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 To give an overview of all pipeline options

e 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)



von Willebrand Disorders (VWD)
Hemophilia A / B and Hemophilia Carriers

Rare Bleeding Disorders (ren)
— Fibrinogen (Factor 1), F 11, V, VII, X, XI, XIlI,
— Combined factor deficiencies
Platelet Function Disorders (PFD)
— Glanzmann’s Thrombasthenia
— Bernard Soulier Syndrome
— Others

Other

— Hereditary Hemorrhagic Telangiectasia
— Ehlers Danlos Syndrome




Hereditary Bleeding Disorders and Treatment Centers

USA 328,5
UK 67
Germany 83
France 67
Turkey** 82

Nederlands 17,5
Belgium 19
Sweden 15

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

PwH + vWD + RBD

18.008 + 12.394 + 4.809
8.397 +11.066 ~ 10.258
4.523 + 4.505 + ?

8.330+ 2.7424+ 1.120
5.738 + 1.119+ 2.290
1.277+ 346 + 82
1.267 + 2.106+ 535
972+ 286+ ?

35.211 146
29.721 87
9.037* 60
12.192 36
9.147" 15
1.705 11
3.908 10
1.258* 3

WEFH Annual Global Survey — 2019.




R E PO RT ON TH E A N N UA L Since 1999, there have been 144 different countries that have reported data
to the Annual Global Survey. This infographic contains historical data from
the Annual Global Survey. That is, if a country reported data one year and not
G LO BAL S U RVEY 2020 the next, the older data were used under the assumption that the number of
patients did not change substantially from one year to the next. This section

S U M MARY D E M OG RA P H ICS \év:tsi:r:itdizz:gﬁig:tsigit;[(a);;ﬁ)rl.e complete representation of the current state of

TABLE 2. Demographics

2020 Total
Number of countries in this survey 120
World population covered by countries in this survey report 5,728,473,350
Total number of people with bleeding disorders 347,026
Number of people with Hemophilia 209,614
Number of people with hemophilia A 165,379
Number of people with hemophilia B 33,076 i, Hemophllla AorB :
| | & Type Unknown S,
Number of people with hemophilia t k type not reported 11,159 \ Willisvrand
umber of people with hemophilia type unknown or type not reporte: . \ 3 - isease
| N 241,535 [ 4775,
Number of people with VWD 84,197 A y
Number of people with Other Bleeding Disorders 53,215 \ V 4 her

bleeding
disorders

\ 64,394




Bleding Disorders in Turkiye (HemophiLINE 2015)

- o - "

4.860

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

AT ATWORRKTA SOCITTY OF THRATY
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* Long-term well-being * School attendence

* Higher plasma level  Have a job /career

 Bleeding frequency * Have a family /social life
reduction (Zero Bleed) * Be active /sports

* Joint health * Not feeling the burden

* Ability to be active and of the disease
functional

* NormalQoflL

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



3. Cure (gene
therapy, cellular
therapy)

2. Prophylaxis (Arthropathy
prevention, mental health)

1. On Demand Usage (Bleeding control,
Mortality prevention)
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Standart Guidelines — for Diagnosis, Treatment,
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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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—— Plasma derived Factors \
' Inhibitor therapy \

— Recombinant Faktor VIII —
— Recombinant Faktor IX —

—EHL Products —

1960-
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Plasma derived factors
(since 1970)

e Beriate Emoclate
* Factane Factor 8Y
 Fanhdi Haemoctin SDH
* Immunate Koate DVI

e (Qctanate

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

Doses
On demand; 50 — 100 IU/kg. (prophylaxis; 25 — 40 1U/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.

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)

WFH Guidelines For The Management Of Hemophilia



Factor IX

NFRP in clinical trial

Plasma derived factor IX | Recombinant factor IX

e Aimafix — Standart (BeneFix)
e Berinin — Extended half-life
. (Alprolix — Idelvion —

Betafact Refixia/Rebinyn — Rixubis)
* Immunine (DalcA-delcinonacog alfa — phase2)
* QOctanine
* Replenine

* Anti TFPI

e Concizumab

e Marstacimab

* Anti AT

*  Fitusiran

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

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




e Plasma derived aPCC e Recombinant factor VII
— FEIBA — NovoSeven

— Aryoseven
— Sevenfact

— Marzeptocog alfa (sc, Phase 3)

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; 90ug/kg Sevenfact: 75ug/kg

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




Haemate-P
Wilate
Wilfactin

Rec.vWF (Veyvondi)

Hemocomplettan
Fibrogammin

Cofact, Kascadil
Immuseven
Coagadex, Factor X P

Homoeleven

Fibrinogen df
FXIII df

FX, FVII, FlI
Factor VII
Factor X

Factor Xl




Emoclot Fandhi
Hemofil-M Haemoctin
Octanate Beriate
(since 1993)

Octanine Immunine
Aimafix Berinin (Faktor IX)

Betafact
vWF Haemate-P

Faktor | (Fibrinojen)
Faktor Xl

FIl, FV, FVII, FX

FXI

aPCC

Hemocomplettan
Fibrogammin
Cofact

FEIBA

Recombinate - Advate
Kogenate-FS
Refacto AF
Novoeight
Kovaltry

(since 2007)

BeneFix (Factor IX)

NovoSeven
Aryoseven ( )

Hemlibra




Treatment of Hemophilia — More Amazing Progress

Pier M. Mannucci, M.D.

With a prevalence of 17.1 cases per 100,000
males, hemophilia A is the most frequent inher-
ited disorder of blood coagulation.® After the
adoption of prophylactic replacement therapy
with factor VIII administered intravenously 3 or
4 times per week, patients’ life expectancy has
become very close to that of unaffected males.!
Moreover, the occurrence of spontaneous bleed-
ing and the development of musculoskeletal
damage have been minimized. In addition, in
the past decade, further impressive advances
have occurred.>® The arrival of factor VIII prod-

N ENGL ) MED 383;11 NEJM.ORG SEPTEMBER 10, 2020

The New England Journal of Medicine

ucts with an extended plasma half-life has meant
that intravenous injections that are needed to
minimize bleeding can be administered twice
weekly.* The monoclonal antibody emicizumab,
which mimics factor VIIT coagulant activity, is
efficacious at preventing bleeding when admin-
istered subcutaneously at weekly intervals or even
every 2 weeks.>® Promising results from phase
1-2 studies of gene transfer with adeno-associ-
ated viral vectors’ involving adults with severe
hemophilia A paved the way to phase 3 studies
in an advanced phase of development.®

From Bloodworks Northwest and the Uni-
versity of Washington, Seattle (B.AK);
Indiana Hemophilia and Thrombosis
Center, Indiznapolis {A.D.5.); the Ortho-
paedic Hemophilia Treatment Center,
Los Angeles (DNV.Q.); the University of
lowa, lowa City (J.M.S.); Michigan State
University, East Lansing (R.K.}; the De-
partment of Medicine, University of
Pittsburgh, and the Hemophilia Center
of Western Pennsylvania, Pittsburgh
(MV.R); and Sanofi (ES.C,, S.P, S.K,
C.C.B.) and Bioverativ (K.R., D.R., J.F) —
both in Waltham, MA. Address reprint re-
quests to Dr. Konkle at Bloodworks North-
west, 921 Terry Ave., Seattle, WA 98104,
or at barbarak@bloodworksnw.org.

This article was updated on March 11,
2021, at NEJM.org.

N Engl ] Med 2020;383:1018-27.
DOI: 10.1056/ NEJM0a2002699
Copyright © 2020 Massachusetts Medical Society.
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ORIGINAL ARTICLE

BIVV0OO1 Fusion Protein as Factor VIII
Replacement Therapy for Hemophilia A

Barbara A. Konkle, M.D., Amy D. Shapiro, M.D., Doris V. Quon, M.D., Ph.D.,
Janice M. Staber, M.D., Roshni Kulkarni, M.D., Margaret V. Ragni, M.D., M.P.H.,
Ekta S. Chhabra, Ph.D., Stacey Poloskey, M.D., Kara Rice, M.S.,

Suresh Katragadda, Ph.D., Dan Rudin, M.D., Joachim Fruebis, Ph.D.,
and Craig C. Benson, M.D.

ABSTRACT

BACKGROUND

Factor VIII replacement products have improved the care of patients with hemo-
philia A, but the short half-life of these products affects the patients’ quality of
life. The half-life of recombinant factor VIII ranges from 15 to 19 hours because
of the von Willebrand factor chaperone effect. BIVV001 (rFVIII[Fc-VWE-XTEN) is a
novel fusion protein designed to overcome this half-life ceiling and maintain high
sustained factor VIII activity levels. Data are lacking on the safety and pharmaco-
kinetics of single-dose BIVV001.

METHODS

In this phase 1-2a open-label trial, we consecutively assigned 16 previously treated
men (18 to 65 years of age) with severe hemophilia A (factor VIII activity, <1%) to
receive a single intravenous injection of recombinant factor VIII at a dose of 25 [U
per kilogram of body weight (lower-dose group) or 65 IU per kilogram (higher-
dose group). This injection was followed by a washout period of at least 3 days.
The patients then received a single intravenous injection of BIVV0O01 at the same
corresponding dose of either 25 IU or 65 IU per kilogram. Adverse events and
pharmacokinetic measurements were assessed.

RESULTS

No inhibitors to factor VIII were detected and no hypersensitivity or anaphylaxis
events were reported up to 28 days after the injection of single-dose BIVV001. The
geometric mean halflife of BIVV0O01 was three to four times as long as that of re-
combinant factor VIII (37.6 hours vs. 9.1 hours in the lower-dose group and 42.5 vs.
13.2 hours in the higher-dose group); the area under the curve (AUC) for product
exposure was six to seven times as great in the two dose groups (4470 hours vs.
638 hours x IU per deciliter in the lower-dose group and 12,800 hours vs. 1960 hours
% IU per deciliter in the higher-dose group). After the injection of BIVV0O1 in the
higher-dose group, the mean factor VIII level was in the normal range (251%) for
4 days and 17% at day 7, which suggested the possibility of a weekly interval be-
tween treatiments.

COMNCLUSIONS

In a small, early-phase study involving men with severe hemophilia A, a single
intravenous injection of BIVV0OO1 resulted in high sustained factor VIII activity
levels, with a halflife that was up to four times the halflife associated with recom-
binant factor VIII, an increase that could signal a new class of factor VIII replace-
ment therapy with a weekly treatment interval. No safety concerns were reported
during the 28-day period after administration. (Funded by Sanofi and Sobi; Clinical-
Trials.gov number, NCT03205163.)

N ENGL) MED 383;11 NEJM.ORG SEPTEMBER 10, 2020




KEY NUMBERS FROM THE
REPORT ON THE ANNUAL
GLOBAL SURVEY 2020

For all tables and graphs from this point onwards, the analyses were done
using only data from countries that responded in 2020.

1 2 0 NUMBER OF COUNTRIES
in this survey

RESPONSE R}.\TE 8 2%

from WFH National
Member Organizations (1 20/1 47)

209,614 People with hemophilia

165,379 Hemophilia A
3 4 7 0 2 6 33,076 Hemophilia B
I 11,159 Hemophilia type unknown

NUMBER OF 84,197 von Willebrand disease
IDENTIFIED PATIENTS 53,215 Other bleeding disorders

FACTOR VIII USAGE PER CAPITA
0 945 I (0.106-4.469) Median (IQR)
105 countries

FACTOR IX USAGE PER CAPITA

0 1 3 I (0.015-0.662) Median (IQR)
98 countries

FACTOR USAGE SUMMARY

TABLE 3. Factor VIl usage 2020

NUMBER OF
FACTOR USAGE COUNTRIES REPORTING
Mean (SD) global per capita factor VIIl usage 2.5511U (3.108) 105
Median global per capita factor VIl usage 0.945 105
Interquartile range (IQR) global per capita 4.363 1U (0.106 to 4.469) 105
factor VIIl usage
Total consumption of factor VIl concentrates 11,116,204,164 IU 105
TABLE 4. Factor IX usage 2020
NUMBER OF
FACTOR USAGE COUNTRIES REPORTING
Mean (SD) global per capita factor IX usage 0.485 1U (0.872) 98
Median global per capita factor IX usage 0.131U 98
Interquartile range (IQR) global per capita 0.647 IU (0.015 to 0.662) 98
factor IX usage
Total consumption of factor VIl concentrates 2,202,597,368 U 98

The average per capita and total consumption figures reported this year cannot be directly compared to the figures from
other survey years as the group of countries reporting factor usage changes from year to year. To illustrate, if a large
country using large amounts of factor or a large country using very little factor, reports one year and not the next, then
this will have a significant effect on the mean and median from year to year. The standard deviation (SD) describes the
amount of variation of dispersion from the mean. The interquartile range (IQR) describes the middle 50% of reported

numbers and is less likely to be distorted by outliers (extreme values).




FIGURE G4a. Mean per capita factor VIl use in 2020 - regional and
GNI comparisons of IU/total population: Europe

GNI
Czech Republic
Estonia

Finland /’//7//////%///’/,1//4 7689

France
Germany
Greece
Hungary 12965

A Ireland
Italy

Latvia

Lithuania

Peland

Pertugal

Slovak Republic

Sweden //////////////’/////Z/, 9698
United Kingdom ,///2 7.267

_ Albania
Armenia

Belarus

Georgia

B PVl standard half life
7% PVl extended half life

Montenagro

Remania

Russia W FVIIl humanitarian aid standard half life

Serbia %% PVl humanitarian aid extended half life

i
Tajikistan

C Ukraine*

Economic category based on The World Bank Group 2020 rankings for “Gross national income (GNI) per capita, Atlas
method (current US$)". GNI in US dollars: D low income, $0-51,045; C lower middle income, $1,046-84,095; B upper

middle income, $4,0956-$12,695; and A high income, $12,695 or more.
PLEASE NOTE: The x-axis showing the number of IU/capita is different in each graph of Figure G. The orange line

indicates 1 international unit (IU) per capita of factor VIIl. The WFH has established that one IU of FVIIl clotting factor

concentrate per capita should be the target minimum for countries wishing to achieve survival for the hemaphilia
population. Higher levels would be required to preserve joint function or achieve a quality of life equivalent to an
individual without hemophilia. The European Department for the Quality of Medicines and Healthcare (EDQM)

recommends the minimum consumption of factor Vill and IX concentrate in any country should be 4 IU and 0.5 IU per
capita of general population respectively. Please note the orange line does not apply to factor IX. Only countries that

provided product use data in the 2020 questionnaire are included in Figure G graphs. It may be that countries used

extended half-life products but did not report the amount. These will be shown as part of the standard half-life products.

* Data updated after publication. These updates are not reflected in any other calculations or summary tables in this
report.

FIGURE G4b. Mean per capita factor IX use in 2020 - regional and GNI
comparisons of IU/total population: Europe

GNI
[ Czech Republic m 0.682
Estonia - 0544
Finland ”// 1.523
France Z m 1163
Germany - 0792
Greece % 0,435
Hungary _ 1.036
A .
Ireland WW 1,887
Latvia - 0.377
Poland _ 1479
Partugal m 0.881
Slavak Republic m 0LET9
Uniited Kingdarm w/% 1076 B FiX standard half life

M Albania . 0.z1e % FIX extended half life
Armenia [ 130 W FIX humanitarian aid standard half life
. R i
Georgia - - %% FIX humanitarian aid extended half life

B Meontenegro - 0442
Ramania - 0.388
Russia _ 0.948
[ Serbia - 0.536
Ukraine* - 0.481

Uzbekistan I 0.087

[} 1 2 3 4 3 & 7

Economic category based on The World Bank Group 2020 rankings for “Gross national income (GNI) per capita, Atlas
method (current US$)". GNI in US dollars: D low income, $0-%1,045; C lower middle income, $1,046-$4,095; B upper
middle income, $4,0946-$12,695; and A high income, $12,695 or more.

PLEASE NOTE: The x-axis showing the number of |U/capita is different in each graph of Figure G. Only countries that
provided product use data in the 2020 questionnaire are included in Figure G graphs. It may be that countries used
extended half-life products but did not report the amount. These will be shown as part of the standard half-life products.
The Eurcpean Department for the Quality of Medicines and Healthcare (EDQM) recommends the minimum consumption
of factor Vil and IX concentrate in any country should be 4 U and 0.5 IU per capita of general population respectively.

* Data updated after publication. These updates are not reflected in any other calculations or summary tables in this
report.



FIGURE D. Global distribution of factor VIl use

Population by region FVIII total IU by region

South East Asia 4%  Africa 1%
Eastern Mediterranean 5%
Western Pacific 11% &

Americas 17%

South East Asia 34%
Americas 38%

Europe 14%
Western Pacific 8%

Africa 15% Eastern Mediterranean 12% Europe 40%

Population by gross national income Total FVIII IU by gross national income

Low 7%

High 20% Low 0.3%
Lower Middle 1

High 62%
Upper Middle 17%

Ui Middle 26%
Lower Middle 56% pper Middle

Economic category based on The World Bank Group 2020 rankings for “Gross national income (GNI) per capita, Atlas
method (current US$)”. GNI in US dollars: D low income, $0-$1,045; C lower middle income, $1,046-$4,095; B upper
middle income, $4,096-$12,695; and A high income, $12,695 or more.

FIGURE E. Mean and median global factor VIII per capita 2020

(Data from 101 countries.)

8
7 <
M Mean per capita
6
£ s Il Median per capita
T
3
El 4
& 3
2
1 0.6285
0 | KIS o aou

High Upper Middle Lower Middle Low
WORLD BANK ECONOMIC RANKING

Economic category based on The World Bank Group 2020 rankings for “Gross national income (GNI) per capita, Atlas
method (current US$)”. GNI in US dollars: D low income, $0-$1,045; C lower middle income, $1,046-$4,095; B upper
middle income, $4,096-$12,695; and A high income, $12,695 or more.

FIGURE F. Mean and median global factor FVIIl per patient 2020

(Data from 101 countries.)

120,000
113949

100,000 %0277 W Mean per patient
g 20000 B Median per patient
g
&
3 60,000
H as.462
i 40,244

40,000

18,866
0 ;|

High Upper Middle Lower Middle Low

'WORLD BANK ECONOMIC RANKING

Economic category based on The World Bank Group 2020 rankings for “Gross national income (GNI) per capita, Atlas
method (current US$)". GNI in US dollars: D low income, $0-$1,045; C lower middle income, $1,046-$4,095; B upper
middle income, $4,096-$12,695; and A high income, $12,695 or more.

Numbers in Figure F are calculated based on reported factor Vil use and the number of identified hemophilia A patients.
We do not have data on individual treatment. WFH humanitarian aid donations are included.
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1997: 0,21U/per capita

2021: 4,7 |U/per capita

392.939.515

U/
83.614.362
person

2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021

(HemophilINE, 2015)

2014: 3,41U/per capita

259.213.050 1U
77.695.904 person




450.000.000

400.000.000

350.000.000
300.000.000
250.000.000
200.000.000

37%

Factor Consuption in Turkiye

60%

0,

" 50%
50% 50%
45%
40%
38%

30%
20%
10%

- 0%

150.000.000
100.000.000
50.000.000
2016 2017 2018 2019 2020 2021

B PLAZMA  ® REKOMBINANT Rekombinant %

2016 2017 2018 2019 2020 2021
REKOMBINANT 120,540,000 136,833,500 165,972,750 193,975,750 195,005,250 195,797,152
P|asma derived 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%
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Sekreter / Veri girig elemani 2
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COMPLIANCE

Prophylaxis - 2-3 times a week ;i

do you do it regularly?

Original Article

Persons With Hemophilia of Generation
Y and Their Relatives Attitudes
and Expectations From Treatment

Bulent Zulfikar, MD'2®, Basak Koc, MD'®,
Irmak Gumustas, MD?, and Haluk Zulfikar, MA, MSc, Phd?

Clinical and Applied
Thrombosis/Hemostasis

Volume 27: 1-6

© The Author(s) 2021

Article reuse guidelines:
sagepub.com/journals-permissions
DOI: 10.1177/1076029621 1000131
journals.sagepub.com/home/cat

®SAGE

MLl 64

Tablo 24: Hashmn Teda\rlsme Uyumu Artlran Etkenler icin lligki Analm Sonu;lan

. H:emofilik. . E’:gﬁ:::‘m Ki Kare. Ies’h .
Say Yizde Say Yizde | p:
Damar yolunun daha kolay - 2 3.3 0 182 ,
_ . bulunmasimi ve aciyl hafifletecek oo
yontemlerin bulunmasi : :
i : ilaca erigim kolayllgmln olma5| 16 26,7 ! 77 .
Ne olsayd: tedaviye el tedavi egi ve hemofili : ; : -
S at QSIS 7 B3 X 62w s
Daha etkili yeni ilaclarn =~ - g 150 2 38
geligtirilmesi - : : :
Dlger : : 16 267 12 231

: p~=0 05: ||I5|lil Var -

Arﬁstlrma smuglarlna gi:')re hemofilik hastalar ile hasta yakinlarinin, hastanin tedavisine

--Lyurmnunu- artiracak- faktorlere - iliskin: goriisleri arasinda istatistiksel olarak dnemli farklilk - - - -
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SURGERY

Long-term outcomes in haemophilic synovitis after

radiosynovectomy using rhenium-186: a single-centre

An examination of the symptoms of anxiety and parental attitude in

cxperience
children with hemophilia
Osman ABALI', Osman Bulent ZULFIKAR™, Sevcan KARAKOC DEMIRKAYA',
Hamza AYAYD[N Fuat KIRCELL] , Mehtap DUMAN"
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Background/aim: Hemophilia is an inherited disease with serious repercussions. Psyc
and adolescents with hemophilia. The aim of this study was to assess symptoms of ai
attitude towards children with hemophilia.

ORIGINAL ARTICLE Musciloskeletal
Materials and methods: 42 boys were assessed according to child and adolescent psy
were obtained by the State-Trait Anxiety Scale, the Self-Report for Childhood Anxie
Attitude Research Instrument (PARI).

Benefits of radial head excision in patients with
haemophilia: mid-term functional results

Results: The mean age was 11.6 + 2.5 (range; 7-16). State anxiety scores (44.02 + 6.9) 1
The most interesting results were high scores related to overprotective mothering (47
(39.4 +9.1). The total SCARED scores obtained were (23.25 + 11.3). .
A.C. ATALAR,* B. KOC,t F. BIRISIK,* A. ERSEN* and B. ZULFIKAR ¥

*Department Of Orthopaedics and Traumatology, Istanbul Medical Faculty, Istanbul University, Fatib; and tDepartment Of
Pediatric Haemotology and Oncology, Cerrabpasa Medical Faculty and Oncology Institute, Istanbul University, Cerrabpasa,
Istanbul, Turkey

Conclusion: Assuring a high quality of life is important for children and adolescents
affected by psychiatric symptoms (e.g. anxiety symptoms, depression, intra-familial
This study suggests that high anxiety scores and problems related to parental attituc
hemophilia. These problems caused by parental attitude and anxiety symptoms should

Key words: hemophilia, child, psychiatry, family, psychology

Introduction: Recurrent haemarthrosis in haemophilic patients result with arthropathy of the radiocapitellar
joint and blockage of the forearm rotation. Aim: The aim of this study is to evaluate the mid-term results of
radial head excision with partial synovectomy in severe haemophilic patients retrospectively. Methods:
Persistent pain and decreased forearm rotation were the main indications for radial head excision. Between
2002 and 2013, radial head excisions were performed for 14 elbows of 14 patients. Eleven patients were
haemophilia A, whereas two patients were haemophilia B patients and the remaining one had von Willebrand
(Type 3) disease. The mean age of the patients was 29 at the time of the surgery. The mean follow-up was 51
(12-155) months. VAS (visual analogue score) for pain, forearm rotation, qDASH and MEPS (Mayo Elbow
Performance Score) were used as the primary outcome parameters. Results: The mean VAS decreased
significantly from 6.5 preoperatively to 2.2 at the final follow-up (P = 0.0003). The mean forearm rotation
increased from 40° to 115° respectively (P = 0.0007). In two patients, efficacious rotation increase was not
achieved due to distal radioulnar joint problems. The mean gDASH score and MEPS were 18.1 and 87.5 at the
latest follow-up, respectively, where four patients had excellent and 10 patients had good results. Conclusions:
Radial head excision is a safe and effective procedure for haemophiliac patients with radiocapitellar arthropathy
and decreased forearm rotation. Distal radioulnar joint should be evaluated preoperatively which may impair
the results.

Keywords: elbow arthropathy, haemophilia, radial head excision

B. ZULFIKAR,* C. TURKMEN,} O. KILICOGLU,{ F.
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the TTP and the following variables: age, type and
severity of haemophilia, the presence or absence of
inhibitor, the radiological score, range of motion
(ROM) status of joints and the pretreatment bleeding
frequency. In this study, 18-20% of the treated
joints had improved ROM and 82-79% of the
treated joints had unchanged ROM after treatment
both the ankle and elbow joints respectively. In this
report including TTP analysis in the largest series
with long-term follow-up, we demonstrated long-
term effectiveness of Re-186 radiosynovectomy in
haemophilic synovitis. In our experience, the main
predictor of outcome following radiosynovectomy is
the number of joint bleeding within 6 months after
therapy.

Keywords: ankle, elbow, haemophilic synovitis, radio-
synovectomy, Re-186, shoulder




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.



* Products in Clinical Trial
e Patients Needs P
* Local Experience and Knowledge

It must be thoroughly synthesized
and then reflected in real life

* Plasma-derived products are the mother of treatment. Pioneer. And indispensable.
e Difficulties in plasma collection increase the cost of these products.

* Advances in recombinant technology are agpealing to patients.

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