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The results of Hungarian hemophilia treatment deserve
the championship title worthily.




It was a long way The cooperation of doctors,
with many patients and national
difficulties. healthcare agencies was

necessary to the success.




Characteristics of hemophilia care in
Hungary before 1990
No systemic organisation of hemeophilia care

— Patients were treated in local blood transfusion centres or internal
medical clinics

No commercial factor concentrates

— Predominantsource of FVIII/IX was domestic (whole blood,
cryoprecipitate /since 1968/, FFP, PCC)— non-virus inactivated
products

No guidelines
No registry
— Exactnumbers of patients were not known
No home care
No prophylaxis
Neo ITI
No patients’ organization



Consequences:

* No the same level of treatment in different hemophilia
treatment centers

* High rate of viral infections among patients with
hemophilia (HCV: 90%),
but low rate of HIV infection (32 patients, 19 still alive)
« Patients were ,,undertreated”
(severe pain, joint deformities, arthropathy, disabilities,
death in childhood or early adult life, no possibilities of
surgery, ITI)




Changes of hemophilia care in Hungary
after 1990
Political, economical changes

Organized hemophilia care: regional network of hemophilia
treatment centers in 1992,

Establishment of a nationwide register (on line: since 2002)
Safe factor concentrate supply

Hungarian Haemophilia Society was founded in 1990,
Education of medical staff dealing with people with hemophilia
Introduction of home treatment (Jan. 1999)

Guidelines (same treatment to all patients throughout the
country)

Possibilities:

orthopedic management, majoroperations, ITI, prophylaxis,
treatment of infectious complications (HCV,HIV), HCV-
compensation, molecular genetic program



Regional network of hemeophilia treatment centres

(2 adult, 1 children)

National Blood Service

University Clinic, Hospital




Data of the nationwide registry, 2011

Number of Severe, factor
patients: level below 1 %:

All patients with
hemophilia: 999
A: 792 286 (36 %)
B: 207 27 (13 %)
VWD: 1318 18 (1,4 %)
Other rare
coagulopathies: 348 40 (11,5 %)
Congenital 27
thrombopathy:

All: 2692



Development of factor supply

Since 1993 safe plasma-derived factor concentrates have
been applied for the treatment of patients with
hemophilia. The cryoprecipitates were withdrawn in
1993.

* 1993: first import of virus inactivated factor
concentrates into Hungary.
But: by the time 90 % of patients with severe
hemoaophilia was infected with hepatitis virus!

* 1995: the beginning of the domestic factor
concentrates’ production (under licence of Beriate P)

« 2001: first import of recombinate factor products



Plasma fractionation in Hungary:
Human Vaccine Production and Research Institute (1954),
today: Human Bioplasm Ltd.
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Plasmapheresis Centers in
Hungary:

Budapest, Péterfy S. u.
Hospital: Sept. 2005.

Debrecen: 25. Sept. 2008.

Budapest, Szent Rokus
Hospital: S. Nov. 2009.

Capacity: kg/year
* 12000 (10 machine)
* 14-15000 (12 machine)

* 15-18000 (16 machine)

Maximal capacity:
45000 kg plasma/year



The quantity of plasma taken off by Plasmapheresis Centers in

Hungary (kg)
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Window period: dangerous in terms of the virus safety of
the plasma === Inventory hold (plasma quarantine)
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Plasmas are kept in quarantine for at least 60 days.

The FFP is released for fractionation if the donor is tested a
second time at least 60 days after the donation with the currently
applicable tests for infectious diseases and these tests are again
produce a negative result.



Factor supply

The Hungarian Haemophilia Society had an important role in
the introduction of safe factor concentrates.

The Hungarian Health Ministry is responsible for factor

supply.

Factor concentrates are bought in annual centralized open

tenders

— participants: hemophilia experts, representatives of factor

companies, National Health Insurance Fund Administration
/OEP/, Hungarian Haemeophilia Society

Proportion of factor concentrates in the total pharma (drug)

budget: in 2011: 3,2 % (9,8/300 milliard Ft)

Patients have to pay neither for the factor concentrates nor the
treatment. Every patient is treated with high purity factors.



Development of factor 2011:
supply for hemophilia is a FVIII use per

successful story in capita: 7,0 IU
Hungary. (17,5-fold
increase)
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Before 1990:

FVIII use per capita:
041U



* At present in Hungary: hemophilic patients mainly
are treated with high purity plasma derived factor

concentrates.
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* The ratio of supply of recombinant products is
increasing vear by year.




FVIII supply per capita in Hungary

The ratio of supply of recombinant products is increasing year by
year: in 2009: 26,6 %, in 2010: 30%, in 2011: 36,4 %
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Factor tender in year 2011

Products: Amounts (MU): Price (Ft/U):
Humafactor-8 7.8 60
Octanate + Haemoctin SDH 23,4 76
Immunate (FVIII + VWF) 8.5 70
Recombinate 9,1 105
Kogenate FS 15 117
Advate 0,66 180
ReFacto 0,65 140
Haemate P (FVIII + VWF) 4,7 147
Humafactor-9 4,9 S5
Others: FEIBA, rFVIla 4,6
14050 mg

All FVIIL: 69,95 MU



Home treatment

* Before 1999 there were only sporadic (illegal)
experiments with home care

(the law didn’t allow the administration of iv. injections, only by
medical staff).

* After Jan. 1999: home care became a possibility
for every severe patients with hemophilia.

* It was legalized by the regulation of the Ministry
of Health in Dec. 1998.

Home treatment led
to a better quality of
life.




Many children had been learned the technic of self-
injection in summer camps for hemophiliacs
organizing by the Hungarian Haemophilia Society.







Prophylaxis
Currently, the general treatment of hemophilia in
Hungary is on-demand.

Prophylactic treatment, mainly for hemeophilic
children, was introduced in 2001.

One of the main goals of the Hungarian Haemophilia
Society is to provide prophylactic treatment for all
severe hemophiliacs.

Prophylaxis today (data of National Registry, 2008):
— All age group: 29,4 %

— <15 years: 51 %

— <10 years: 68 %

— <S5 years: 80 %



New protocol of prophylaxis to PUP children
(according to the results of the CANAL study and Auerswald G, Kurnik K, 2009)

* Avoid first FVIII treatments into a bleed

« Start FVIII replacement therapy as early as
possible in absence of danger factors (bleedings,
surgery, inflammation)

« Start with low dose FVIII prophylaxis (25 1U/kg)
once weekly as soon as venous access allows
without Port-A-Cat

* Treat bleeds early and with higher than prophylaxis
doses to avoid the need for peak treatment.

* Do not vaccinate at a FVIII treatment day

* Vaccinate s.c. (instead of im.)



Inhibitor, ITI

* Hemophilic patients with inhibitor in Hungary
(data of National Registry, 2008):
— Severe hemophilia A: 31
— Mild hemophilia A: §
— Hemophilia B: 1
* Method of ITI (L. Nemes, National Hemophilia Centre,
Budapest):
— 1x 150 IU/kg/day FVIII/VWF
— Treatment of acute bleeding:
* <5 BU inhibitor titer: high dose FVIII/FIX
« > 5 BU: FEIBA, rFVIIa



Orthopedic surgery in hemophilia

* Synovectomy (open, closed = arthroscopic)

* Elective joint replacement, arthroplasty currently
are possible in Hungary.







