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Goals and Objectives

• To give an overview of all pipeline options 

• To set up for the talks of the future days 

(on patient choices, preferences, new centre structures/care pathways)

• To offer a patient and local perspective on how to compare options 

(not how to choose between them)



Coagulopathy - Inherited Bleeding Disorders

• von Willebrand Disorders (vWD)

• Hemophilia A / B and Hemophilia Carriers

• Rare Bleeding Disorders (RBD)

– Fibrinogen (Factor I), F II, V, VII, X, XI, XIII, 

– Combined factor deficiencies

• Platelet Function Disorders (PFD)
– Glanzmann’s Thrombasthenia

– Bernard Soulier Syndrome

– Others

• Other
– Hereditary Hemorrhagic Telangiectasia

– Ehlers Danlos Syndrome



WFH Annual Global Survey – 2019. 

*: Hemophilia Treatment Center
**: Turkish data from hemophiLINE 2015

Hereditary Bleeding Disorders and Treatment Centers

Country
Population –

million
PwH + vWD + RBD Registered HTC*

USA 328,5 18.008 + 12.394 +   4.809 35.211 146

UK 67 8.397 + 11.066 + 10.258 29.721 87

Germany 83 4.523 +   4.505 +       ? 9.037+ 60

France 67 8.330 +   2.742 +    1.120 12.192 36

Turkey** 82 5.738 +   1.119 +   2.290 9.147* 15

Nederlands 17,5 1.277 +      346  +         82 1.705 11

Belgium 19 1.267 +   2.106 +       535 3.908 10

Sweden 15 972 +     286 +        ? 1.258+ 3





U n i v e r s i t y  L O G O

Hemophilia A & B RFD ve PFD vWH Population

4.860 878

n. % 5.738   (62,8) 2.290 (25) 1119 (12,2) 80.336.904

Bleding Disorders in Turkiye  (HemophiLINE 2015)



Factors which should be considered in 
Herdeitary Bleeding Disorders Care

• School attendence

• Have a job /career

• Have a family /social life

• Be active /sports

• Not feeling the burden

of the disease

• Long-term well-being

• Higher plasma level

• Bleeding frequency 

reduction (Zero Bleed)

• Joint health

• Ability to be active and 

functional

• Normal Q of L 

1.Nugent D, Kalnins W, Querol F, et al. Haemophilia 2015; 21:e26–e38.2. Krishnan S, Haemophilia. 2015;21:64–70. 



2. Prophylaxis (Arthropathy 

prevention, mental health)

3. Cure (gene 

therapy, cellular 

therapy)

3 Stages in Coagulation Disorders

1. On Demand Usage (Bleeding control, 

Mortality prevention)



Lokal kılavuzlar; tüm tedaviyi şekillendirmek yerine,        
tedavide değişen ihtiyaçları ve yeni tedavi moleküllerinin yerini      
ülke koşullarına göre değerlendirmektedirler.

Standart Guidelines – for Diagnosis, Treatment, and Follow up



Replacement Therapy

• RT has been the cornerstone of the management of  

Hereditary Bleeding Disorders
– to reduce mortality

– to reduce morbidity of chronic crippling arthropathy. 

• However, RT is associated with a risk for inhibitor development
– adversely affects bleeding prevention

– adversely affects outcomes.

• Frequent intravenous injections are burdensome and costly, 
– with poor adherence

– with restricted access

Mancuso ME et al. The changing treatment landscape in haemophilia:  Lancet 2021; 397: 630
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FVIII in Hemophilia A Treatment

Plasma derived factors
(since 1970)

• Beriate Emoclate
• Factane Factor 8Y
• Fanhdi Haemoctin SDH 
• Immunate Koate DVI 
• Octanate

Recombinant factors

– Standart half-life (since 1992) 
Kogenate FS – Refacto AF – Advate – Novoeight – Afstyla –

Nuviq - Kovaltry

– Extended half-life (since 2014)
Elocta/Eloctate – Jivi – Adynovate/Adynovi – Esperoct –

BIVV001 (?)

FVIII Mimetics - EMC
(since 2017) 

Half-life
Faktör VIII: ~12 hour. (prophylaxis: 2-3 dose/week)

Doses
On demand; 50 – 100 IU/kg. (prophylaxis; 25 – 40 IU/kg

Powell et al Blood 2012.      Coyle et al JTH 2014.      Mahlangu et al Blood 2014.      
Mannucci P. Hemophilia therapy: the future has begun. Haematologica. 2020 Mar;105(3):545-553. WFH Guidelines For The Management Of Hemophilia 



FIX in Hemophilia B Treatment

Plasma derived factor IX
• Aimafix

• Berinin 

• Betafact

• Immunine

• Octanine

• Replenine

–

• Recombinant factor IX 
– Standart  (BeneFıx)

– Extended half-life
(Alprolix – Idelvion –
Refixia/Rebinyn – Rixubis) 
(DalcA-delcinonacog alfa – phase2)

1.M. Richards, British Journal of Haematology, 149, 498–507.      2. J. Batllea. Blood Coagulation and Fibrinolysis 2008, 19:333–340.      
3. E. P. Mauser-Bunschoten Haemophilia (2001), 7, 96-98 4.WFH Guidelines For The Management Of Hemophilia 

Half-life
Factor IX:   24 hour.     256 hour (prophylaxis: 1-2/w. – 1 in every 2w) 

Doses
On demand; 60-100,     60-80 IU/kg Prophylaxis; 40 IU/kg

Factor IX  

• Anti TFPI
• Concizumab

• Marstacimab

• Anti AT
• Fitusiran

NFRP in clinical trial



Treatment for Hemophilia with Inhibitor

• Plasma derived aPCC
– FEIBA

• Recombinant factor VII 

– NovoSeven

– Aryoseven

– Sevenfact

– Marzeptocog alfa (SC, Phase 3)

1.M. Richards, British Journal of Haematology, 149, 498–507.      2. J. Batllea. Blood Coagulation and Fibrinolysis 2008, 19:333–340.      
3. E. P. Mauser-Bunschoten Haemophilia (2001), 7, 96-98 4.WFH Guidelines For The Management Of Hemophilia 

Half-life
FEIBA: 8-12 hour.  NovoSeven: 2-3 hour.    Sevenfact: 2-3 hour (prophylaxis: 1-7/w)  

Doses
FEIBA; 50 – 100 IU/kg NovoSeven; 90µg/kg Sevenfact: 75µg/kg



Treatment for vWD and Rare Factor Deficiencies

Haemate-P

Wilate

Wilfactin

Rec.vWF (Veyvondi)

Hemocomplettan Fibrinogen df

Fibrogammin FXIII df

Cofact, Kascadil FX, FVII, FII

Immuseven Factor VII 

Coagadex, Factor X P Factor X

Homoeleven Factor XI 



Products for Bleeding Disorders in TURKIYE

Plasma Derived Factors
Emoclot
Hemofil-M
Octanate

Fandhi
Haemoctin
Beriate

Octanine
Aimafix

Immunine
Berinin       (Faktör IX)

Betafact

vWF
Faktör I (Fibrinojen)
Faktör XIII
FII, FV, FVII, FX
FXI    
aPCC

Haemate-P
Hemocomplettan
Fibrogammin
Cofact
-
FEIBA

Recombinate - Advate
Kogenate-FS
Refacto AF
Novoeight
Kovaltry

BeneFıx (Factor IX)

NovoSeven
Aryoseven (rec.FVIIa)

Recombinant Factors

FVIII Mimetics

Hemlibra

(since 1993)

(since 2007)











2021: 4,7 IU/per capita

2013: 3,7 IU / kişi 306.115.000 / 76.667.886
(WFH Annual Survey, 2014)

(HemophiLINE, 2015)

Factor Consuption in Turkiye

1997: 0,2IU/per capita

12.696.072 / 63.480.362
2014: 3,4IU/per capita

259.213.050 IU
77.695.904 person

2021

392.939.515 
IU / 
83.614.362 
person
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PLAZMA REKOMBİNANT Rekombinant %

2016 2017 2018 2019 2020 2021

REKOMBİNANT 120,540,000         136,833,500        165,972,750        193,975,750        195,005,250        195,797,152        

PLAZMA 206,232,500         220,483,500        204,479,500        197,572,500        186,553,500        197,142,364        

TOTAL 326,772,500         357,317,000        370,452,250        391,548,250        381,558,750        392,939,515        

Rekombinant % 37% 38% 45% 50% 51% 50%

Plasma derived



ISTANBUL UNIVERSITY - HEMOPHILIA C C CENTER

Hemofili  A (430)

Hemofili B (84)

vWH (132)

RFD (64 ) 

Total n = 710

Multidisipliner Ekip

Hematoloji 2+2

Ortopedi 2+2

Diş Hekimi 1+2

Nükleer Tıp 1+1

Fizyoterapi 1+1

Hemşire 2

Sekreter / Veri giriş elemanı 2



FVIIIs

Hastalık n

Hemofili A 430

Hemofili B 84

vWB 132

NFE 64

Toplam 710

2013 2014 2015 2016 2017 2018 2019 2020

PLAZMA 4126500,00 4688000,00 5046000,00 6147000,00 6318000,00 3286000,00 2923000,00 4284500,00

RECOMBINAN 2713500,00 3947000,00 4911000,00 6089500,00 6018250,00 3148000,00 2720600,00 6513500,00
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Hereditary Bleeding Disorders and Consumption
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2013 2014 2015 2016 2017 2018 2019 2020

Inhibitor

FEIBA 541.000 1.181.000 1.618.000 2.103.500 1.248.500 529.000 88.500 908.500

NovoSeven 1248 2469 2269 1748 1930 1083 1522 4736



Prophylaxis - 2-3 times a week
do you do it regularly?COMPLIANCE

PwHs

Relatives

Yes – 45,3%

Yes – 71,4%



MENTAL HEALTH

SURGERY



Conclusion

• If haemophilia and other hereditary bleeding disorders (HBD) aren’t treated,
joint damage and disabilities occur due to the bleeding

• Treatments that we have for over 40 years, besides stopping bleeding, have 
complications (viral transmission, inhibitor formation)

• Replacement Therapy is cornerstone of the management of HBD.

• In the last 5 years; there has been great developments in the haemophilia 
treatment.

• However; much more care must be taken for fewer problems.



Conclusion

• Plasma-derived products are the mother of treatment. Pioneer. And indispensable.

• Difficulties in plasma collection increase the cost of these products. 

• Advances in recombinant technology are appealing to patients.

The spread of knowledge and experience enables more physicians and more centers 
to become familiar with non-replacement products.

• Products in Clinical Trial   

• Patients Needs

• Local Experience and Knowledge

It must be thoroughly synthesized 
and then reflected in real life



THANK YOU


