksel hem de psikososyal
acidan belirgin bir yuk ile karsi karsiya kalmaktadir. Surekli dikkat gerektiren bakim streci, belirsizlik
ve kanama korkusu gibi faktorler annelerde kaygl, stres ve duygusal tikenmiglik gibi durumlara yol
acabilmektedir.

Bununla birlikte, annelerin bu slrecte gelistirdikleri bas etme stratejileri, hastaliga uyum ve bakim
kalitesi acisindan dénemli bir rol oynamaktadir. Ancak hemofili tanili ¢ocuga sahip annelerin
deneyimlerini ve bu deneyimlerin psikososyal boyutlarini ele alan ¢alismalar sinirlidir.

Bu calisma, hemofili tanili cocuga sahip annelerin hastalik ve tedavi surecine iliskin deneyimlerini,
yasadiklar duygusal etkileri ve gelistirdikleri bas etme mekanizmalarini belirlemeyi; ayrica bu
deneyimlerin bakim slrecine ve yasam Kkalitesine olan etkilerini daha buatlincul bir cergevede
degerlendirmeyi amaclamaktadir.

GEREC-YONTEM

Bu arastirma, fenomenolojik desende yiritilen nitel bir calismadir. Calisma, istanbul Universitesi
Onkoloji Enstitisu Kalitsal Kanama Bozukluklari Biriminde hemofili tanisi ile izlenen 0-18 yas arasi
cocuklarin anneleri ile gergeklestirilmistir. Arastirma orneklemini, en az bir yillk bakim deneyimine
sahip, cocugunun bakim surecine aktif olarak katilan ve ¢alismaya gonulli olarak katilmayi kabul
eden toplam 47 anne olusturmaktadir.

Katiimcilarin belirlenmesinde amacgli 6rnekleme ydntemi kullanilmis ve hemofili bakim sirecine
iliskin deneyimlerin derinlemesine incelenebilmesi hedeflenmistir. Bu kapsamda, annelerin hastalik
surecine aktif katiim gdstermeleri ve deneyimlerini paylagsmaya istekli olmalari temel dahil edilme
kriterleri olarak belirlenmistir.

Veriler, arastirmacilar tarafindan gelistirilen yari yapilandinlmig goérisme formu araciligiyla
toplanmigtir. Gorismeler ¢evrim ici platformlar Gzerinden gerceklestirilmis olup her bir gérisme
ortalama 30-45 dakika surmustir. Gérusme surecinde katilimcilarin deneyimlerini ayrintili sekilde
ifade edebilmelerine olanak taninmis ve derinlemesine veri elde edilmesi amaglanmistir.

Tum gorasmeler katilimcilarin onayi alinarak ses kaydi ile kaydedilmis, ardindan kelimesi kelimesine
yaziya dokulmustir. Elde edilen veriler, Braun ve Clarke’in alti agamali tematik analiz yontemi
kullanilarak sistematik bir sekilde analiz edilmigstir. Bu analiz sturecinde veriler kodlanmig, anlamli
temalar olusturulmus ve annelerin deneyimlerini yansitan ana temalar ve alt temalar belirlenmisgtir.

www.turkiyehemofilikongresi.com



» RHD )
y R & 4 D Vg
TORKIYE HEMOFILI DERNESI 4 2005
THE HEMOPHILIA SOCIETY OF TURKIYE . FEDERATION OF HEMOPHILIA

CONGRESS OF TURKIYE
APRIL15-17,2026

ANTALYA PINE BEACH BELEK HOTEL CONGRESS CENTRE, TURKIYE

BULGULAR

Verilerin analizi sonucunda annelerin deneyimlerini yansitan bes ana tema belirlenmistir: (1) Hemofili
tanisi ve ilk tepkiler, (2) Tedavi ve hastalik yonetimi, (3) Aile dinamikleri ve destek, (4) Sosyal yasam ve
egitim, (5) Kulturel ve manevi bakis acgisi.

Tani surecine iliskin bulgular, annelerin blylk ¢ogunlugunun bu donemi sok, korku, belirsizlik ve
zaman zaman sucluluk duygulari ile deneyimledigini géstermektedir. Ozellikle genetik gecise bagli
olarak annelerin kendilerini sorumlu hissetmeleri, duygusal yuku artiran énemli bir unsur olarak 6ne
cikmistir.

Tedavi ve hastalik yonetimi temasi altinda anneler, cocugun bakimina iliskin yogun sorumluluk
ustlendiklerini, surekli dikkat ve kontrol gerektiren bir sure¢ icinde olduklarini ve bu durumun kronik
bir kaygi hali ile “surekli tetikte olma” duygusuna yol actigini ifade etmistir. Gunluk yasamin buyuk
olcide hastalik yonetimi etrafinda sekillendigi ve bakim yukinin zamanla yasamin merkezine
yerlestigi gorulmaustar.

Aile dinamikleri agisindan, hastaligin aile igi rollerin yeniden yapilandirilmasina neden oldugu,
ozellikle annelerin birincil bakim verici rolinu Ustlenmesiyle birlikte sorumluluk dagiliminda
degisiklikler yasandigl belirlenmistir. Bununla birlikte, bazi anneler aile i¢i destegin gliclendirici bir
unsur oldugunu ifade ederken, bazilari ise destek eksikliginin bakim yakunu artirdigini vurgulamistir.
Sosyal yasam ve egitim temasi, hastaligin ¢ocuklarin ve dolayli olarak annelerin sosyal yasamlarini
sinirladigini ortaya koymustur. Okul sureci, fiziksel aktiviteler ve akran iligkileri baglaminda yasanan
kisitlliklarin, annelerde kaygl ve sosyal cekilme egilimini artirdigl gortlmustir. Ayrica toplumsal
farkindalik eksikligi ve cevresel anlayisin yetersiz olmasi, annelerin sosyal ortamlarda kendilerini
yalniz ve anlasilmamis hissetmelerine neden olan dnemli bir faktor olarak belirlenmistir.

Kalturel ve manevi bakis acisi temasi ise annelerin hastalikla bas etme sureglerinde manevi
inanglarin  énemli bir rol oynadigini gostermistir. inang sistemlerinin, yasanan zorluklari
anlamlandirma, umut duygusunu strdirme ve psikolojik dayanikliligl artirma agisindan destekleyici
bir kaynak oldugu ifade edilmistir.

Genel olarak degerlendirildiginde, elde edilen bulgular hemofili tanii ¢gocuga sahip annelerin
deneyimlerinin ¢ok boyutlu oldugunu ve biyopsikososyal bir cergevede ele alinmasi gerektigini ortaya
koymaktadir.

SONUC

Elde edilen bulgular, hemofili tanili cocuga sahip annelerin yalnizca fiziksel bakim sorumlulugu ile
sinirll kalmayan, ayni zamanda duygusal, sosyal ve psikolojik boyutlari igceren ¢ok yonll bir yik
yasadigini ortaya koymaktadir. Tani slrecinden itibaren baslayan belirsizlik, sucluluk duygulari ve
kaygi; zamanla kronik bir bakim sorumlulugu, surekli tetikte olma hali ve artan psikososyal stres ile
devam etmektedir. Bu durum, annelerin yasam kalitesini dogrudan etkileyen énemli bir faktor olarak
one ¢ikmaktadir.

Annelerin deneyimleri, hemofili yonetiminin yalnizca hastaya odakli degil, ayni zamanda aileyi
merkeze alan bir yaklasimla ele alinmasi gerektigini acikca gdstermektedir. Ozellikle annelerin birincil
bakim verici rolinld Ustlenmeleri, onlarin duygusal ve sosyal ihtiyaclarinin daha goérinur hale
getirilmesini zorunlu kilmaktadir. Bu baglamda, aile merkezli bakim yaklasimlarinin giiclendirilmesi,
bakim strecinin surdurulebilirligi ve hasta sonuglarinin iyilestirilmesi agisindan kritik 5neme sahiptir.
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Elde edilen bulgular dogrultusunda, hemofili tanili cocuklarin bakim slirecine entegre edilecek
yapilandirilmis psikososyal destek programlarinin gelistirilmesi gerekliligi ortaya cikmaktadir. Bu
programlar; annelerin bas etme becerilerini glclendirmeyi, sosyal destek aglarini artirmayi ve
duygusal yuklerini azaltmayi hedeflemelidir. Ayni zamanda, annelerin yasadigl deneyimlerin gorunur
kilinmasi ve bu deneyimlere duyarli saglik hizmetlerinin sunulmasi, bakim kalitesinin artirilmasina
katki saglayacaktir.

Saglik profesyonellerinin, annelerin yalnizca bakim verici rolini degil, ayni zamanda bireysel
duygusal ve sosyal gereksinimlerini de dikkate alan butuncul bakim planlari olusturmasi buylik 6nem
tasimaktadir. Multidisipliner ekip yaklasimi icerisinde psikolojik danismanlik, sosyal destek
mekanizmalari ve egitim programlarinin entegre edilmesi, hem annelerin iyilik halini destekleyecek
hem de uzun vadede hastalik yonetimini olumlu yonde etkileyecektir.

Sonug olarak, hemofili tanili cocuga sahip annelerin deneyimleri, hastaligin biyomedikal boyutunun
Otesine gecen, kapsaml bir psikososyal etki alanina isaret etmektedir. Bu nedenle, gelecekte
yapilacak c¢alismalarin daha genis 0orneklemlerle ve uzunlamasina tasarimlarla bu sureci
derinlemesine incelemesi, hem klinik uygulamalar hem de saglik politikalar agisindan yol gosterici
olacaktir.
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S-7 KONJENITAL AFiBRINOJENEMIDE KLiNiK FENOTIP SPEKTRUMU; KANAMA MI? TROMBOZ MU ?
TEK MERKEZ DENEYIiMi
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Mammadova, Alper Ozcan, Ebru Yilmaz, Musa Karakiikcii
Erciyes Universitesi Tip Fakiiltesi, KANKA Cocuk Hematoloji-Onkoloji ve Kemik iligi Hastanesi

GIRIS

Kalitsal fibrinojen bozukluklari, tip | ve tip Il anormallikler olarak siniflandirilan genis bir pihtilasma
yetersizligi grubunu olusturur. Tip | (kantitatif) bozukluklarda, dolagsimdaki fibrinojen seviyesi
etkilenirken, tip Il bozukluklarda ise dolasimdaki fibrinojenin islevi bozulur. Kalitsal fibrinojen
bozukluklarinin yanisira, edinilmis durumlarin da disfibrinojenemi ve hipofibrinojenemiye yol
acabilme ihtimali vardir.1 Afibrinojenemi izlenebilen en nadir faktdr eksikligi olup, bu ¢alismada
merkezimizde takip edilen hastalarin demografik 6zellikleri, klinik bulgular ve tedavi gereksinimleri
degerlendirilmistir.

GEREC YONTEM

Merkezimizde izlenen 9 konjenital afibrinojenemi hastasi retrospektif olarak incelendi. Demografik
veriler, akraba evliligi, aile dykusdu, ilk kanama zamani, yasami tehdit eden kanama varlig| ve tedavi
gereksinimleri kaydedildi.

BULGULAR

Calismaya 5’i kiz (%50 )5’i erkek (%50) olmak Uzere toplam 10 hasta dahil edildi. Medyan tani yasi
yenidogan donemiydi. Dokuz hastada (%90) ebeveynler arasinda akraba evliligi, yedi hastada (%70)
ailede kanama oykusu bulunurken, bir hastada daha 6nce benzer kanama tablosu nedeniyle
kaybedilmis kardes dykusu mevcuttu.

itk klinik bulgular %66,7’si (n=6) yenidogan déneminde umblikal kord kanamasi veya spontan cilt alti
kanama seklinde ortaya c¢ikti. Tum hastalarda en az bir kez mukozal kanama gozlendi. Kas igi
hematom 4 hastada (%44,4), hemartroz 3 hastada (%33,3) saptandi. Bir hastada over kist rupturine
bagli hemoperitoneum goriildii. iki hastamizda kanama disinda tromboz hikayesi mevcuttu. Tromboz
nedeni ile bir hastada énce parmak sonra ayak ile alt bacak amputasyonu yapildi. Bagka hastada ise
ciltte bdcek isirngr sonrasi cilt nekrozu gelismesi uUzerine debridman uygulanarak flep ile
rekonstruksiyon yapildi.

Ucg hastada (%20) yasami tehdit eden kanama gelisti (SSS kanamasi, GiS kanamasi). Yillk kanama
sikligr 0-7 atak/yil (medyan:2,5 atak/yil) arasinda degisiklik gostermekteydi. Agir kanama fenotipi
gosteren hastalarda fibrinojen dlzeyleri dl¢ulebilir sinirin altindaydi.

Alti hastada (%60) dlizenli veya episodik fibrinojen replasman tedavisi uygulandi ve replasman
sonras! klinik kanama sikliginda azalma goézlendi. ALL tanisi olan bir hastada ise kemoterapi
surecinde replasman gereksinimi artis gosterdi.

SONUC

Afibrinojenemi hastalarinda kanama fenotipi heterojendir; ancak yenidogan doneminde baslayan
kanamalar ve yuksek akraba evliligi orani dikkat ¢ekicidir.1 Erken tani ve uygun replasman tedavisi,
Ozellikle yasami tehdit eden kanamalarin 6nlenmesinde kritik 6Gneme sahiptir.2 Nadir olgular olmasi
nedeni ile yonetimi hakkinda net bir protokol bulunmamaktadir. Afibrinojenemi hastalarinda tromboz,
nadir gorulmekle birlikte klinik acidan énemli bir morbidite ve mortalite nedeni olarak karsimiza
cikabilmektedir. Ozellikle fibrinojen replasman tedavisi sonrasinda, cerrahi girisimler, immobilizasyon
veya eglik eden trombotik risk faktorlerinin varliginda vendéz ve arteriyel tromboz gelisimi
bildirilmektedir.
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Patofizyolojik olarak fibrinojen eksikliginde trombinin fibrin ile baglanamamasi sonucu dolasimda serbest
trombin duzeylerinin artmasi, paradoksal olarak tromboz egilimine katkida bulunabilir.3 Bu nedenle faktor
tedavisinin yanisira antiagregan ve antikoagulan tedavi ihtiyacinin da olabilecegi unutulmamaldir. Bu nedenle
vaka serileri hastalik yonetimine yol gosterici olmalari nedeni ile dhem tasimaktadirlar.

Anahtar Kelimler: Afibrinojenemi, Kanama, Konjenital kanama bozukluklari, Tromboz

1. Casini A, Undas A, Palla R, Thachil J, de Moerloose P; Subcommittee on Factor Xlll and Fibrinogen.
Diagnosis and classification of congenital fibrinogen disorders: communication from the SSC of the
ISTH. J Thromb Haemost. 2018;16(9):1887-1890. doi:10.1111/jth.14216

2. Casini A, de Moerloose P, Neerman-Arbez M. Clinical Features and Management of Congenital
Fibrinogen Deficiencies. Semin Thromb Hemost. 2016;42(4):366-374. doi:10.1055/s-0036-1571339
3. Simurda, T., Asselta, R., Zolkova, J., Brunclikova, M., Dobrotova, M., Kolkova et. al (2021).
Congenital Afibrinogenemia and Hypofibrinogenemia: Laboratory and Genetic Testing in Rare
Bleeding Disorders with Life-Threatening Clinical Manifestations and Challenging Management.
Diagnostics, 11(11), 2140.https://doi.org/10.3390/diagnostics11112140
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S-8 BEYOND BLEEDING: UNMET NEEDS AND DISEASE AWARENESS IN VON WILLEBRAND
DISEASE

Sabina Guliyeva', Basak Kog?, Bullent Zulfikar?2
TIstanbul University , Istanbul Medical Faculty, Department of Pediatrics
2|stanbul University Oncology Institute, Hereditary Bleeding Disorders Unit

INTRODUCTION

Von Willebrand disease (VWD) is the most common inherited bleeding disorder, characterized by
quantitative or qualitative defects in von Willebrand factor, leading to impaired platelet adhesion and
aggregation and, consequently, defective primary hemostasis. The clinical presentation is highly
heterogeneous, ranging from mild mucocutaneous bleeding to more severe hemorrhagic
manifestations, which may contribute to delays in diagnosis and variability in disease recognition.
Despite its relatively high prevalence, VWD remains underdiagnosed and frequently underrecognized,
particularly among individuals with milder phenotypes or nonspecific symptoms.

Beyond its clinical manifestations, VWD represents a chronic condition that may significantly affect
multiple dimensions of patients’ lives. Disease awareness, timely diagnosis, and access to
specialized healthcare services are critical components of effective disease management; however,
these factors may vary considerably across different healthcare settings. Limited awareness among
patients, as well as among healthcare providers, may lead to delayed diagnosis, suboptimal
management, and increased disease burden.

In addition to the physical burden of bleeding symptoms, VWD may also have substantial
psychosocial consequences. Recurrent bleeding episodes, uncertainty related to disease course,
and limitations in daily activities may contribute to anxiety, social withdrawal, and reduced quality of
life. Furthermore, barriers to accessing appropriate care, including specialized centers and tailored
treatment options, may exacerbate these challenges and negatively impact patient outcomes.

Although the clinical and laboratory aspects of VWD have been extensively studied, real-world data
focusing on patients’ disease awareness, access to healthcare, and psychosocial burden remain
limited. A comprehensive understanding of these factors is essential for developing more patient-
centered approaches and improving overall disease management.

In this context, the present study aimed to evaluate the demographic characteristics of patients with
VWD, their level of disease awareness, access to healthcare services, and the psychosocial impact of
the condition in a real-world setting.

MATERIALS-METHODS

A structured questionnaire consisting of 20 items was administered to a total of 26 patients
diagnosed with von Willebrand disease (VWD). Participants were recruited from a single tertiary care
center, and all patients had a confirmed diagnosis of VWD based on clinical and laboratory criteria.
The questionnaire was designed to comprehensively assess multiple dimensions of patient
experience and disease management in a real-world setting.

The survey included items addressing demographic characteristics, VWD subtype, access to
treatment and specialized care, satisfaction with healthcare services, and experiences during
emergency department visits. In addition, specific questions explored the psychological impact of the
disease, including perceived emotional burden, social limitations, and challenges encountered in
daily life.
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Patients were also invited to identify the main difficulties they face in the management of their
condition and to provide suggestions for potential improvements in healthcare delivery. This
approach aimed to capture patient-reported outcomes and perspectives, thereby contributing to a
more patient-centered evaluation of VWD management.

Collected data were analyzed using descriptive statistical methods. Continuous variables were
summarized as means and standard deviations or medians and ranges, while categorical variables
were presented as frequencies and percentages.

RESULTS

Among the participants, 62% were male and 38% were female. The median age was 25.5 years (range:
10-59), reflecting a relatively young study population. The majority of patients (58%) were between 19
and 29 years of age, while 19% were aged 40-59 years, 15% were younger than 18 years, and 8% were
between 30 and 49 years.

With regard to disease awareness, more than half of the patients (58%) reported that they were not
aware of their specific VWD type, and 11% stated that they had not received adequate information
about their disease at the time of diagnosis. These findings highlight a considerable gap in patient
education and disease understanding, even among individuals under regular medical follow-up.

All patients (100%) reported having access to treatment within a comprehensive care center.
However, despite this access, 38% of participants indicated that they had delayed or avoided
treatment at some point due to various barriers, including treatment-related costs, travel distance, or
other logistical challenges. This suggests that access alone may not fully translate into optimal
utilization of healthcare services.

In terms of psychological impact, 46% of patients reported experiencing a moderate or higher level of
emotional burden, while 30% described this burden as very high, indicating a substantial
psychosocial impact of the disease. The most commonly reported difficulty was fear of bleeding
(65%), underscoring the persistent anxiety associated with unpredictable bleeding episodes.

When asked about potential improvements in care, the most frequently expressed need was for
easier or longer-acting treatment options (73%), followed by improved disease knowledge among
healthcare professionals (23%). These findings emphasize both the importance of therapeutic
innovation and the need for enhanced awareness and education within the healthcare system.

CONCLUSION

Patients with von Willebrand disease (VWD) experience not only the clinical burden associated with
recurrent bleeding episodes but also substantial psychosocial challenges and barriers to optimal
care. The findings of this study demonstrate that, even in the presence of access to comprehensive
care centers, a considerable proportion of patients continue to face limitations related to disease
awareness, delays in treatment utilization, and unmet psychosocial needs. These results highlight a
gap between healthcare availability and its effective use in real-world settings.

The high prevalence of insufficient knowledge regarding disease type and limited information
provided at the time of diagnosis underscore the critical need for improved patient education and
structured communication strategies. Empowering patients with adequate knowledge about their
condition may enhance treatment adherence, reduce anxiety, and improve overall disease
management.
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In parallel, the presence of treatment-related barriers such as cost, travel distance, and logistical
challenges indicates that access to care should be evaluated not only in terms of availability but also
in terms of accessibility and usability.

Furthermore, the considerable emotional burden and persistent fear of bleeding reported by patients
emphasize that VWD has a significant psychosocial dimension that should not be overlooked. These
findings support the integration of psychosocial assessment and support into routine hematology
practice, particularly for individuals at higher risk of emotional distress and social limitations.

Taken together, these results suggest that the management of VWD should extend beyond the control
of bleeding symptoms and adopt a more comprehensive, patient-centered approach. Strengthening
multidisciplinary care models, improving awareness among both patients and healthcare
professionals, and facilitating access to more convenient and long-acting treatment options are
essential steps toward optimizing patient outcomes.

Ultimately, addressing both the medical and psychosocial dimensions of VWD is crucial for reducing
the overall disease burden, improving quality of life, and guiding the development of more effective
and equitable healthcare strategies in this patient population.
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S-9 KANAMA BOZUKLUGU OLAN KADINLARDA BEDEN iMAJI, SOSYAL iZOLASYON VE DEPRESIF
BELIRTILERIN KLiNiK ACIDAN DEGERLENDIRILMESI

Irmak Erdogmus’, Melike Tekinel', Basak Kog?, Biilent Zulfikar?
" Tirkiye Hemofili Dernegi
2 [stanbul Universitesi Onkoloji Enstitiisii Kalitsal Kanama Bozukluklari Birimi

GIRIS

Kanama bozuklugu olan kadinlarda menstrual kanama 6zellikleri yalnizca fizyolojik bir durum degil,
ayni zamanda psikolojik organizasyonu ve beden imaji algisini etkileyebilen kronik bir somatik
deneyim olarak degerlendirilebilir. Ozellikle sik ve uzun siiren mensturasyon kanamalarinin, bireyin
bedeniyle kurdugu iliskiyi donusturerek bedene ydnelik farkindaligi artirdigi ve bedenin kirilgan,
ongorulemez ve kontrol edilmesi gug bir alan olarak algilanmasina yol agabilecegi dusunulmektedir.
Bu durum, vyalnizca fiziksel semptomlarla sinirli kalmayip, bireyin kendilik algisini, duygusal
duzenleme sureclerini ve sosyal etkilesimlerini de etkileyebilecek ¢ok boyutlu bir deneyim haline
gelmektedir. Nitekim, psikiyatrik dyklsu olmayan ve duzenli medikal takip altinda bulunan kadinlarda
dahi beden imajina yonelik algisal hassasiyetin artmis olmasi, kanama 0&zelliklerinin kronik bir
psikososyal stresdr olarak islev gorebilecegini disundurmektedir.

Ote yandan, tekrarlayan ve zaman zaman 6ngoériillemeyen kanama deneyimleri, sosyal ortamlardan
kacinma, sosyal izolasyon egilimi ve sosyal islevsellikte azalma gibi sonuclara yol agabilirken, bu
durumun depresif belirtilerle olan iligkisi de giderek daha fazla 6nem kazanmaktadir.

Bu calisma, kanama bozuklugu tanisi almig kadinlarda beden imaji, sosyal izolasyon, sosyal
islevsellik ve depresif belirtiler arasindaki iligkinin klinik agcidan degerlendirilmesini ve kronik kanama
deneyiminin psikolojik etkilerinin daha buttncul bir gcercevede ele alinmasini amaclamaktadir.

YONTEM

Aragtirma kesitsel ve tanimlayici bir tasarimda yurutulmustiar. Calismaya yaslan 21-45 arasinda
degisen (Ort=29,8+6,4) toplam 21 kadin dahil edilmigtir. Katilimcilarin sosyodemografik ve klinik
Ozellikleri ayrintili olarak degerlendirilmis, dahil edilme kriterleri titizlikle belirlenmigtir. Bu kapsamda,
katiimcilarin hematoloji uzmani tarafindan dogrulanmis bir kanama bozuklugu tanisina sahip
olmalari, duzenli hematolojik takip altinda bulunmalari ve daha 6nce herhangi bir psikiyatrik tani
oykusunun olmamasi temel kriterler olarak kabul edilmigtir.

Belirlenen bu kriterler, psikolojik degiskenlerin olasi etkilerini daha net ortaya koyabilmek ve
degerlendirilen psikolojik belirtilerin primer olarak kanama 6&zellikleri ile iligkisini inceleyebilmek
amaciyla olusturulmustur. Bdylece, calismada elde edilen bulgularin karigtirici psikiyatrik
faktorlerden mumkun oldugunca arindirilmasi hedeflenmistir.

Veri toplama surecinde, katilimcilarin psikolojik ve sosyal islevselliklerini ¢ok boyutlu olarak
degerlendirmek amaciyla gesitli gegerli ve guvenilir ol¢ekler kullanilmistir. Bu dogrultuda; Beden
Algisi Olgegi (BAO), UCLA Yalnizlik Olgegi, Sosyal Beceri Envanteri (SBE), Beck Depresyon Envanteri ve
Minnesota Cok Yonlu Kisilik Envanteri (MMPI) uygulanmigtir. Kullanilan o6lgeklerin i¢ tutarlilik
katsayilarinin yuksek bulunmasi (sirasiyla a=0,89; a=0,88; a=0,86 ve a=0,90), él¢ctimlerin guvenilirligini
desteklemektedir.

Elde edilen veriler istatistiksel olarak Pearson korelasyon analizi ve dogrusal regresyon modelleri
kullanilarak degerlendirilmistir. Analizlerde degiskenler arasindaki iligkiler ayrintili olarak incelenmis
ve istatistiksel anlamllik duzeyi p<0,05 olarak kabul edilmistir.
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BULGULAR

Beden Algisi Olgegi toplam puan ortalamasi 94,6+14,1 olarak saptanmis olup, alt boyut analizlerinde
elde edilen bulgular beden imajina iliskin belirgin dizeyde olumsuz algilara isaret etmektedir. Buna
gore, bedensel memnuniyetsizlik puani 18,4%4,2, gorunurlik ve sosyal degerlendirilme kaygisi puani
16,9+3,8 ve utangaclik/bedenden kacinma egilimi puani 14,7+3,5 olarak bulunmus ve tim alt
boyutlarda puanlarin klinik agidan anlaml dlzeyde yuksek oldugu gorulmustur (p<0,05).

UCLA Yalnizlik Olgegi ortalama puani 47,9+9,3 olarak saptanmis olup, alt boyut analizlerinde sosyal
izolasyon algisi puani 25,1+5,4 ve duygusal yalnizlik puani 22,8+4,9 olarak bulunmustur. Bu bulgular,
katiimcilarin yalnizlik duzeylerinin orta-ust sinirda oldugunu ve 6zellikle sosyal izolasyon algisinin
belirgin oldugunu goéstermektedir.

Beck Depresyon Envanteri alt boyut incelemesinde, bilissel-affektif belirtiler (karamsarlik, degersizlik,
0z elestiri) ortalama puani 13,6%+4,1 olarak saptanirken, somatik-performans belirtileri (yorgunluk,
islevsellikte azalma) ortalama puani 8,8+3,6 olarak belirlenmistir. Bu sonuclar, katiimcilarda 6zellikle
bilissel-affektif duzeyde belirgin depresif belirtilerin bulundugunu disundirmektedir.

Korelasyon analizleri, degiskenler arasindaki iligkilerin anlamli ve klinik agidan dikkat ¢ekici oldugunu
ortaya koymustur. Ozellikle bedensel memnuniyetsizlik ile bilissel-affektif depresyon belirtileri
arasinda guclu pozitif bir iliski saptanmistir (r=0,62; p<0,01). Benzer sekilde, goruntrlik ve sosyal
degerlendirilme kaygisi ile sosyal izolasyon algisi arasinda anlaml dluzeyde pozitif iliski bulunmustur
(r=0,59; p<0,01). Ayrica, kanama suresi ile bedensel odaklanma puanlari arasinda orta dlzeyde pozitif
bir iligki oldugu goérualmaustur (r=0,53; p=0,02).

MMPI bulgular incelendiginde, 6zellikle Depresyon ve Sosyal iceddniikliik alt élgeklerinde yiiksek
puanlar dikkat cekmistir. Bedensel memnuniyetsizlik dlzeyinin hem MMPI depresyon alt lgegi hem
de Beck Depresyon Envanteri ile glicli pozitif iliskiler gostermesi, bu degiskenin somatik kaygi ve
depresif duygu durum ile dogrudan baglantili oldugunu ortaya koymaktadir.

Ayrica, gorinirliik kaygisi ve sosyal degerlendirilme hassasiyetinin, MMPI Sosyal icedéniiklik alt
olcegi ve sosyal izolasyon algisi ile anlaml iliskiler gostermesi; sosyal fark edilme kaygisi ve dis
degerlendirilme korkusunun sosyal ¢cekilme ve izolasyon algisiyla iliskili oldugunu dusundurmektedir.
Bedenden kacinma egilimi ise orta dlizeyde sosyal ¢cekilme ve somatik kaygi ile iliskili bulunmustur.
Genel olarak degerlendirildiginde, elde edilen bulgular beden algisi, psikolojik belirtiler ve sosyal
islevsellik arasindaki cok boyutlu ve karsilikli etkilesimi desteklemekte; kanama bozukluklarinin
yalnizca fiziksel degil, ayni zamanda psikolojik ve sosyal boyutlariyla da ele alinmasi gerektigini ortaya
koymaktadir.
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Olcek Sonugclarinin Klinik Degerlendirme Tablosu
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Bu calisma, kanama bozuklugu olan kadinlarda artmis kanama suresi ve sikuginin beden algisi,
depresif belirtiler ve sosyal izolasyon ile anlamli ve ¢ok boyutlu iliskiler gosterdigini ortaya koymustur.
Ozellikle bedensel memnuniyetsizlik ile depresif bilissel 6rintiiler arasindaki gicli iliski ile
gorunurluk kaygisi ve sosyal izolasyon algisi arasindaki belirgin baglanti dikkat ¢ekicidir. Bu bulgular,
bireylerin bedene ydnelik algilarinin yalnizca fiziksel semptomlarla sinirli kalmadigini, ayni zamanda
duygusal ve sosyal islevsellik ile yakindan iligkili oldugunu gostermektedir.
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Elde edilen veriler, kanama 6zelliklerinin yalnizca fizyolojik bir parametre olarak degerlendirilmemesi
gerektigini; aksine beden imaiji, kendilik algisi ve psikososyal islevselligi etkileyen énemli bir klinik
degisken olarak ele alinmasinin gerekliligini ortaya koymaktadir. Kronik ve 6ngortlemeyen kanama
deneyiminin, bireyde bedene yonelik kirilganlik algisini artirarak psikolojik yuk olusturabilecegi ve bu
durumun sosyal cekilme, vyalnizlk ve depresif belirtilerle etkilesim icinde olabilecegi
ddsunulmektedir.

Bu baglamda, hematolojik izlem sureclerinin yalnizca biyomedikal parametrelerle sinirli kalmamasi,
ayni zamanda psikosomatik degerlendirmeleri ve psikolojik destek yaklagimlarini da icerecek sekilde
bitiincil olarak yapilandirilmasi biyiik 6nem tasimaktadir. Ozellikle beden algisi, sosyal islevsellik ve
duygudurum acisindan risk tasiyan bireylerin erken donemde tanimlanmasi ve uygun mudahale
programlarina yonlendirilmesi, klinik sonuclarin iyilestirilmesine katki saglayabilir.

Sonug olarak, bu ¢alisma kanama bozukluklarinin kadin sagligl lzerindeki etkilerinin ¢ok boyutlu
olarak ele alinmasi gerektigini vurgulamakta ve gelecekte yapilacak daha genis orneklemli ve
uzunlamasina ¢alismalar igcin dnemli bir temel olusturmaktadir.
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ABSTRACT

BACKGROUND

Hemophilia is a hereditary bleeding disorder caused by deficiencies in specific coagulation factors.
Due to lifelong bleeding risk, fear of bleeding episodes, and joint-related complications, the disease
significantly impairs quality of life and psychosocial well-being.

OBJECTIVE

The aim of this study was to evaluate changes in quality of life and psychosocial status among
patients with hemophilia receiving subcutaneous therapy, particularly in comparison with the period
during which they were treated with conventional intravenous factor prophylaxis.

METHODS and MATERIALS

The main study group consisted of 40 hemophilia patients aged 6-40 years who had experienced
treatment with subcutaneous therapy and were followed at Ege University Children’s Hospital.
Additional 11 patients receiving conventional intravenous factor prophylaxis were included as the
control group. Data were collected through in-depth interviews and VAS-based structured
questionnaires. Psychosocial impact was assessed using Visual Analog Scale (VAS)-based scoring
obtained for both the pre-subcutaneous and post-subcutaneous treatment periods. Open-ended
qualitative questionnaires were also administered. The mean age was 19 = 10 years in the
subcutaneous group and 27 = 10 years in the control group. Among the total cohort (n=51), 40
patients (78%) had Hemophilia A and 11 patients (22%) had Hemophilia B. Inhibitors were present in
15 patients (29%), while 36 patients (71%) were inhibitor-negative.

RESULTS

Subcutaneous therapy was associated with significant improvements compared to the conventional
intravenous prophylaxis period. Treatment satisfaction increased by 70.8%, bleeding-related fear
decreased by 62.1%, and anxiety levels declined by 62.2%. Treatment-related complaints were
reduced by 69%, while physical activity increased by 85.7%. Patients reported a 72% reduction in
bleeding episodes during subcutaneous therapy. Improved ease of administration and enhanced
treatment satisfaction contributed to reduced treatment burden.

CONCLUSION

Subcutaneous therapy significantly improves psychosocial well-being and quality of life in patients
with hemophilia compared with traditional intravenous factor prophylaxis. The marked reduction in
bleeding-related parameters, treatment burden, and anxiety, alongside improved physical activity and
satisfaction, suggests that subcutaneous therapy represents a promising and effective treatment
modality in hemophilia management.

Keywords: Hemophilia, Subcutaneous therapy, Psychosocial
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1.INTRODUCTION AND OBJECTIVE

Hemophilia is an X-linked recessive genetic disorder affecting approximately 1 in 10,000 individuals. It
results from a deficiency of coagulation factors FVIII (Hemophilia A) or FIX (Hemophilia B). This
condition leads to a persistent bleeding tendency and clinically significant bleeding manifestations. A
considerable proportion of patients with hemophilia rely on intravenous factor replacement therapy
to prevent bleeding episodes. However, this treatment modality negatively impacts patients’ quality of
life and is associated with social and psychological challenges (1).

In addition to bleeding episodes, joint complications that may occur despite factor prophylaxis
contribute to a decline in quality of life for both patients and—particularly in the pediatric
population—their caregivers. Consequently, treatment satisfaction, social functioning, and physical
activity levels are significantly affected.

Recent advances in hemophilia management, including the development of novel therapeutic agents
and treatment modalities, have led to substantial changes in disease management. Subcutaneous
therapies and gene therapy have emerged as alternatives to conventional factor replacement therapy.
These modalities are increasingly being preferred by a growing number of patients. Subcutaneous
therapies, characterized by longer dosing intervals, less painful administration compared to
intravenous access, and ease of use, have relatively improved patients’ quality of life. Furthermore,
compared with factor prophylaxis, the reduction in bleeding episodes and complications has resulted
in an increasing number of patients opting to switch to subcutaneous therapy.

Subcutaneous therapy has a positive impact on the quality of life of both patients and their families
due to its ease of administration and less invasive nature. A study by Mancuso et al. (2) demonstrated
significant and sustained improvements in health-related quality of life among patients receiving
subcutaneous therapy and their caregivers.

Moreover, subcutaneous therapy has favorable psychological and social effects. In a study by Kashari
et al. (3), patients who had been receiving subcutaneous therapy for six months reported
improvements in mood, overall self-perception, ability to participate in daily activities, and attitudes
toward hemophilia treatment. Additionally, they expressed reduced anxiety regarding disease
progression and improved control over bleeding episodes.

Subcutaneous therapy also has beneficial effects on bleeding frequency and treatment adherence. In
patients receiving subcutaneous therapy, factors such as ease of administration, the absence of the
need for venous access, and particularly its positive effects on joint complications contribute to the
preference for this treatment modality. A study by Dutta et al. (4) demonstrated that subcutaneous
therapy significantly reduces bleeding episodes, improves joint health, and enhances quality of life.
Furthermore, its association with high treatment adherence suggests that it may be a feasible
treatment option, particularly in resource-limited settings.

The primary aim of this study is to evaluate changes in quality of life and psychosocial status in
patients with hemophilia receiving subcutaneous therapy, particularly in comparison with the period
during which they were treated with conventional factor prophylaxis at the Ege University Pediatric
Hematology Department.
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2.MATERIALS AND METHODS

The main study cohort consisted of 40 hemophilia patients aged 6-40 years who had been followed by
the Pediatric Hematology Department of Ege University Faculty of Medicine Hospital and had been
receiving subcutaneous therapy for at least six months. In addition, 11 patients within the same age
range who were still receiving conventional factor prophylaxis were included as the control group.
Data collection was conducted using a prospective qualitative approach, employing the in-depth
interview method. For data recording and documentation, questionnaires based on the Visual Analog
Scale (VAS) were utilized.

Inclusion Criteria

1.Age between 6 and 40 years

2.Diagnosis of severe Hemophilia A or Hemophilia B

3.Presence or absence of inhibitors

4.Receiving subcutaneous therapy for at least 6 months

5.For the control group: no prior exposure to subcutaneous therapy
6.For the control group: age between 6 and 40 years

7.For the control group: diagnosis of severe Hemophilia A or B
8.For the control group: presence or absence of inhibitors

Exclusion Criteria

1.Diagnosis of mild and/or moderate Hemophilia A or B

2.Less than 10 years of prophylaxis experience (for adult patients)

3.Receiving subcutaneous therapy for less than 6 months

4.Diagnosis of a psychotic disorder and/or history of psychotropic medication use

5.For the control group: diagnosis of mild or moderate Hemophilia A or B

6.For the control group: less than 10 years of prophylaxis experience (for adult patients)

7.For the control group: diagnosis of a psychotic disorder and/or history of psychotropic medication
use

Patients included in the study were evaluated using a VAS-based questionnaire and an additional
questionnaire containing open-ended questions within the framework of in-depth interviews.
Interviews conducted with patients and their caregivers lasted approximately one hour.

The open-ended questionnaire included questions regarding basic sociodemographic characteristics
as well as treatment-related factors such as satisfaction, treatment fatigue, frequency of social
activities, and participation in physical activities during both the prophylaxis and subcutaneous
treatment periods. Responses were recorded in detail in written form.

In the VAS-based questionnaire, patients were asked to rate various parameters related to both the
intravenous prophylaxis period and the subcutaneous treatment period on a scale from 1 to 10. These
scores were documented accordingly. The control group was asked to rate the same parameters only
for their experience with factor prophylaxis and to respond to the open-ended questions. Their
responses were also recorded in detail.
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To ensure anonymization and confidentiality, patient questionnaires were coded. Statistical analysis
of VAS scores was performed using t-tests and chi-square (x%) tests.

Psychosocial parameters assessed through the VAS questionnaire were initially evaluated using
descriptive statistics, including standard deviation, median, mean, minimum, and maximum values.
Subsequently, inferential analyses using t-tests and chi-square tests were conducted to determine
statistical significance.

3.RESULTS

All patients included in the study were male. Data obtained from 40 patients who had experienced
subcutaneous therapy and 11 patients who were still receiving conventional factor prophylaxis were
analyzed.

In the subcutaneous therapy group, the mean age was 19 = 10 years, with a median of 19 years and a
range of 6-40 years. In the control group, the mean age was 27 * 10 years, with a median of 29 years
and a range of 10-40 years. Among the study population, 40 patients (78%) had Hemophilia A and 11
patients (22%) had Hemophilia B. Fifteen patients (29%) were inhibitor-positive, while 36 patients
(71%) were inhibitor-negative.

When the post-treatment period was compared with the period during which patients were receiving
factor prophylaxis within the subcutaneous therapy group, a statistically significant increase in
treatment satisfaction was observed. During face-to-face interviews, the majority of patients and their
caregivers reported a substantial sense of relief and expressed high levels of satisfaction with
subcutaneous therapy.

When the group that had experienced subcutaneous therapy was compared with the control group,
which had not received subcutaneous therapy and was continuing conventional factor prophylaxis,
no statistically significant difference was observed. However, many patients in the control group and
their caregivers expressed a willingness to switch to subcutaneous therapy due to its ease of
administration and favorable clinical outcomes.
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Figure 1. Comparison of treatment satisfaction scores Figure 2. Comparison of treatment satisfaction scores between
before and after subcutaneous therapy. the subcutaneous therapy group and the control group.
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Patients receiving subcutaneous therapy reported a marked reduction in treatment-related fatigue as
well as in both disease-related and treatment-related anxiety when comparing the pre- and post-
treatment periods. Statistical analysis confirmed a significant difference in both anxiety and
treatment fatigue levels between the pre- and post-subcutaneous therapy periods. Furthermore,
comparisons between the subcutaneous therapy group and the control group revealed a statistically
significant difference in treatment fatigue, whereas no statistically significant difference was
observed in anxiety levels.

Patients in the study group were also asked about their fear of bleeding and the frequency of bleeding
episodes. During the interviews, many patients and their caregivers reported experiencing substantial
fear of bleeding during the factor prophylaxis period, particularly due to the risk associated with
trauma. Even low-intensity trauma frequently led to emergency department visits due to bleeding
concerns. When asked about bleeding frequency, the majority of patients stated that after
transitioning to subcutaneous therapy, they rarely experienced significant bleeding episodes,
particularly following trauma, which contributed to increased treatment satisfaction. Comparisons
between the subcutaneous group and the control group demonstrated statistically significant
differences in both bleeding frequency and fear of bleeding.

Patients were also asked about episodes of uncontrolled bleeding. Those who reported such events
described them as bruising or bleeding following either sharp or blunt trauma. Analysis of the
subcutaneous therapy group revealed a statistically significant difference in uncontrolled bleeding
levels between the pre- and post-treatment periods. However, no statistically significant difference
was observed between the subcutaneous group and the control group. Notably, further evaluation of
the data indicated that the majority of patients receiving subcutaneous therapy did not experience
uncontrolled bleeding at all. In contrast, patients in the control group reported that bleeding episodes
were controlled after administering additional doses of factor treatment. Furthermore, control group
patients stated that they often administered additional factor doses regardless of the presence of
bleeding, which may explain the absence of uncontrolled bleeding in this group.
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Figure 3. Comparison of fear of bleeding scores Figure 4. Comparison of bleeding level scores before and
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and after subcutaneous therapy. between the subcutaneous therapy group and the control group.

www.turkiyehemofilikongresi.com




» RHD x "

TORKIYE HEMOFILI DERNESI < 2005
THE HEMOPHILIA SOCIETY OF TURKIYE : FEDERATION OF HEMOPHILIA

APRIL15-17,2026

ANTALYA PINE BEACH BELEK HOTEL CONGRESS CENTRE, TURKIYE

Patients in the study group were also asked about their levels of social and physical activity, as well as
their tendency to avoid physical activities. The majority of patients reported that their level of physical
activity had increased compared to the period during which they were receiving factor prophylaxis;
however, some stated that they were still unable to engage in certain activities due to persistent fears
of bleeding originating from prior experiences.

Caregivers of school-aged children particularly reported that, before transitioning to subcutaneous
therapy, their children were unable to participate in physically demanding games due to fear of
bleeding, which negatively affected their ability to form friendships and engage in peer-related social
environments. In contrast, most adult and young adult patients reported having established social
networks and therefore considered their level of social activity to be adequate.

Notably, many pediatric patients began participating in various sports and physical activities after
transitioning to subcutaneous therapy, despite previous restrictions related to sports and play. During
the factor prophylaxis period, the majority of patients avoided physical and sporting activities;
however, some reported preferring swimming due to its lower perceived risk of trauma.

When the subcutaneous therapy group was compared in terms of pre- and post-treatment periods,
statistically significant differences were observed in physical activity levels, avoidance of physical
activities, and social activity levels. The majority of patients reported that, after engaging in such
activities, they adapted better to daily life and experienced increased self-confidence. Caregivers also
expressed considerable relief in the post-treatment period, particularly because they no longer faced
difficulties in restricting their children’s activities during play.
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Figure 7. Comparison of of physical activity scores before and Figure 8. Comparison of physical activity level scores before and after
after subcutaneous therapy. subcutaneous therapy.

Another parameter assessed in patients was the level of treatment-related complaints and joint-
related complaints. According to patients and their caregivers, the most significant difficulty
experienced during the factor prophylaxis period was the inability to establish venous access.
Particularly in younger patients, the need for frequent venous access resulted in prolonged attempts
at cannulation due to vascular damage, leading to considerable distress.

It was reported that this situation led many patients to develop a desire to refuse treatment. However,
no cases of treatment refusal or non-adherence were observed, which patients attributed to the lack
of alternative treatment options.
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101 ° According to both patients and caregivers, after
transitioning to subcutaneous therapy, there was a
8- o marked improvement in treatment-related

complaints. In particular, treatment adherence
among younger children increased significantly
following the transition.

During the period of factor prophylaxis, patients
reported that even when they adhered to treatment
% and attempted to protect themselves from trauma,

o
o

they experienced limitations in joint mobility—
particularly in the ankles and knees—secondary to

Pre-Subcutaneous Post-Subcutaneous intra-articular bleeding. Many patients stated that
after transitioning to subcutaneous therapy, their

Fi 9. C § f treat t-related laint bef d P H H
e i A joint-related complaints gradually improved over

time, and notably, 10 patients reported complete
resolution of these symptoms.
Statistical analysis of treatment-related complaint levels and joint-related complaint Llevels
demonstrated a significant difference between the pre- and post-subcutaneous therapy periods.
When compared with the control group, a statistically significant difference was observed in joint-
related complaints; however, no statistically significant difference was found in treatment-related

complaint levels. Another parameter assessed in patients was the

1 frequency of hospital visits. During the period of factor
prophylaxis, many patients and their caregivers reported
that they frequently attended nearby healthcare

2 o facilities—most commonly primary care centers—on
§ ° specific days of the week for intravenous factor
a o administration. They stated that this requirement imposed

a financial burden due to transportation costs and time

2] % loss. Although the cost of factor concentrates was

covered by the healthcare system, patients reported that
Figure 10. Gomparison of joint-related complaint scores before and after the majority of the financial burden arose from
suboutansous therapy. transportation expenses and the need to procure supplies
10 such as intravenous cannulas and butterfly needles for
administration.
8 Statistical analysis of hospital visit levels demonstrated a
significant difference between the pre- and post-
subcutaneous therapy periods. Similarly, analysis of cost
levels revealed a statistically significant difference
between the two periods.
N % When comparisons were made with the control group, no
statistically significant difference was observed in terms
Pre-Subcutaneous Post-Subcutaneous of hospital visit levels; however, a statistically significant
Figure 11. Comparison of hospital visit scores before and after dlfference was |dent|f|ed |n COSt levels

subcutaneous therapy.
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10 During the interviews, one patient reported
deterioration in liver enzyme levels following
N subcutaneous therapy and expressed marked

dissatisfaction with the treatment. The patient also
reported an increase in bleeding episodes and
stated that no clinical benefit was observed with
subcutaneous therapy. This was the only case
within  the study group reporting such
% dissatisfaction. Due to the lack of perceived benefit,

VAS Score

the patient expressed a preference to return to
conventional factor prophylaxis.

Pre-Subcutaneous Post-Subcutaneous

Figure 12. Comparison of cost level scores before and after
subcutaneous therapy.

4.CONCLUSION AND DISCUSSION

Based on the data analyses of this study, it can be concluded that patients who transitioned to
subcutaneous therapy reported high levels of satisfaction due to factors such as ease of
administration, longer dosing intervals, and reduced complications and bleeding-related stress.
Caregivers of pediatric patients with hemophilia particularly emphasized that the absence of
invasive procedures—such as repeated attempts at venous access, especially in younger children—
had a positive impact on the child’s overall well-being. (9,10)

Although medication costs are covered by the healthcare system, patients receiving conventional
factor therapy reported a significant burden associated with frequent hospital visits, including both
time loss and transportation expenses. In addition, families administering intravenous therapy at
home reported financial strain related to the cost of medical supplies. In this context, subcutaneous
therapy appears to have a positive impact on both time management and economic burden for
patients and their families. (6)

During the period of conventional factor prophylaxis, patients commonly experienced challenges
such as treatment fatigue, treatment interruptions, and persistent fear of bleeding, all of which
negatively affected quality of life. Subcutaneous therapy, through its ease of administration,
improved treatment adherence, and reduced frequency of bleeding episodes and complications,
leads to a substantial improvement in quality of life for both patients and their caregivers. (5,7,8)

In conclusion, subcutaneous therapy emerges as a strong, reliable, and patient-friendly treatment
option in the management of hemophilia.
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OBJECTIVE
The transition from adolescence to adulthood in children with chronic diseases is a vulnerable
period. We developed a mobile phone application specifically designed for adolescents and young
adults with hemophilia for supporting this period. Our aim was to evaluate the effectiveness of this
application.

MATERIALS-METHODS

The application was developed in collaboration between the Subcommittee of Hemophilia of Turkish
Society of Hematology (TSH) and Biomedical Engineering with funding from a TSH scientific project
grant. This application includes educational videos, lifestyle guidance, medication reminder, and
knowledge-attitude surveys. A clinician interface allows physicians to review patient’s data. Thirty-
five hemophilia without inhibitor (29 adolescents, 6 young adults) were randomized to study group
(app-based education for three months) and control group (standard care). All participants
completed the hemophilia knowledge and attitude questionnaires, Health-related Quality-of-Life
measures, and the General Self-Efficacy (GSE) scale at baseline and at three months. The study group
also completed the application satisfaction survey.

RESULTS

In adolescents, the knowledge scores improved from 15.31+3.18 to 16.31+2.96 in the study group,
compared with 15.85+2.73 to 16.15%*2.34 in controls. GSE scale increased from 31.81+5.26 to
34.56+5.49 in the study group, 32.46+5.27 to 33.15+5.94 in the control group. Haemo-QolL scores
showed a trend toward improvement in both groups but it was not statistically significant. The
knowledge was correlated positively with GSE and negatively with Haemo-QoL. Young adult results
were descriptive due to small numbers. All application users reported that it increased knowledge,
supported transition, and should be recommended; the educational videos and surveys were found
to be very valuable, while 71% mentioned that the medication reminder was helpful.

CONCLUSION

This mobile phone application improved knowledge and self-efficacy and was highly acceptable for
adolescents and young adults with hemophilia during the transition from adolescence to adulthood.
It may serve as an effective complement to existing transition support in hemophilia care.

Keywords: Hemophilia, adolescence period, transition
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Figure 1. Changes in knowledge level and attitude
Questions Percentage of those who
answered ‘I have no idea’
(Total group n=29)

Month 0 Month
3

Hemophilia is most commonly seen in males  24.1% 20.7%
In hemophilia, there is a deficiency of clotting 13.8% 3.4%
factors
The most important advantage of prophylaxis 17.2% 10.3%
treatment is protecting against joint damage
If an antibody develops against the factor that 44.8% 30.7%
destroys it, this is called an inhibitor
If there is an inhibitor, it may be necessary to  51.7% 51.7%
use medications other than factor
Wearing a bracelet or ID tag indicating that  31.0% 37.9%

you are a hemophilia patient is important in

emergency situations

If I feel tingling indicating a joint bleed, I can  31.0% 17.2%
control the bleeding easily if I administer my

factor right away

If I do not use my prophylaxis medications 20.7% 13.8%
regularly, my bleeding will increase and joint

damage will occur

I carry my disease-related ID tag, bracelet, or 31.0% 79.3%
card with me

I can discuss topics such as sexuality, family 31.0% 27.6%
planning, and genetics with my hemophilia

doctor

I know that when I turn 18, my pediatric 20.7% 10.3%

hematologist will transfer my follow-up to an
adult hematology doctor

Figure 1. Changes in knowledge level and attitude
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S-13 HIGHER ZERO-BLEED RATES WITH EMICIZUMAB COMPARED WITH FACTOR PROPHYLAXIS
IN HEMOPHILIA A: A REAL-WORLD SINGLE-CENTER EXPERIENCE

Enes Tasdelen’, Basak Kog?, Biilent Ziilfikar?
"Istanbul University, Istanbul Medicak Faculty, Department of Pediatrics
?stanbul University Oncology Institute, Hereditary Bleeding Disorders Unit

INTRODUCTION

Emicizumab is a humanized bispecific monoclonal antibody that mimics the cofactor function of
activated factor VIII by simultaneously binding activated factor IX (FIXa) and factor X (FX), thereby
facilitating effective thrombin generation and restoring hemostatic balance. Unlike conventional
replacement therapies, emicizumab is administered subcutaneously and demonstrates a favorable
pharmacokinetic profile with a long half-life, enabling less frequent dosing and improved treatment
adherence. Moreover, its mechanism of action is independent of factor VIl inhibitors, making it an
effective prophylactic option for both inhibitor-positive and inhibitor-negative individuals with
hemophilia A (PwHA).

Over the past decade, the introduction of emicizumab has led to a paradigm shift in hemophilia A
management, moving from intravenous factor replacement toward more convenient and patient-
friendly prophylactic strategies. In addition to its ease of administration, emerging real-world
evidence has consistently shown that emicizumab provides sustained bleed protection, significantly
reduces annualized bleeding rates (ABR), and improves quality of life across a broad spectrum of
patients. However, despite these promising outcomes, comparative real-world data evaluating its
effectiveness against conventional factor prophylaxis, particularly in terms of specific bleeding
subtypes and zero-bleed outcomes, remain relatively limited.

In this context, the present study aimed to compare annualized total, spontaneous, and traumatic
bleeding rates between factor prophylaxis and emicizumab prophylaxis, and to evaluate the
proportion of patients achieving zero-bleed status among PwHA in a real-world, single-center setting.

METHODS

This single-center, retrospective, observational and analytical study included 45 patients with
hemophilia A who had previously received factor prophylaxis and subsequently completed the
standard loading protocol of emicizumab. All patients were followed at our center, and those with
sufficient clinical data before and after the switch to emicizumab were included in the analysis.
Patient characteristics, including age at the time of analysis, age at diagnosis, inhibitor status, and
duration of emicizumab use, were systematically recorded. In addition, detailed bleeding data were
collected, including annualized total, spontaneous, and traumatic bleeding rates both prior to and
following the initiation of emicizumab prophylaxis.

Comparative analyses were performed to evaluate changes in bleeding outcomes following the
transition from factor prophylaxis to emicizumab. The Wilcoxon signed-rank test was used for paired
comparisons of continuous variables, while the McNemar test was applied to assess differences in
categorical outcomes, including zero-bleed rates. Furthermore, multivariable linear regression
analysis was conducted to identify potential predictors of bleeding outcomes and to adjust for
relevant clinical variables. A p-value of <0.05 was considered statistically significant.
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RESULTS

A total of 45 PwHA with a median age of 12 years (range: 1-63) were included in the analysis. Among
them, 26 patients (57.8%) were inhibitor-negative, while 19 (42.2%) were inhibitor-positive. The
median duration of emicizumab prophylaxis was 20.67 months (range: 3-105.6), reflecting a
substantial period of real-world follow-up.

Emicizumab prophylaxis was associated with a marked and statistically significant reduction in
bleeding outcomes. The median annualized bleeding rate (ABR) decreased from 9.0 prior to
emicizumab initiation to 0.0 during emicizumab prophylaxis (p < 0.001). Correspondingly, the median
reduction in total annual bleeding rate reached 100%, with a mean reduction of 85.2%, indicating a
robust overall treatment effect.

Notably, emicizumab substantially improved zero-bleed outcomes, with the proportion of patients
achieving zero bleeds increasing from 13.3% under factor prophylaxis to 64.4% during emicizumab
prophylaxis (p < 0.001). When stratified by inhibitor status, zero-bleed rates were significantly higher
in inhibitor-negative patients (81.5%) compared to inhibitor-positive patients (38.9%), suggesting
differential treatment response between subgroups.

Further analyses demonstrated that reductions in total (p < 0.001) and spontaneous bleeding rates (p
< 0.001) differed significantly according to inhibitor status, whereas no significant difference was
observed in traumatic bleeding rates (p = 0.174). In multivariable linear regression analysis, the
presence of inhibitors was independently and negatively associated with treatment response (p =
0.040), highlighting its role as a key determinant of clinical outcomes.

CONCLUSION

Emicizumab prophylaxis is associated with a profound and clinically meaningful reduction in bleeding
frequency compared with conventional factor prophylaxis, resulting in near-complete suppression of
bleeding episodes in a substantial proportion of patients in a real-world setting. The dramatic decline
in annualized bleeding rates, together with the marked increase in zero-bleed outcomes, underscores
the transformative potential of emicizumab in redefining treatment goals for people with hemophilia
A.

Importantly, while the presence of inhibitors appears to influence treatment response—particularly
with respect to achieving zero-bleed status—emicizumab demonstrates consistent and robust
efficacy across both inhibitor-positive and inhibitor-negative populations. These findings highlight
that, despite some variability in response, emicizumab provides significant clinical benefit
irrespective of inhibitor status and remains a highly effective prophylactic strategy in diverse patient
subgroups.

The observed improvements in bleeding control extend beyond statistical significance and reflect
meaningful clinical gains that are likely to translate into reduced treatment burden, fewer hospital
visits, and improved patient adherence. In addition, the subcutaneous route of administration and
favorable dosing schedule further enhance its practicality and acceptability in routine clinical care.
Taken together, our findings provide compelling real-world evidence supporting the superiority of
emicizumab over traditional factor prophylaxis in achieving optimal bleed control. Emicizumab not
only improves clinical outcomes but also represents a paradigm shift toward more convenient,
patient-centered, and effective long-term management of hemophilia A. Future studies with larger
cohorts and longer follow-up are warranted to further elucidate its long-term impact on joint health,
quality of life, and healthcare resource utilization.
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S-14 SURGERY IN HEMOPHILIA A RECEIVING EMICIZUMAB PROPHYLAXIS: REAL-WORLD SINGLE-
CENTER EXPERIENCE
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Istanbul University, Istanbul Medical Faculty, Department of Orthopedics and Traumatology

INTRODUCTION

Surgical procedures in people with hemophilia A (PwHA) require meticulous perioperative hemostatic
management to minimize the risk of bleeding complications and ensure optimal clinical outcomes.
Traditionally, perioperative management has relied on the administration of factor VIll concentrates in
patients without inhibitors, while bypassing agents such as activated prothrombin complex
concentrate (aPCC) or recombinant activated factor VII (rFVlla) have been used in patients with
inhibitors. Although these strategies are generally effective, they are often associated with challenges
including variable hemostatic response, intensive monitoring requirements, and substantial
treatment burden.

The introduction of emicizumab, a bispecific monoclonal antibody that mimics the cofactor function
of factor VIIl, has significantly transformed the prophylactic management of hemophilia A. Its
subcutaneous administration, long half-life, and efficacy independent of inhibitor status have led to
widespread adoption in both pediatric and adult populations. As a result, an increasing number of
PwWHA receiving emicizumab prophylaxis are undergoing surgical procedures, raising important
questions regarding optimal perioperative hemostatic strategies in this new therapeutic context.

Despite accumulating clinical experience, perioperative management in patients receiving
emicizumab remains complex, particularly due to the altered coagulation dynamics and the potential
interaction with concomitant hemostatic agents. Current evidence is largely derived from clinical
trials, case series, and real-world reports, and standardized, evidence-based guidelines for
perioperative hemostatic management in this setting are still limited.

In this study, we report our single-center experience with surgical procedures performed in PwHA
receiving emicizumab prophylaxis, with a focus on perioperative hemostatic management strategies,
bleeding outcomes, and safety in a real-world clinical setting.

METHOD

A total of 10 surgical interventions, including 4 major and 6 minor procedures, were performed in 7
patients with hemophilia A, of whom 5 were inhibitor-positive and 2 were inhibitor-negative. Surgical
procedures encompassed a range of clinical indications and were managed within a standardized
perioperative protocol at our center.

All surgeries were electively scheduled to coincide with the patients’ routine emicizumab
maintenance dosing, which was administered on the day of surgery in order to maintain stable
hemostatic coverage. In addition to emicizumab prophylaxis, all patients received adjunctive
antifibrinolytic therapy with tranexamic acid at a dose of 40 mg/kg/day. Tranexamic acid was initiated
12 hours prior to surgery and continued for 7-10 days postoperatively, depending on the type and
extent of the surgical procedure as well as the clinical course during follow-up.

This combined approach aimed to optimize perioperative hemostasis and reduce the risk of bleeding
complications in both major and minor surgical settings.
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RESULTS

A total of four major surgical procedures were performed. Of these, three were total joint
arthroplasties (two knee and one hip), and one was a femoral osteotomy performed in a 17-year-old
patient with hemophilia A who had a left distal femoral valgus deformity associated with multiple
hereditary exostoses. All patients undergoing major surgery were inhibitor-positive, representing a
high-risk subgroup in terms of perioperative bleeding management.

Perioperative hemostatic coverage in these patients was achieved with recombinant activated factor
VII (rFVIla), administered in a stepwise tapering regimen with gradually decreasing doses according to
clinical response. All major surgical procedures were completed without any bleeding or thrombotic
complications, and no treatment-related adverse events were observed, indicating effective and safe
hemostatic controlin this setting.

In addition, six minor surgical procedures were performed. These included three circumcisions, one
Achilles tendon lengthening procedure, and two dental interventions. None of the patients
undergoing minor surgical procedures received additional factor replacement therapy, and no
perioperative complications were observed in the majority of cases. However, in one dental
procedure, prolonged bleeding occurred, which was successfully managed with rFVlla
administration, without further complications.

Overall, both major and minor surgical interventions were successfully performed under emicizumab
prophylaxis with tailored adjunctive hemostatic support, demonstrating favorable safety and efficacy
outcomes in this cohort.

CONCLUSION

Surgical procedures can be safely and effectively performed in people with hemophilia A (PwHA)
receiving emicizumab prophylaxis when guided by individualized, carefully planned, and
multidisciplinary perioperative hemostatic management strategies. Our real-world experience
demonstrates that even complex major surgical interventions, particularly in high-risk inhibitor-
positive patients, can be successfully undertaken with the concomitant use of recombinant activated
factor VIl (rFVlla), achieving effective hemostatic control without an increased risk of bleeding or
thrombotic complications. These findings are particularly noteworthy given the historical challenges
associated with perioperative management in this patient population.

Furthermore, minor surgical procedures were generally well tolerated without the need for additional
factor replacement therapy, suggesting that emicizumab alone may provide sufficient baseline
hemostatic protection in less invasive clinical scenarios. This observation supports a potential shift
toward more simplified and less resource-intensive perioperative approaches, reducing treatment
burden, minimizing exposure to additional hemostatic agents, and improving overall patient
convenience and adherence.

The absence of significant adverse events across both major and minor procedures in our cohort
reinforces the favorable safety profile of emicizumab in the surgical setting. Moreover, the ability to
perform a broad spectrum of surgical interventions under emicizumab prophylaxis highlights its role
in expanding treatment possibilities and improving access to necessary surgical care for PwHA, who
have historically faced limitations due to bleeding risk.
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Nevertheless, perioperative management in patients receiving emicizumab remains a complex and
evolving field. The unique mechanism of action of emicizumab, along with its potential interactions
with concomitant hemostatic agents, necessitates careful consideration in clinical decision-making.
Current evidence is largely based on retrospective analyses, case series, and real-world experiences,
and there remains a lack of standardized, evidence-based guidelines to inform optimal practice.

Therefore, further large-scale, prospective, and ideally multicenter studies are needed to better
define optimal perioperative management strategies, including the selection, dosing, and timing of
adjunctive hemostatic agents. Such studies will be essential to establish consensus
recommendations, enhance patient safety, and support the development of standardized protocols
for the management of surgical procedures in PwHA receiving emicizumab prophylaxis.
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S-15 CLINICAL AND MOLECULAR CHARACTERIZATION OF THREE NOVEL VARIANTS IDENTIFIED
IN THE F8 GENE IN PATIENTS DIAGNOSED WITH HEMOPHILIA A

Seda Kili¢ Erciyas’, Basak Kog Senol?, Seref Bugra Tunger', Osman Bllent Zulfikar?
TIstanbul University Institute of Oncology, Basic Oncology Cancer Genetics Division
2|stanbul University Institute of Oncology, Clinical Oncology Department

ABSTRACT

Hemophilia A (HA) is an inherited bleeding disorder with X-linked recessive inheritance, most
commonly caused by mutations in the F8 gene. This study presents three cases with a clinical
diagnosis of HA, in which we identified three previously unreported variants in the F8 gene. A total of
30 hemophilia cases were included in the study. All exons of the F8 gene and exon-intron junction
regions were analyzed using next-generation sequencing (NGS). Variant pathogenicity was evaluated
according to ACMG/AMP guidelines. Population frequencies were assessed using gnomAD, and
missense variants were analyzed using in silico tools including CADD, REVEL, AlphaMissense, SIFT,
PolyPhen-2, and MutationTaster. To confirm the variants' novelty, the EAHAD, ClinVar, and HGMD
databases were screened. Among the patients carrying the novel variants, one had inhibitor-negative
hemophilia, one had inhibitor-positive hemophilia, and one had a history of inhibitor positivity. Three
variants not previously reported in gnomAD, ClinVar, or EAHAD databases were identified: c.163A>T
p.(Lys55%*), c.1813T>G p.(Tyr605Asp), and ¢.3137C>G p.(Ser1046*). The p.(Lys55*) variant is located in
exon 2 within the A1 domain, p.(Tyr605Asp) in exon 12 within the A2 domain, and p.(Ser1046*) in exon
14 within the B domain. The absence of these variants in previously published studies and major
variant databases indicates that they are novel. These three newly identified variants expand the
mutational spectrum of the F8 gene. The complete concordance between the detected variants and
the clinical phenotype, and their classification as pathogenic, enabled accurate genetic counseling
for affected families and provided opportunities for future prenatal diagnosis. Reporting these
findings is important for enriching rare-variant databases and for increasing our understanding of the
F8 mutation spectrum.

INTRODUCTION

Hemophilia A (HA) is an X-linked recessive hereditary bleeding disorder caused by a quantitative or
functional deficiency of coagulation factor VIII (FVIII). The causative gene, F8, is located at the distal
end of the long arm of the X chromosome (Xg28)[1]. To date, 3052 unique mutations have been
reported in the EAHAD F8 Database [2]. The identification of F8 gene variants at the molecular level is
critical for predicting disease severity, estimating the risk of inhibitor development, and providing
accurate genetic counseling to families of affected patients. The current literature emphasizes that F8
gene mutations exhibit significant genetic diversity across populations; therefore, reporting new
mutation data from populations with diverse ethnic backgrounds to rare variant databases is essential
for a better understanding of the genetic basis of hemophilia [3]. The aim of this study is to present
the clinical and molecular characterization of three novel F8 gene variants, previously unreported in
the literature, identified through molecular analyses of HA patients in Turkey.
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MATERIALS AND METHODS

This study included 30 cases clinically diagnosed with Hemophilia A. For molecular evaluation of the
patients, all exons and exon-intron junctions (splice sites) of the F8 gene were analyzed using Next-
Generation Sequencing (NGS). The pathogenicity evaluation of the detected variants was performed
in accordance with the ACMG/AMP guidelines [4]. The gnomAD database was used to assess the
population frequencies of the variants[5]. The possible deleterious effects of the identified missense
variants on protein structure and function were examined using in silico prediction tools, including
CADD, REVEL, AlphaMissense, SIFT, PolyPhen-2, and MutationTaster. Finally, a comprehensive
screening was performed across the EAHAD, ClinVar, and HGMD databases to verify the variants’
novelty [6, 7].

RESULTS

Among the 30 patients, 3 novel variants have been identified: one with inhibitor-negative hemophilia,
one with inhibitor-positive hemophilia, and one with a history of inhibitor positivity. Three variants not
previously reported in gnomAD, ClinVar, or EAHAD databases were identified: c.163A>T p.(Lys55%),
¢.1813T>G p.(Tyr605Asp), and ¢.3137C>G p.(Ser1046%*). The p.(Lys55*) variant is located in exon 2
within the A1 domain, p.(Tyr605Asp) in exon 12 within the A2 domain, and p.(Ser1046*) in exon 14
within the B domain. The absence of these variants in previously published studies and major variant
databases indicates that they are novel.

* Case 1-P1: Amissense variant, c.1813T>G p.(Tyr605Asp), located in exon 12 within the A2 domain,
was detected. The patient's basal FVIII level was 0.2%, and a very high inhibitor titer (maximum
72.8 BU) was observed during clinical follow-up. This variant was predicted to be deleterious to the
protein in in silico analyses (CADD Phred: 26.6, REVEL: 0.939, AlphaMissense: 0.8806,
MutationTaster and SIFT: Deleterious, PolyPhen2: Probably Damaging), and was classified as
pathogenic according to ACMG criteria (PS1, PM1, PM2, PM5, PP3, PP4).

* Case 2 -P2: Anonsense variant c.3137C>G p.(Ser1046*), localized in exon 14 within the B domain,
was found. In this patient with an FVIII level of 0.4%, the maximum inhibitor titer was 0 BU. This
variant was evaluated as pathogenic according to ACMG criteria (PVS1, PM2, PM5, PP4).

* Case 3 - P3: In the patient carrying the nonsense variant c.163A>T p.Lys55%* detected in exon 2
within the A1 domain, the FVIII level was 0.1%. A low-responding inhibitor was detected, with a
maximum level of 5.4 BU. The corresponding variant is pathogenic according to ACMG criteria
(PVS1, PM2, PM5, PP4).
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Table 1: F8 gene novel variants (NM_000132.4)

) D
". ﬁ'

2005
FEDERATION OF HEMOPHILIA

_ c.1813T>G p.Tyr605Asp ;:21;?17(():4>6G* ¢.163A>T p.Lys55*
P1 P2 P3
PS1, PM1, PM2, PM5, PP3, P4~ PVS1,PM2, PM5, P4~ PVS1, PM2, PMS5, PP4
Pathogenic Pathogenic — Pathogenic
Phred: 26.6, Raw score:
3.859472 ) )
0.939
0.8806, Prediction: LP . .
Deleterious
Probably Damaging = -
Deleterious
Not Available Not Available Not Available
Not Available Not Available Not Available
B Mot Available Not Available Not Available
Not Available Not Available Not Available
02 0.4 0.1
72.8 0 5.4
(BU)

DISCUSSION
In this study, we successfully characterized three novel F8 mutations causing the disease in our
patients diagnosed with HA, none of which had been previously reported in any database. Our

20% to 88%, especially in nonsense, frameshift, and large deletion mutations that prematurely
terminate protein synthesis. Two of the three variants identified in our study (p.(Lys55*) and
.(Ser1046*) are nonsense mutations, and as expected, both led to a severe HA clinical phenotype.
The observation of a 5.4 BU inhibitor in the patient carrying p.(Lys55*) coincides with the high inhibitor
risk profile typical for nonsense mutations.

On the other hand, although the overall inhibitor risk for missense mutations is considered lower
<12%), the specific region where the mutation is localized (e.g., a domain) can significantly increase
immunogenicity [9]. The literature reports that missense variants in the A2 and C2 domains can
increase the risk of inhibitor development by up to 4-fold [10]. The detection of an inhibitor at a very
high titer of 72.8 BU in the patient with the p.(Tyr605Asp) missense variant located in the A2 domain in
our study strongly supports this finding. The A2 domain is crucial to the stability of the protein in the
coagulation cascade, as it is essential for the formation of the FVIlI-activated factor IX (FIXa) complex.
Itis hypothesized that conformational changes in this region may disrupt immune tolerance.

The other variant, p.(Ser1046*), was detected in Exon 14 (B domain), which is the largest exon of the
F8 gene and a region where a high frequency of mutations is reported across Chinese, Romanian, and
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CONCLUSION

In summary, the three novel variants identified in this study, characterized through both detailed
clinical evaluation and molecular genetic analysis, contribute to the expanding spectrum of known F8
gene mutations worldwide. The confirmation of their pathogenicity, supported by concordance
between genotypic findings and clinical phenotypes, enabled accurate and personalized genetic
counseling for affected families. This is particularly important for risk assessment, carrier detection,
and informed reproductive decision-making.

Furthermore, the identification and reporting of such rare and previously uncharacterized variants
provide valuable insights into the molecular heterogeneity of hemophilia A. Incorporating these
findings into international mutation databases and clinical registries will not only enrich existing
genomic resources but also facilitate more precise genotype—-phenotype correlations. In particular,
understanding the relationship between specific F8 mutations and inhibitor development risk
remains a critical area of research, with direct implications for individualized treatment strategies.
Ultimately, continued reporting of rare variants from diverse populations will enhance global mutation
mapping efforts, improve diagnostic accuracy, and support the development of tailored therapeutic
approaches, thereby advancing precision medicine in hemophilia A.

REFERENCES:

1.Shapiro, S.S., Characterization of factor VIIl antibodies. Ann N Y Acad Sci, 1975. 240: p. 350-61.
2.McVey, J.H., et al.,, The European Association for Haemophilia and Allied Disorders (EAHAD)
Coagulation Factor Variant Databases: Important resources for haemostasis clinicians and
researchers. Haemophilia, 2020. 26(2): p. 306-313.

3.Chen, J., et al., The spectrum of FVIII gene variants detected by next generation sequencing in 236
Chinese non-inversion hemophilia A pedigrees. Thromb Res, 2021. 202: p. 8-13.

4 .McCormick, E.M., et al., Specifications of the ACMG/AMP standards and guidelines for
mitochondrial DNA variant interpretation. Hum Mutat, 2020. 41(12): p. 2028-2057.

5.The Gnomad Consortium Releases First Studies of Human Genetic Variation. Am J Med Genet A,
2020. 182(9): p. 1999-2000.

6.Landrum, M.J., et al., ClinVar: public archive of relationships among sequence variation and human
phenotype. Nucleic Acids Res, 2014. 42(Database issue): p. D980-5.

7.Stenson, P.D., et al., Human Gene Mutation Database (HGMD): 2003 update. Hum Mutat, 2003.
21(6): p. 577-81.

8.Jiang, J., et al., Spectrum of Factor VIII Gene Variants in 78 Patients with Hemophilia A in Guangxi
Province, China, Including Nine Novel Variants: A Descriptive Study. Turk J Haematol, 2025. 42(4): p.
299-305.

9.Gouw, S.C., et al.,, F8 gene mutation type and inhibitor development in patients with severe
hemophilia A: systematic review and meta-analysis. Blood, 2012. 119(12): p. 2922-34.

10.0ldenburg, J. and A. Pavlova, Genetic risk factors for inhibitors to factors VIl and IX. Haemophilia,
2006. 12 Suppl 6: p. 15-22.

11.Grigore, A., et al., Mutational Profile in Romanian Patients with Hemophilia A. Int J Mol Sci, 2024.
25(15).

www.turkiyehemofilikongresi.com



» RHD )
y R & 4 D Vg
TORKIYE HEMOFILI DERNESI 4 2005
THE HEMOPHILIA SOCIETY OF TURKIYE . FEDERATION OF HEMOPHILIA

CONGRESS OF TURKIYE
APRIL15-17,2026

ANTALYA PINE BEACH BELEK HOTEL CONGRESS CENTRE, TURKIYE

P-4 FAKTOR VII EKSIKLIGI OLAN iKiZ KARDESLERDE ADENOIDEKTOMI DENEYIMi

V. Hiilya Uzel”, Murat Soker’, Giinay Kozan?,
'Dicle Universitesi Cocuk Hematolojisi Ve Onkolojisi
®Dicle Universitesi Kulak Burun Bogaz Anabilim Dali

GiRiS ve AMAC
Faktor VIl eksikligi , otozomal resesif kalitim gosterir.Nadir gorulen pihtilagma faktor eksiklikleri igcinde
en sik gorulenidir. FVII eksikliginde, faktdor dizeyinden bagimsiz olarak, klinik degisken olup
asemptomatik kanamalardan intrakranial kanama gibi hayati tehdit eden kanamalara neden
olabilmektedir.

Tedavi; klinik bulgu ve kanama hikayesine bagli olup, tedavisiz yaklasimdan, sik araliklarla
rekombinant faktér VII uygulamasina kadar degisiklik gosterebilmektedir. Ayni aile iginde farkl
kanama spektrumlariyla kargilasilabilir.Spontan kanamalarda ya da cerrahi kanamalarda
traneksamik asit ve rekombinant faktor VIl uygulanmaktadir. Bu yazida ,faktor VII eksikligi tanisi alan
ikiz kardeslerin adenoidektomi yonetimi sunulmaktadir.

Bulgu:olgu 1: 7 yas ikiz esi olan erkek hasta, pre-operatif tetkiklerinde protrombin zamani (PZ) uzun
saptanmasi nedeniyle hematolojiye danisildi. Hastanin daha 6nceden kanamali bir rahatsizlik
gecirmedigi, kanamasinin olmadigl égrenildi. Ailesinde de kanamaya egilim olusturan bir hastalik
olmadigi ,ikiz esinde bazen burun kanamasi oldugu 6grenildi.

Laboratuvar tetkiklerinde aktive protrombin zamani (aPTZ) 2 4 , 7 saniye (normal), PZ:24.2
saniye,INR:2.28 saptandi. Faktor VII dlzeyi % 6,3 ve < % 9 saptanarak kalitsal faktor VII eksikligi tanisi
konuldu.

Hastaya adenoidektomiden bir gin 6nce oral traneksamik asit baslandi. Operasyondan 1 saat dnce
rFVIla 30 pg/kg verildi. Genel anestezi altinda ameliyat olan hastada post- operatif donemde herhangi
bir komplikasyon gelismedi. Ek doz faktér gereksinimi olmayan hastada traneksamik asit postoperatif
ddénemde iki gun verildi. Sikayeti olmayan hasta ,dort gun sonra ikiz esiyle birlikte taburcu edildi.

olgu 2: 7 yas ikiz esi olan erkek hasta, pre-operatif tetkiklerinde protrombin zamani (PZ) uzun
saptanmasi nedeniyle hematolojiye danisildi. Hastanin daha 6nceden kanamali bir rahatsizlik
gecirmedigi, ara ara burun kanamasinin oldugu 6grenildi. Ailesinde de kanamaya egilim olusturan bir
hastalik olmadigl 6grenildi.Daha 6nceden cerrahi girisim dykusu olmadigi belirtildi.

Laboratuvar tetkiklerinde aktive protrombin zamani (aPTZ) 21.2 saniye (normal), PZ:27.1 INR:2.52
saniye saptandi. Faktor VIl dizeyi <%6,3 ve %12 saptanarak tani konuldu.

Hastaya adenoidektomiden bir giin 6nce oral traneksamik asit baslandi. Operasyondan 1 saat dnce
rFVila 30 pg/kg verildi. Genel anestezi altinda ameliyat olan hastada post operatif donemde
hemoglobin diisiisii oldugu icin 48 saat faktdr replasmanina devam edildi (30 pg/kg/doz, 4x). Ug giin
traneksamik asit devam edildi.Hasta dort gin sonra sonra sorunsuz bir sekilde ikiz esiyle birlikte
taburcu edildi.

Tartisma ve sonug: Pihtilasma faktort VII'nin plazma seviyeleri ile kanama belirtileri arasinda
dogrudan bir iliski bulunmamaktadir. Kanama kliniginin degiskenlik gostermesi ve kanama riskinin
faktor dizeyinden bagimsiz olmasi nedeni ile cerrahi girisim ve kanama ydnetimi ,bireysellestirilmis
planlamalarla yapilmalidir.
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P-5 AFiBRINOJENEMIiLi ADOLESANDA TRAVMA SONRASI OVER KIST RUPTURUNE BAGLI
HEMOPERITONEUM

Cansu Sert Jabarin, Veysel Gok, Gdkhan Kartal, Merve Tellioglu Sariaslan, Suayip Keskin, Nermin
Mammadova, Alper Ozcan, Ebru Yilmaz, Musa Karakiikci
Erciyes Universitesi Tip Fakiiltesi, KANKA Cocuk Hematoloji-Onkoloji ve Kemik iligi Hastanesi

AMAC

Afibrinojenemi otozomal resesif kalitilan nadir bir koagllasyon bozuklugudur ve ciddi spontan ya da
travma sonrasi kanamalarla seyredebilir. Addlesan dénemde fizyolojik over kistleri sik gérulmekle
birlikte, eslik eden koagulopati varliginda ruptlr sonrasi gelisen kanamalar hayati tehdit edici
boyutlara ulasabilmektedir. Bu olguda travma sonrasi gelisen over kist raptirine bagli masif
hemoperitoneum sunulmustur.

OoLGU

Bilinen afibrinojenemi tanili 11 yas kiz hasta, yuksekten ziplama sonrasi ani baslayan siddetli karin
agrisi nedeniyle dis merkez acil servise basvurdu. Fizik muayenede batinda yaygin hassasiyet ve
defans mevcuttu. Laboratuvar incelemesinde hemoglobin duzeyi 5,5 g/dL saptandi. Eritrosit
sUspansiyonu ile desteklenen hasta ileri degerlendirme amaciyla merkezimize sevk edildi.

Yapilan abdominal ultrasonografide perisplenik, perihepatik alan ve pelviste en derin yerde 10 cm’ye
ulagsan hemoperitoneum ile uyumlu géorinum izlendi. Peritonosentez ile 2 It hemorajik mayi drenaji
gerceklestirildi (figur 1). Radyolojik degerlendirme sonucunda kanamanin over kist rupturine bagl
oldugu tespit edildi (figir 2). Hemodinamik stabilizasyon saglanarak eritrosit suspansiyonu ve
fibrinojen replasman tedavisi uygulandi. Fibrinojen seviyesinin ilk ginlerde 150 mg/dl Uzerinde,
sonraki guinlerde 100 ve 50 mg/dl lzerinde tutulmasi hedeflendi. Yakin klinik izlem altinda konservatif
yOnetilen hastada cerrahi mudahaleye gerek duyulmadi ve klinik duzelme saglandi. Bir haftanin
sonunda gun agiri fibrinojen konsantresi uygulanmak tzere taburcu edildi.

SONUC

Afibrinojenemili hastalarda minér travmalar dahi agir intraabdominal kanamalara yol agabilir. Kim ve
ark. konjenital hipofibrinojenemide ruptlure korpus luteum kistine bagli masif hemoperitoneumu
bildirerek olguda acil endoskopik cerrahi gereksinimini raporlamistir.” Buna karsin hemodinamik
olarak stabil olgularda konservatif yaklasim da bildirilmigtir; Ramadan ve ark. yakin izlem altinda seri
hemogram takibi ve replasman ile cerrahisiz basarili yénetim sunmustur.® Bu farklilik, klinik
yonetimde temel belirleyicilerin hemodinami, Hb dusus hizi, goruntilemede aktif kanama veya
serbest sivi miktari ve eslik eden koagulasyon parametreleri oldugunu dusundurmektedir. Adolesan
donemde over kist rupturd ciddi hemoperitoneuma neden olabileceginden ani karin agrisi ile
basvuran kanama diyatezi olan hastalarda jinekolojik kaynakli kanamalar dustnulmelidir. Erken tani,
hizli replasman tedavisi ve multidisipliner yaklasim prognozu belirleyen temel unsurlardir.

Anahtar Kelimler: Afibrinojenemi, Kanama, Travma, Over Kist Riptiirt
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Figiir 2 Figiir 1
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S-2 NADIR GORULEN FAKTOR EKSiKLiGi HASTALARININ KLiNiK iZLEMi

Abdullah Karakus', Seyma Akba?
"Dicle Universitesi Tip Fakiltesi Eriskin Hematoloji
2picle Universitesi Tip Fakiiltesi -i¢ Hastaliklari

AMAC

Dicle Universitesi Tip Fakiiltesi ic Hastaliklari Hematoloji Anabilim Dali’na basvuran faktor |, 11, V, VII,
X, Xl, Xll ve Xlll eksikligi tanili hastalarin demografik 6zelliklerini, klinik bulgularini, kanama tip ve
sikliklarini, laboratuvar o6zelliklerini, uygulanan tedavi yaklasimlarini ve klinik izlem sonuclarini
retrospektif olarak degerlendirmektir.

GEREC-YONTEM

Bu calismaya, 1 Ocak 2014 — 31 Aralik 2024 tarihleri arasinda Dicle Universitesi Tip Fakultesi ¢
Hastaliklari Hematoloji Anabilim Dali’na basvuran ve nadir gorulen pihtilagsma faktoru eksikligi tanisi
alan hastalar retrospektif olarak dahil edilmigtir. Calisma kapsamina toplam 60 hasta alinmistir.

BULGULAR

Hastalarin yas ortalamasi 31,42+9,38 yil olup medyan yas 29 yil (18-53) olarak saptanmistir.Faktor
eksikligi dagilminda en sik Faktor VII eksikligi (%60) saptanmis; bunu sirasiyla Faktor V (%16,7),
Faktor X (%8,3) ve Faktor XI (%5) eksiklikleri izlemigtir.Daha nadir olarak Faktor I, 1, Xl ve Xl
eksiklikleri tespit edilmigtir.Akraba evliligi dykuslu %36,7 oraninda saptanmis; ailede faktor eksikligi
oykusu ise olgularin %30’unda bildirilmigtir. Kombine faktor eksikligi yalnizca %3,3 oraninda
izlenmistir. Anemi olgularin %30’unda saptanmis; hastalarin %25’inde en az bir kez hastaneye yatis
oykusid bulunmustur. Klinik bulgular degerlendirildiginde, mukokutan6z kanamalarin éne c¢iktigi
gorulmaustar. Dis eti kanamasi (%583,3), ekimoz (%43,3) ve epistaksis (%31,7) en sik bildirilen kanama
semptomlaridir. Hemartroz orani %11,7 ile dustk dizeyde bulunmus olup bu bulgu, nadir faktor
eksikliklerinin hemofili A ve B’den ayirt edici 6zelliklerinden biri olarak degerlendirilmistir.

SONUC

En sik saptanan faktor eksikligi faktor VII eksikligi olup, bunu faktor V ve faktor X eksiklikleri izlemistir.
Klinik olarak mukokutandéz kanamalar, epistaksis ve menoraji en yaygin kanama tipleri olarak
belirlenirken, intrakraniyal ve gastrointestinal kanamalar gibi major kanamalar sinirli sayida olguda
izlenmistir. Akraba evliligi dykisunun anlaml bir oranda bulunmasi, otozomal resesif gegis gosteren
bu hastaliklarin toplumumuzdaki epidemiyolojik dnemini desteklemektedir. Profilaktik tedavi alan
hasta sayisinin diguk olmasi, klinik pratigin buyuk olctide epizodik tedavi yaklagimina dayandigini
gostermektedir.

Anahtar Kelimeler: Nadir faktor eksiligi, Faktor VII eksikligi

Hastalarda Saptanan Faktor Eksikligi Tiplerinin ve Faktor Diizeylerinin Dagilimi

Faktor 1 2(%3,3)

Faktor2  1(%1,7)

Faktsr 5 10(%16,7)

Faktor 7 36(%60)

Faktdr 10 5(%8,3)

Faktorl1  3(%5)

Faktor 12 1(%1,7)

Faktor 13 2(%3,3)
Veriler ortalama * st sapma, medyan (minimum: maksimum) ve n% olarak verilmistir.
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S-5 GLANZMANN TROMBASTENISI HASTALARIMIZDA GENOTIP iLE KLiNiK VE LABORATUVAR
TESTLERIN KORELASYONU

Canan Albayrak’, Davut Albayrak?
"Ondokuz Mayis Universitesi Tip Fakiiltesi Cocuk Hematoloji Béliimu, Samsun
2Samsun Medicalpark Hastanesi Cocuk Hematoloji B6limi, Samsun

AMAC

Glanzmann trombastenisi tipik olarak trombosite 6zgu allbf3 integrin'in eksikligi veya yoklugundan
kaynaklanan kalitsal bir trombosit fonksiyon bozuklugudur. Burada klinig¢imizde Glanzmann
Trombastenisi tanisi alan ve genetik mutasyonu tespit edilen hastalarin genotip ile klinik ve
laboratuvar testlerinin korelasyonunun arastirilmasi planlandi.

GEREGC-YONTEM

Klinigimizde klinik ve laboratuvar testleri ile tani alan ve genetik mutasyonu gosterilen hastalarin
bilgileri elektronik kayit sisteminden elde edildi. Hastane etik kurulundan onay alindi. Veriler
istatistiksel olarak degerlendirildi.

BULGULAR

Hastanemizde 2010-2025 yillari arasinda 17 hastaya klinik ve laboratuvar, trombosit agregasyon
testleri ve akim sitometresi ile Glanzmann trombastenisi tanisi konuldu, 16 hastanin mutasyonlari
tespit edildi.

Toplam 16 hastanin 9’u (%56) erkek, 7’si (%44) kadin idi. Tani yaslar 1 ay ile 9 yas arasinda idi.
Hastalarin su andaki yaslan 5 ile 34 yag arasinda idi. Geldikleri iller Samsun, Amasya, Corum, Ordu ve
Sinop idi.

Uc hastada gastrointestinal sistem kanamasi ve bir hastada tekrarlayan intraventrikiiler kanamalar
goruldu. Epistaksis ve dis eti kanamalari en sik kanamalar olup menometroraji kadin hastalarin
hepsinde goruldu.

Sekiz hastada ITGB3 geninde mutasyon bulundu, yedi hastada c.1697G>A (p.Gly540Asp) missense
mutasyonu homozigot, bir hastada heterozigot bulundu. Bu hastalarin ikisi ayni kéylu idi. Heterozigot
bulunan  hastanin  diger heterozigot  mutasyonu c¢.155_156delGCinsTT  (p.Cys52Phe)
insersion/delesyon mutasyonu idi.

Sekiz hastada ise ITGA2B geninde bes farkli mutasyon bulundu. Ug hastada ITGA2B c.1772A>C p.
Asp591Ala missense homozigot, iki kardeste ¢.2975_2979del p. Glu992GlyFsX insersion/delesyon
homozigot, bir hastada ¢.999-2A>T homozigot, bir hastada c.1163G>A homozigot, bir hastada ise
€.240_241 del p.Glu80AspFsX insersion/delesyon homozigot mutasyonu bulundu.

Akim sitometresinde 13 hasta tip I, U¢ hasta tip Ill olarak degerlendirildi. Tip Ill olan U¢ hasta ITGA2B
geninde ¢.1772A>C p. Asp591Ala missense homozigot mutasyonu tespit edilen hastalardi.
Gastrointestinal kanama ITGB3 geninde ¢.1697G>A (p.Gly540Asp) missense mutasyonu homozigot
olan yedi hastanin d¢unde goruldu.

SONUC
Glanzmann trombastenisinde genetik mutasyonlarla akim sitometri sonuglar ve kanama fenotipi

korelasyon gostermektedir.

Anahtar Kelimeler: Glanzmann trombastenisi, genotip, akim sitometre
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S-10 COKLU KOAGULASYON FAKTORU EKSiKLiIGi VAKALARIMIZ VE AILE ILiSKISI

Davut Albayrak’, Canan Albayrak?
"Medicalpark Samsun Hastanesi, Cocuk Hematoloji Bélimu, Samsun
20ndokuz Mayis Universitesi Tip Fakiiltesi, Cocuk Hematoloji Bilim Dali, Samsun

AMAC

Ailesel ¢oklu koagulasyon faktoru eksiklikleri (FMCFD), en az iki koagulasyon faktorunun plazma
aktivitesinin es zamanli olarak azaldig| kalitimla gegen pihtilagsma sistemi bozukluklardir. Birden fazla
faktorun eksikliginin eklenici ve katlanan eklenici etkisi olma ihtimali tasirlar. Bu sebeple tek tek
faktorler orta derecede dusuk olsalar bile birlikte dustklukleri daha agir kanamalarla gelebilir. Ayrica
faktorlerden bazilarinin yerine koyma igin ticari UrlUnleri olsa bile kombine faktor ve/veya
faktor+plazma kullanma ihtiyaci yaratabilirler. Bu ¢alismada, klinigimizdeki FMCFD'li hastalarin faktor
eksikliklerinin dagilimi sunulmaktadir.

OLGU

Kanama bulgulari ile klinigimize basvuran hastalara koagllasyon tarama testleri ve faktor duzeyleri
gonderildi. Birden fazla faktor eksikligi olan hastalarda, eksik faktor duzeyleri aile Uyelerinde de
incelendi. Eksiklik, eksik faktdr seviyesinin farkli zamanlarda en az U¢ kez incelenmesiyle dogrulandi.
Faktor eksikligi icin mutasyon calismasi tum aile Uyelerinden gonderildi. Kombine faktér V ve VI
eksikligi olan vakalar ve kombine vitamin K eksikligi olan vakalar ¢alismaya dahil edilmedi. Bulgu:
Toplam 17 FMCFD tespit edildi. Fll hari¢ tum pihtilasma faktoru eksiklikleri farkli kombinasyonlarda
mevcuttu. Faktor Xl (dokuz hasta) ve VIl (sekiz hasta) eksikligi en ylksek prevalansi gosterdi. VWF
eksikligi alti hastada, FXIl eksikligi bes hastada, FX eksikligi bes hastada, FXIIl eksikligi u¢ hastada,
FVIII eksikligi iki hastada ve FV ve Fibrinojen eksikligi bir hastada bulundu. Bir hastada dort farkli faktor
eksikligi (F7, F11, F13, VWF), dort hastada Ug farkli faktor eksikligi ve 12 hastada iki farkli faktor
eksikligi gdsterildi. FVII ve FX eksikliginin bir arada goruldigu dort hasta tespit edildi.

SONUC

FMFD'ler, cok dusuk populasyon sikligina sahip kalitsal hemostaz anormallikleridir. Yetim hastaliklar
grubundandir. Farkli faktor eksikligi kombinasyonlarinin nasil bir kanama klinigi olusturacagl merak
konusudur. Siddetli kanamalarda, tum faktor eksiklikleri icin yerine koyma tedavisi uygulanmalidir.

Anahtar Kelimeler: pihtilagsma, pihtilasma faktorleri, aile
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P-2 INHIBITORU NEGATIFLESMIS AGIR TIP HEMOFiLi A HASTASINDA ESPEROCT DENEYiMi

Yasemin Isik Balci, Yusuf Ziya Aral, Ozgiir Carti
Aydin Adnan Menderes Universitesi Tip Fakiiltesi Cocuk Hematoloji

AMAC

Agir tip Hemofili A hastalarinda %20-30 inhibitér gelisme siklug vardir. inhibitér gelisen hemofili
hastalarinda hemostazin saglanmasi kolay olmamaktadir. inhibitérii kaybolmus hemofili A
hastalarinda faktérVIll tedavisine yeniden baglamanin anamnestik yaniti uyardigl ve yeniden inhibitor
gelistirdigi de bilinen bir gercektir. Burada inhibitdr titresi negatiflestikten sonra uzun yari émurli
Faktor VIlI(Esperoct) tedavisi baslanan ve izlendigi son 2 yilda inhibitor gelismeyen 19 yasindaki agir
tip HEMOFiILI A hastasi sunulmustur.

OLGU

Bes aylik iken agir tip Hemofili A tanisi(FVIII:%01) alan hasta 6 yasina dek kanadikga Faktor Vi
tedavisi almigtir. Siklikla her 2 diz ekleminde kanama ataklar olan hastaya dnce plazma sonrasinda
rekombinan kokenli FVIII Grunu ile sekonder proflaksi tedavisine baslanmisti. Proflaksi tedavisine
raBmen kanama ataklarinin devam etmesi nedeni ile tetkiklerinde inhibitor titresi 5 BU olarak
saptanmistir ve tedaviye aralikli olarak aPCC ve rekombinan FaktorVIl ile devam edilmigtir. Olgu, By-
Pass edici ajanlar ile proflaksi tedavisi altinda iken siklikla eklem igi, kas i¢i ve kafa i¢i kanama ataklari
gecirmis, 6 ay ara ile yapilan inhibitor tetkikleri pozitif gelmistir. iki yil 6nce rutin inhibitér kontroliinde
inhibitdr titresinin negatiflestigi goruldu. Hastaya, haftada 3 gin uzun yar 6murll faktérVIl(Esperoct)
proflaksi tedavisi baslandi. Son 2 yildir uzun etkili faktor proflaksi tedavisi alan hastanin aktif kanmasi
olmadi. Ug-alti ay ara ile yapilan tetkiklerinde inhibitor titresi negatif saptandi. Olgu, halen inhibitdr
titresi negatif olarak yari 8mru uzatilmig Faktor VIII(Esperoct) proflaksi tedavisi ile izlenmektedir.

SONUC

inhibitérii kaybolan hastamizda uyguladiimiz uzun etkili FaktérVIll proflaksi tedavisi(Esperoct)
hastamizda anamnestik yanit olusturmamis ve etkili proflaksi ile de kanama olusumunu
engellemistir.

Anahtar Kelimeler: Hemofili A, inhibitor, Esperoct

www.turkiyehemofilikongresi.com



» THD , 4 L

TORKIYE HEMOFILI DERNESI

2005
THE HEMOPHILIA SOCIETY OF TURKIYE FEDERATION OF HEMOPHILIA

APRIL15-17,2026

ANTALYA PINE BEACH BELEK HOTEL CONGRESS CENTRE, TURKIYE

P-6 KONTROL ALTINA ALINAMAYAN LABIAL FRENULUM KANAMASI: ALTTA YATAN TANI HAFiF
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GIRIS

Hemofili A, FaktorVIll eksikligi ile karakterize X’e bagli kalitilan bir kanama bozuklugudur. Hafif
olgularda spontan kanama nadir gérulduigunden hastalar ¢cogunlukla travma veya cerrahi sonrasi
uzamis kanama ile tani almakta ve bu nedenle tani gecikebilmektedir.

OLGU SUNUMU

iki yasinda erkek hasta agiz ici kanama sikayeti ile acil servise basvurmus ve spontan labial frenulum
kanamasi saptanmistir. Acil serviste tampon uygulanmasina ragmen kanama tekrar etmis ve
koterizasyon uygulanmistir. Buna ragmen kanamanin devam etmesi Uzerine ¢ocuk hematolojiye
yonlendirilmistir. Dis merkezde koagulasyon faktor dizeyleri gonderilmis ancak sonuglarin 7-10 gin
sonra gikacak olmasi ve aktif kanamanin sirmesi nedeniyle hastaya farkli kan Urtnleri uygulanmis ve
sonrasinda klinigimize kabul edilmigtir.

Oyki derinlestirildiginde, hastanin bir yasinda siinnet sonrasi yara yerinin uzun sire iyilesemedigi
Ogrenildi. Hastanin annesinin babasinda kanama hastaligl oldugu, kesin taninin bilinmedigi ve 50
yasinda spontan intrakraniyal kanama nedeniyle eksitus oldugu 6grenildi. Ayrica annenin halasinin
kizinin hematoloji klinigi takipli ve bu akrabada hafif FaktorVIll eksikligi bulundugu goruldi. Bu bilgiler
dogrultusunda hastada hemofili A olabilecegi dugsunulerek ampirik FaktorVIIl replasmani baslandi,
doért giin giinde 1000 U FaktérVII verildi. Tedavinin Gglincii giniinden itibaren kanamanin durdugu
gozlendi. Basvuru sirasinda gonderilmis olan koagllasyon faktor duzeylerinin sonucu daha sonra
ulasti ve FaktorVIll diuzeyinin %6 oldugu goralda.

SONUC

Hafif hemofili A olgularinda FaktorVIll dlzeyi %5-40 arasinda olup spontan mukozal kanamalar nadir
goruldugunden tani gecikebilmektedir. Sunulan olguda kanamanin baslangicta lokal bir patoloji
olarak degerlendirilmesi ve koagulasyon testlerinin sonuglanmasinin gecikmesi tani surecini
uzatmistir. Hemofili A dlgsunulerek baslanan FaktorVIll replasmani sonrasi kanamanin hizla durmasi
hedefe yonelik tedavinin 6nemini gostermektedir.

Basvuru sirasinda gonderilen FaktorVIIl duzeyi %6 olarak saptanmis ve hastaya hafif hemofili A tanisi
konulmustur. Ancak akut kanama sirasinda olgllen duzeylerin yaniltici olabileceginde stabil
ddénemde yeniden degerlendirme planlanmistir.

Sonug olarak, tekrarlayan mukozal kanamalarda 06zellikle erkek cocuklarda kalitsal koagllasyon
bozukluklari akilda tutulmali; ayrintili aile dykusu alinmasi ve tanisal testlerin hizli sonuglandirilmasi
tani gecikmesini ve gereksiz kan Grunu kullanimini 6nleyebilir.

Anahtar Kelimeler: Hemofili A, mukozal, kanama
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