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Sample size, valid records

Records excluded from further analyses:
N=2083

- deceased persons
- persons lost from evidence

Persons reglsjcered n e - persons transferred to other centre, which
HemIS/CNHP in whole Validation does not participate in CNHP

history until 31.12.2021 - “Entry form“ not filled
- women - carriers of haemophilia
N=1658

- persons with changed diagnosis

All valid persons

|
N=818 | N=178

Hereditary (J!ef|C|ency of Von Willebrand disease Acquired haemophilia A
other clotting factors

N=708 §-======"="=- 3 N=110

Haemophilia A | | Haemophilia B
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N=818

Haemophilia

Persons with N=708 §===="=""""" y N=110
oge Haemophilia A | | Haemophilia B
haemophilia (PWH) |
i N=238 | N=37
Ir-) Children I--> Children
i N=470 | N=73
L-» Adults | LS Adults
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Centres participating in CNHP

Valid persons Valid persons
Paediatric centres N % Adult centres N %
Prague — Dpt. of Pediatric Haematology 100 122 Brno — Dpt. Of Clin Hematol, UH Brno 169  20.7
and Oncology, CUH Motol
Brno — Dpt. of Pediatric Haematology, CUH Brno 63 7.7 Ostrava — Blood centre, UH Ostrava 76 9.3
Hradec Krélové — Dot. of Pediatric Medicine. UH HK 32 3.9 Hradec Kralové — V. Internal and 79 38
radec Kralové — Dpt. of Pediatric Medicine, . Hematology Dpt., UH HK .
Ostrava — Dpt. of Pediatric Medicine, UH Ostrava 24 2.9 Olomouc — Haemato-Oncology Dpt., UH 60 23
Olomouc — Dpt. of Pediatric Medicine, UH Olomouc 20 2.4 Olomouc '
Usti n.L. — Pediatric Dpt. — Haematology, Masaryk Pilsen — Dpt. of Blgchemlstry and 50 6.1
Hospital 17 2.1 Hematology, UH Pilsen
Ceské Budejovice — Pediatric Dpt., Hospital CB 17 2.1 t:E::eez ~ Dpt. Of Clin Hematol, Hospital 42 5.1
Hospital '
Ceské Budéjovice — Dpt. Of Clin Hematol,
- 27 3.3
Hospital CB
Pilsen - Hemacentrum 8 1.0
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Basic demographics

Actual age* (years)

All
N=818

Type of haemophilia

N 818 Haemophilia A (N=708)
Mean 33.5 I Haemophilia B (N=110)
Median (min - max) 31(0-96)
- |
250 Children 1 Adults
N=275 | N=543
200 4 :
1 16
2 o i 14.9
g 12.8 12.1
(o
o« 9.5 \
S 100 - 8.2 8.8 \
5.0 - |
0.0 T lll T T T T T _L_\
L O ®° e % B % g . . .
% v oW o mow s Eleven children with haemophilia
|

age (years)

*age reached in year 2021

MUNI

were born in 2021.
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All B

Persons with haemophilia N=818
and inhibitors in 2021

Active inhibitors were recorded in 19 persons in the end of year 2021
* 2 inhibitors in children with severe HA and 1 inhibitor in adult with mild HA newly developed in 2021

PWH with inhibitors:
e 11 children and 8 adults
* 18 haemophilia A and 1 haemophilia B
* 15insevere, 2 in moderate and 2 in mild haemophilia
* 15 high-titre and 4 low-titre (<5BU)
* 9 high response and 8 low response inhibitors; this information not available in 2 PWH with inhibitors

* 15 patients were treated with emicizumab

* 9 patients were treated only with emi, 5 patients with emi and rFVlla, and 1 patient with emi and rFVIIl during
the year

* 1 patients was treated only with rFVlla

* 2 patients were without any , by-pass” therapy or emi therapy and 1 patient was without any recorded
treatment at all

ITT:
. One patient has already been on-going ITT in 2021 (started earlier).
. One patient started ITT in 2021.
. One patient finished ITT unsuccessfully during 2020.
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ABR and treatment regimens in
patients with inhibitor

-
A

Year of . Emi By-pass . .
. Severity ITT . . Titre Responder ABR Joint / other|
birth prophylaxis|prophylaxis

1 H 2020 2 0/2
2 HA 2019 & O (@] O O O 0 o0/0
3 HA 2018 & O O O (@] (@] 0 o0/0
4 HA 2018 & O O O (@] O 0 o0/0
5 HA 2017 @& O O (@] O (@] 0 o0/0
6 HA 2016 & O (@] [ ] [ ] NA ] 1 0/1
7 HA 2016 & O O O O (@] 0 o0/0
8 HA 2015 & O O O (@] (@] 0 o0/0
9 HA 2011 @ O O O (@] (@] 0 o0/0
10 HA 2004 & @] O O O O 0 o0/0
11 HA 1977 & O (@] [ ] [ ] 2 | 1 1/0
12 HA 1975 & O O O O O 0 0/0
13 HA 1971 & O O O (@] (@] 0 o0/0
14 HA 1971 @ (@] O O O o I 2 2/0
15 HA 1956 & @] O O O O 0 o0/0
16 HA 1949 & O O O O NA 0 o0/0
17 HA 1941 O (@] (@] (@] (@] o | 1 1/0
18 HA 1941 @ O O O (@] (@] 0 o0/0
19 HB 2007 @ (@] (@] O O O [ 17 12/5

N=19

Severity
() Mild
O Moderate
. Severe
ITT
. Yes
0 nNo/Na

By-pass/emi prophylaxis
. Permanent
D Temporary

B oo
Titre
@ High (>5BU/ml)
D Low
Responder
B R
0 R
new in 2021

NA - not available
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N=19

ABR according to treatment
regimen in PWH with inhibitor

_ Emi/by-pass ABR (median, |Joint/ other bleeds
Diagnosis
prophylaxis (mean) min-max) (median)

Haemophilia A Yes Emi permanent 0.00 0 (0-0) 0/0
oD 1 1.00 1(1-1) 1/0

No Emi permanent 14 0.29 0 (0-2) 0/0

oD 2 1.00 1(0-2) 2/0

Haemophilia B No BPA permanent 1 17.00 17 (17-17) 12 /5
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Demographic characteristics
Haemophilia A




Haem A

Severity of haemophilia A N=706*
Children (N=238) Adults (N=468*)

Mild (N=116) Mild (N=262)
: Moderate (N=27) : Moderate (N=38)

- Severe (N=168)

- Severe (N=95)

56.0%

* Severity of haemophilia not known in 2 adults
with haemophilia A.
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Age at diagnosis according to
severity of haemophilia A

Haem A
N=7061

1 severity of haemophilia not
known in 2 adults

Children (N=2302) Adults (N=3793)
9 - 60 -
8§ e v
(4] 50 -
7 - S -
median n
6 - O 2 40 -
[y
5 - 10t —90th &b
percentile % 30 -
4 - - =
3 - & 20 -
2+ 0
. 10 - I
0 o T r O T T E T - 1
Mild Moderate Severe Inhibitor Mild Moderate Severe Inhibitor
Mild* Moderate* Age at diagnosis (years) Mild* Moderate*
114 26 90 10 N valid 222 31 126 7
2.9 1.5 0.6 0.8 Mean 19.6 7.1 2.3 3.7
2(0-11) 0(0-10) 0(0-7) 0(0-4) Median (min — max) 13(0-68) 4(0-32) 1(0-38)  1(0-12)

2 Missing information on year of diagnosis in 8 children.

3 Missing information on year of diagnosis in 89 adults.

b

Institute
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*in 2021




Haem A

Actual age according to severity of N=706"

1 severity of haemophilia not

haemophilia A known in 2 adults

Children (N=238) Adults (N=468)
18 - 90 -
__ 16 ~ - - - 80 -
0 0
c 14 - c 70 - -
f>; T [0 median % T
Q 12 N ) 60 -
0 t] 00
w0 0 T Zso-
g percentile 5 t]
£ 8- € a0 - 0
3 ] 3
6 - 30 -~
(]
4 - 20 - -
(]
2 - 10 -
(] (]
0 T T T 1 O T T T 1
Mild Moderate Severe Inhibitor Mild Moderate Severe Inhibitor
Mild* Moderate* Current age™ (years) Mild* Moderate*
116 27 95 10 N valid 262 38 168 7
9.8 10.1 7.9 5.6 Mean 46.4 42.5 44.2 59.3

10(0-18) 11(0-18) 7(0-18) 4.5(1—17)  Median(min—max) 44 (19-91) 36.5(20-80) 42(19-82) 50 (44— 80)

* including persons with inhibitor
*in 2021
**age reached in year 2021
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Children -

Hepatitis (ever) experienced Haem A

N=238

Experienced hepatitis

- Yes (N=0)

No (N=225)
Not known (N=13)

o)
5.5/;\0.0%

I/

94.5%

No child has hepatitis.

Data from last completed annual report of each person.
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Adults

Hepatitis (ever) experienced Haem A

N=470

Experienced hepatitis

B Yes (N=145)

No (N=308)
Not known (N=17)

21.3%

(%)
c
@]
(%]
-
(]
o
Y—
o
X

14.9%

T 8.1%
Hep A Hep B Hep C type of hepatitis
(N=38) (N=70) (N=100)
Data from last completed annual report of each person. '
*Total of 208 cases of hepatitis in 145 persons. One 27 adults are HCV
person may have more types of hepatitis recorded. RNA positive
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HIV

B Positive (N=1)

Negative (N=593)
Not known / not available (N=114)

HIV

Data from last completed annual report of each person.

o ¢

Czech National
Hemophilia
Program

e
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MUNI

N=1 (+ 1 in another centre)

All HIV-positive persons are adults.

All
Haem A
N=708




Treatment outcomes and bleeding frequency
Haemophilia A




All =
Haem A

Data from year 2021 — sample size N=708

Persons with

. . Persons Persons
Valid persons valid annual .
- examined treated
report - ——
% % % %
All 708 100% - 689 97.3% = 510 72.0% - 354 50.0%
of them with inhibitor 17 17 17 17
Children 238 100% = 237 996% = 213 895% - 121 50.8%
of them with inhibitor 10 10 10 10
Adults 470 100% = 452 96.2% = 297 63.2% = 233 49.6%
of them with inhibitor 7 7 7 7
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Haem A

Frequency of bleeding requiring N=706*

1 severity of haemophilia not

treatment in 2021

Adults (N=4672)

Children (N=238)

100% - 100% -
80% - 80% -
(%] (%)
C [
3 60% - 2 60% -
9] @
o Q.
5 o S ao% |
20% - 20% -
0% T T E T T 1 0% N T — T — T -_I
0 1 2-3 45 6-10 11-15 16-20 >20 0 1 2-3 45 6-10 11-15 16-20 >20
Bleeds per year Bleeds per year
Mild* Moderate* Severe* Inhibitor Frequency of bleeding Mild* Moderate* Severe* Inhibitor
116 26 86 10 N valid 261 37 162 7
0.2 1.5 1.0 0.3 Mean 0.1 1.2 1.8 0.6
0(0-4) 0.5(0-13) 0(0-7) 0(0-2) Median (min — max) 0(0-7) 0(0-7) 0(0-24) 0(0-2)
103 (88.8%) 13 (50%) 44 (51.2%) 8 (80%) N (%) with no bleed 238(91.2%) 22(59.5%) 95 (58.3%) 4 (57.1%)

* without inhibitor 2 Frequency of bleeding is missing in 1 adult (inhibitor).
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Children [

Location of bleeds in 2021 Haem A

N=238

N pers N bleeds

—

70  (29.4%) children 30 42 Joints 50.0%

experienced bleeding 12 19 Muscles 20.0%
requiring treatment at

least once in year; 133 30 51 Subcutaneous 50.0%
bleeds were recorded in 12 13 Oral cavity 20.0%

total, 12 bleeds required

hospitalization. 0 0 Urogenital tract _ 0.0%

60 of these 70 children 4 4  Epistaxes o 6.7%

have recorded location of 0 0 GIT I 000

their bleeds. Localization I

is not known in 10 0 0 CNS 0.0%

children. |

168 (70.6%) children 14 Other __ S | |
recorded no bleed during 60 133 Total 0% 20% 40% 60%
year 2021, % from persons with bleeding
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Adults [

Location of bleeds in 2021 Haem A

N=4671

N pers N bleeds

108 (23.0%) adults 76 248 Joints 72.4%

experienced bleeding 27 43
requiring treatment at
least once in year; 354
bleeds were recorded in 5 6  Oral cavity 4.8%
total, 12 bleeds required
hospitalization.

105 of these 108 adults 5 6  Epistaxes 4.8%
have recorded location of . . GIT oo
their bleeds. Localization I
is not known in 3 adults. 1 1 CNS 1.0%
361 (77.0%) adults have

recorded no bleed during | . . . .
year 2021. 105 354 Total 0% 20%  40%  60%  80%

% from persons with bleeding

Muscles

16 20 Subcutaneous

3 11 Urogenital tract 2.9%

11 18 Other i 10.5%

IFrequency of bleeding is missing in 1 adult.
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Children [
Preventive administration in 2021 Haem A
N=238
Npers Nadmin
10 12 Stomatology
37 (15.5%) children were
given factor to prevent 11 13 Minor surgery
bleeding during/before
risk situation. 7 9 Major surgery
52 preventive adminis-
trations were recorded in 8 10 Risk activity
total.

7 8 Other prevention

10%
37 52 Total % of persons
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Adults [

Preventive administration in 2021 Haem A

N=470
Npers Nadmin
20 21 Stomatology 4.3%
96 (20.4%) persons were
given factor to prevent 25 29 Minor surgery 5.3%
bleeding during/before
risk situation. 12 13 Major surgery
179 preventive adminis- -
trations were recorded in 9 23 Risk activity i 1.9%
total. 1
51 93 Other prevention 10.9%
0:% 5:% 1(;% 15I%
9% 179 Total % of persons
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ABR according to treatment regimen
Haemophilia A without inhibitor




Annual bleeding rate according to
treatment regimen

24
[¢]
® 20
&
5 16
[}
Q
2 12
©
=}
c 8
<
4 L ® )t
0 4‘»0 ¢ "'1 0 "'1 0
OD prophy OD prophy OD prophy
Frequency of bleeding Mild* Moderate* W
N valid 116 0 18 8 13 73
Mean 0.2 1.6 1.1 0.8 1.0
Median (min — max) 0(0-4) 1(0-13) 0(0-3) 1(0-2) Q(0-7)
Total no of recorded bleeds 21 29 9 11 73
children on permanent o » .
et 0 (0%) 8 (30.8%) 73 (84.9%)
% of factor (FVIII) consumed
by children on permanent - 93.4% 99.8%

prophylaxis

Children
Haem A
N=228%

@ 1090 percentile

‘ median

Treatment regimen:

0D = on demand and/or
temporary prophylaxis

prophy = permanent prophylaxis

* without inhibitor

-

l a Institute
of Biostatistics
and Analyses
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Children [

Joint and other bleeds according to i
treatment regimen

Frequency of bleeding Mild* Moderate* m * without inhibitor; missing
Treatment regimen oD prophy oD prophy oD prophy location of their bleeds in 10
N valid 115 0 16 8 10 70 children (one of them is
inhibitor)
JOINT BLEEDS
Mean 0.1 0.4 0.6 0.1 0.3
Median (range) 0(0-1) 0(0-3) 0(0-3) 0(0-1) 0(0-3)
Total no of recorded bleeds 6 7 5 1 22
OTHER BLEEDS
Mean 0.1 1.3 0.5 0.6 0.6
Median (range) 0(0-3) 0(0-13) 0(0-2) 0(0-2) 0(0-6)
Total no of recorded bleeds 14 20 4 6 45
10.0
§ 9.0
.
o .
§ 6.0
Q 5.0
0
5 4.0
g 3.0 . 10th—90t percentile
Treatment regimen: g 2.0 { [ ‘ median
OD = on demand and/or temporary g 1.0 ®
prophylaxis “ 00 & o0o) 00— @ o00d o0
prophy = permanent prophylaxis OD prophy OD prophy treatment regimen

Joint bleeds Other bleeds
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Annual bleeding rate according to
treatment regimen

30
3
o 25
[eTs}
[
T 20
(]
(]
‘©
=}
§ 10
5 ® [ °
0 oo @ oo U1 ¢ 0
OD prophy OD prophy OD prophy
Frequency of bleeding Mild* Moderate* m
N valid 260 1 34 3 41 121
Mean 0.1 1.0 1.1 2.0 4.4 0.9
Median (min — max) 0(0-7) 1(1-1) @ 0(0-7) 1(0-5)| 0(0-24) o0(0-7)
Total no of recorded bleeds 34 1 38 6 182 106
adults on permanent o o o
orophylaxis 1(0.4%) 3(8.1%) 121 (74.2%)
% of factor (FVIII) consumed
by adults on permanent 10.3% 55.3% 95.7%

prophylaxis

Adults
Haem A
N=460%*

@ 1090 percentile

‘ median

Treatment regimen:

0D = on demand and/or
temporary prophylaxis

prophy = permanent prophylaxis

* without inhibitor; missing
severity in 2 adults; missing
frequency of bleeding in one
adult

-

l a Institute
of Biostatistics
and Analyses
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Adults

Joint and other bleeds according to aem A
treatment regimen

Treatment regimen oD prophy oD prophy oD prophy severity in 2 adults,: m /fS/ng
N valid 260 1 34 3 40 119 frequency of bleeding in one
adult; missing location of
JOINT BLEEDS bleeds in 3 adults
Mean 0.0 1 0.8 0.7 3.1 0.7
Median (range) 0(0-2) 1(1-1) 0(0-5) 0(0-2) 0(0-22) 0(0-7)
Total no of recorded bleeds 8 1 28 2 124 81
OTHER BLEEDS
Mean 0.1 0 0.3 1.3 1.1 0.2
Median (range) 0(0-7) 0(0-0) 0(0-3) 1(0-3) | 0(0-10) 0(0-3)
Total no of recorded bleeds 25 0 10 4 45 22
20.0
@
g
5 16.0
o
o o
5 12.0
(]
(]
o)
5 8.0
g . 10th—90t percentile
Treatment regimen: g 4.0 ‘ median
OD = on demand and/or temporary g ®
prophylaxis “ 00 L@ oepoo ¢ 2&20
prophy = permanent prophylaxis OD prophy OD prophy treatment regimen

Joint bleeds Other bleeds
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ABR according to treatment

regimen and age

Adults
Haem A
N=460*
* without inhibitor; missing

severity in 2 adults ; missing
frequency of bleeding in one adult

Frequency of bleeding Mild* Moderate* W
Treatment regimen oD Prophy oD Prophy oD Prophy
N valid 194 0 21 2 34 82
Mean 0.1 1.0 3.0 5.3 0.9
Median (min — max) 0(0-7) 0(0-7) 3(1-5) } 0(0-24) o0(0-7)
Total no of recorded bleeds 24 21 6 180 73
adults on permanent o 0 o
s 0 (0%) 2 (8.7%) 82 (70.1%)
% of factor (FVIII) consumed by
adults on permanent - 47.7% 94.7%
prophylaxis
Frequency of bleeding Mild* Moderate* W
Treatment regimen oD Prophy oD Prophy oD Prophy
N valid 66 1 13 1 7 39
Mean 0.2 1.0 1.3 0.0 0.3 0.8
Median (min — max) 0(0-2) 1(1-1) i 0(0-5 0(0-0) | 0(0-1) 0(0-7)
Total no of recorded bleeds 10 1 17 0 2 33
adults on permanent o o o
Tt 1(1.5%) 1(7.1%) 39 (84.8%)
% of factor (FVIII) consumed by
adults on permanent 28.2% 68.8% 97.8%
prophylaxis

Institute
of Biostatistics
and Analyses
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Adults
Haem A
N=457%*

* without inhibitor; missing severity
in 2 adults; missing frequency of
bleeding in one adult; missing

Joint and other bleeds according to
treatment regimen and age

location of bleeds

Frequency of bleeding Mild* Severe* in 3 adults
Treatment regimen OD prophy oD prophy oD prophy
N valid 194 0 21 2 33 81
JOINT BLEEDS
Mean 0.0 0.8 1.0 3.7 0.7 [GRUUSIUELTLREY
Median (range) 0(0-2) 0(0-5) 1(0-2)| 0(0-22) o0(0-7) [feleldyll=ielg=Rizkl)
Total no of recorded bleeds 6 17 2 123 57 N=331
OTHER BLEEDS
Mean 0.1 0.2 2.0 1.3 0.2
Median (range) 0(0-7) 0(0-2) 2(1-3) | 0(0-10) o0(0-2)
Total no of recorded bleeds 17 4 4 44 14
Frequency of bleeding Mild* Severe*
Treatment regimen oD prophy oD prophy oD prophy
N valid 66 1 13 1 7 38
JOINT BLEEDS Adults (haem A)
Mean 0.0 1 0.8 0.0 0.1 0.6 born in 1990 or
Median (range) 0(0-1) 1(1-1) o0(0-5) o0(0-0) | 0(0-1) 0(0-7) o
Total no of recorded bleeds 2 1 11 0 1 24 hti
OTHER BLEEDS N=126
Mean 0.1 0 0.5 0.0 0.1 0.2
Median (range) 0o(0-2) o0(0-0 o0(0-3) o0(0-0)| 0(0-1) o0(0-3)
Total no of recorded bleeds 8 0 6 0 1 8

Institute
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Children [
Haem A
N=133"

Location and etiology of bleeds

m Joints (N=42)
m Other (N=91)

* number of bleeds

m Knee (N=7)
m Ankle (N=18)
m Elbow (N=3)
Other joint (N=14)

B Traumatic B Spontaneous ® Not known

I 7R V771 12%  Joints (N=42)
I 7 FT7/(11% Muscles (N=19)

)

4.4%. 0.0%0.0% 4.4%

m Muscles (N=19)

0.0% IR T 7 6%  Subcutaneous (N=51)
= Subcutaneous (N=51) | e PP 7! Oral cavity (N=13)
m Oral cavity (N=13) Urogenital tract (N=0)
m Urogenital tract (N=0) AR cpistaxes (N=4)
m Epistaxes (N=4) GIT (N=0)
GIT (N=0) CNS (N=0)
CNS (N=0) I T T Other (N=4)
Other (N=4) 7S V7 12% Total (N=133)

Czech National - .
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Detailed treatment of bleeds

Children [
Haem A
N=133"

* number of bleeds

Joints Muscles LIS Oral cavity CLEIIE] Epistaxes GIT CNS Other Total
neous tract
No. of bleeds 42 19 51 13 0 4 0 0 4 133
FV"L‘;:::‘;:E';T:;’L:% 42 19 51 13 0 4 0 0 4 133
geometric mean 2134.1 2242.7 1053.2 1032.7 1.0 840.9 1.0 1.0 2201.7 1486.4
median 1500.0 2000.0 1000.0 1000.0 0.0 1000.0 0.0 0.0 2175.0 1500.0
min—max 500-20000 250-36000 125-10000 250-4500 0-0 500-1000 0-0 0-0 1000-5000: 125-36000
sum 144500 106000 74875 17550 0 3500 0 0 10350 356775
No. of doses per
bleed
geometric mean 1.6 1.8 13 13 1.0 1.0 1.0 1.0 1.4 1.5
median 1 1 1 1 0 1 0 0 1 1
min — max 1-13 1-18 1-5 1-6 0-0 1-1 0-0 0-0 1-4 1-18
Duration of therapy
per bleed, days
geometric mean 1.8 1.9 1.3 1.6 1.0 1.0 1.0 1.0 2.4 1.6
median 1 1 1 1 0 1 0 0 3 1
min — max 1-18 1-31 1-17 1-5 0-0 1-1 0-0 0-0 1-9 1-31
N (%) w.ith 5(11.9%) 0(0%) 2(3.9%) 3(23.1%) 0(0%) 1(25%) 0(0%) 0(0%) 1(25%) 12 (9%)
hospitalization
N (%) with rebleeding 2 (4.8%) 0(0%) 1(2%) 0(0%) 0(0%) 0(0%) 0(0%) 0(0%) 0(0%) 3(2.3%)

Institute
of Biostatistics
and Analyses
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Adults
Haem A

Location and etiology of bleeds =300t

* number of bleeds

m Joints (N=2438)
m Other (N=106)

m Knee (N=63)

m Ankle (N=62)

m Elbow (N=56)
Other joint (N=67)

B Traumatic B Spontaneous ® Not known

Joints (N=248)

I TR B T3 (9%  Muscles (N=43)
IS 7R subcutaneous (N=20)
I TR B E 77 (47961 Oral cavity (N=6)

m Muscles (N=43)
0.9% m Subcutaneous (N=20)

0.9% = Oral cavity (N=6) EA N T Urogenital tract (N=11)
5.7% [, m Urogenital tract (N=11) | SR Epistaxes (N=6)
10‘4%_' = Epistaxes (N=6) I T GIT (N=1)
GIT (N=1) I TR C\'S (N-1)
CNS (N=1) Other (N=18)

Other (N=18)

Czech National
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Detailed treatment of bleeds

Adults
Haem A
N=354%*

* number of bleeds

Joints Muscles LIS Oral cavity CLEIIE] Epistaxes GIT CNS Other Total
neous tract
No. of bleeds 248 43 20 6 11 6 1 1 18 354
FVIIl consumption per
bleed (IU), valid N 247 43 20 6 11 6 1 1 18 353
geometric mean 2238.2 2554.7 3650.7 2542.3 5410.7 3989.5 15000.0 68500.0 1737.3 2438.0
median 2000.0 2000.0 3000.0 2500.0 10000.0 3000.0 15000.0 68500.0 2000.0 2000.0
min —max 500-151000 500-33000 500-78000 1000-10000 1000-24000 2000-14000 1155000000_ 68500-68500 500-9500 :500-151000
sum 1298000 207750 163000 20500 112000 33000 15000 68500 52500 1970250
No. of doses per
bleed
geometric mean 1.8 2.0 2.1 1.4 4.7 1.7 5.0 53.0 1.4 1.9
median 1 2 1 1 6 1 5 53 1 1
min — max 1-70 1-16 1-42 1-4 1-24 1-7 5-5 53-53 1-6 1-70
Duration of therapy
per bleed, days
geometric mean 1.6 1.8 2.1 1.4 3.7 1.7 9.0 23.0 1.5 1.7
median 1 1 1 1 5 1 9 23 1 1
min — max 1-30 1-15 1-46 1-4 1-14 1-7 9-9 23-23 1-13 1-46
N (%) with 7 (2.8%) 0(0%) 0(0%) 0(0%) 2(18.2%) 0(0%) 0 (0%) 1(100%) 2(11.1%) i 12 (3.4%)
hospitalization ' ’ ’ ’
N (%) with rebleeding 18(7.3%) 0(0%) 0(0%) 1(16.7%) 2(18.2%) 0(0%) 0 (0%) 0(0%) 1(5.6%) 22 (6.2%)

Institute
of Biostatistics

Czech National
4 Hemophilia
Program

b

and Analyses



ABR according to centres
Haemophilia A (PWHA)




HaemA on prophy

Annual bleeding rate on permanent | e cenves
prophylaxis

Moderate Frequency of bleeding in PWHA without
- Severe ABR (median) inhibitor on permanent prophylaxis
Paediatric centre 0 2 4 6 8 N Mean Median Min Max Severity
orah F‘ 3 2 3.0 3.0 3 3 Moderate
rana
1 33 1.3 1.0 0 7 Severe
Brno 0
|0 19 09 0.0 0 5 Severe
Ost 0 4 0.8 0.0 0 3 Moderate
Strava
0 8 0.4 0.0 0 1 Severe
5 0
Ceské Budéjovice 0 - e e . ; E—
| 2 0.0 0.0 0 0 Moderate
Hradec Kralové 0
0 2 0.0 0.0 0 0 Severe
Usti nad Labem 0
— K 3 1.0 1.0 0 2 Severe
Plzen 0
N 25 2 25 2.5 2 3 Severe
ol 0
omouc
0 3 0.0 0.0 0 0 Severe

Czech National -

rs Institute
Hemophilia DA e etice
Program and Analyses



HaemA on prophy

Annual bleeding rate on permanent | e
prophylaxis

Moderate Frequency of bleeding in PWHA without
B severe ABR (median) inhibitor on permanent prophylaxis
Adult centre 0 2 4 6 8 N Mean Median Min Max Severity
Brno : 1 1 1.0 1.0 1 1 Moderate
0 33 0.7 0.0 0 4 Severe
Ostrava' 15 1 5.0 5.0 5 5 Moderate
1 23 1.4 1.0 0 4 Severe
| 0
Plzen
0 15 0.2 0.0 0 2 Severe
Liberec 0
_- 1> 6 1.5 1.5 0 3 Severe
Olomouc 0 1 0.0 0.0 0 0 Moderate
0 10 1.0 0.0 0 7 Severe
0
Hradec Kralové
i 8 13 1.0 0 6 Severe
, 0
Usti nad Lab
stinadtabem 1o 7 03 0.0 0 1 Severe
0
Plzefi — H t
zen —Haemacentre | o 3 03 0.0 0 1 Severe
. . 0
Ceské Budéjovice |
i 6 0.2 0.0 0 1 Severe

Czech National -
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HaemA

Annual bleeding rate regardless Pcd.cetrs
prophylaxis

Frequency of bleeding in PWHA without
inhibitor regardless of prophylaxis

ABR (median) % on permanent

Paediatric centre 0 2 4 N Mean Median Min Max BT

orah 2 8 1.8 2.0 0 3 25.0%

rana
1 39 1.3 1.0 0 7 84.6%
5 0 5 0.4 0.0 0 1 0.0%

rno
B 1 23 1.0 1.0 0 5 82.6%
out 0 4 0.8 0.0 0 3 100.0%

Sstrava
0 8 0.4 0.0 0 1 100.0%
. o 25 2 2.5 2.5 1 4 0.0%
Ceske Budejovice g 13 13 0.0 0 7 100.0%
. . lo 2 0.0 0.0 0 0 100.0%
Hradec Kralove | 2 00 0.0 0 0 100.0%
. 0 1 0.0 0.0 0 0 0.0%
Ustinad Labem ey B 1.0 1.0 0 2 100.0%
olyert L0 1 0.0 0.0 0 0 0.0%

zen
B 1 4 1.3 1.0 0 3 50.0%
Olomouc pre— 3 4.7 1.0 0 13 0.0%
0 4 0.0 0.0 0 0 75.0%

Czech National -

rs Institute
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HaemA

Annual bleeding rate regardless Adult centres

N=189*

prOphylaX|S * missing ABR in 1 adult

Frequency of bleeding in PWHA without
inhibitor regardless of prophylaxis

ABR (median) % on permanent

Adult centre 0 2 4 6 g8 N Mean Median Min Max i —
Brmo 0.0 13 0.3 0.0 0 1 7.7%
0.0 41 0.7 0.0 0 4 80.5%
50 7 3.3 5.0 0 7 14.3%
Ostrava 1.0 25 1.3 1.0 0 4 92.0%
plgeri | 00 3 0.0 0.0 0 0 0.0%
0.0 19 0.2 0.0 0 2 75.0%
. 3.0 1 3.0 3.0 3 3 0.0%
Liberec E 10 53 2.0 0 24 60.0%
2 2.0 2.0 0 4 50.0%
Olomouc e 20
omouc 750 20 6.3 0.0 0 22 50.0%
. .00 5 0.6 0.0 0 2 0.0%
H Kral
radec Kraloveé 0.0 16 1.4 0.0 0 13 50.0%
- 0.0 3 0.0 0.0 0 0 0.0%
L
Usti nad Labem | o 7 0.3 0.0 0 1 100.0%
1 3.0 3.0 3 3 0.0%
Plzeri— T 0
zen — Haemacentre =5 3 0.3 0.0 0 1 100.0%
« 2 2.0 2.0 0 4 0.0%
. v 2.0
B
Ceské Budéjovice 00 11 0.5 0.0 0 3 54.5%

Czech National - .
*Hemophllla i aL“rss*EEi*éﬁsms IVI U I\I I
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HaemA

Prophylactic regimens paed. centres
N=122
and treatment outcomes

ON-DEMAND /
TEMPORARY PROPHY

PERMANENT PROPHYLAXIS

Dosing of SHL Dosing of EHL
Paediatric centre| Severity [Total N prophylaxis prophylaxis
% of

(IU/kg per week) | (IU/kg per week)

patients
m Moderate 8 | 25.0% 2 599  59.9 3.0 3.0 6 1.3 1.5
severe 39 | 84.6% 33 835 8.2 711 687 1.3 1.0 6 1.3 1.5
“ Moderate 5 0.0% O 5 0.4 0.0
severe 23 | 826% 19 505 341 937 816 0.9 0.0 4 1.0 1.0
m Moderate 4 | 100.0% 4 546  55.0 0.8 0.0 0
Severe 8 |1000% 8 757 757 88  89.0 0.4 0.0 0
Moderate 2 0.0% 0 2 2.5 2.5
C. Budéjovice
severe 13 |1000% 13 742 667 688  70.8 1.3 0.0 0
Moderate 2 | 100.0% 2 245 245 423 423 0.0 0.0 0
Severe 2 | 1000% 2 1006 100.6 0.0 0.0 0
Moderate 1 0.0% O 1 0.0 0.0
Severe 3 |1000% 3 611 652 938  93.8 1.0 1.0 0
m Moderate 1 0.0% O 1 0.0 0.0
Severe 4 | 500% 2 912 912 1891 1891 25 2.5 2 0.0 0.0
m Moderate 3 0.0% 0 3 4.7 1.0
Severe 4 | 75.0% 3 426 426 0.0 0.0 1 0.0 0.0

Czech National .

" Institute
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Adult centre

Liberec

Hradec
Kralové

Usti n.Labem

Plzen -

C. Budéjovice

I
Q
1)
3
Q
0
o
=}
-+
=
(1]

Prophylactic regimens
and treatment outcomes

Severity [Total N

Moderate
Severe
Moderate 7

Severe
Moderate 3
Severe
Moderate 1
Severe
Moderate 2
Severe
Moderate 5
Severe
Moderate 3
Severe 7
Moderate 1
Severe 3
Moderate 2
Severe

Czech National
Hemophilia

% of

patients
7.7% 1
80.5% 33
143% 1
92.0% 23
0.0% O
75.0% 15
0.0% O
60.0% 6
50.0% 1
50.0% 10
0.0% O
50.0% 8
0.0% O
100.0% 7
0.0% O
100.0% 3
0.0% O
54.5% 6

Institute
of Biostatistics

PERMANENT PROPHYLAXIS

Dosing of SHL
prophylaxis

(IU/kg per week)| (IU/kg per week)

Dosing of EHL
prophylaxis

1.0 1.0 32

429 429
630 589 716 737 0.7 0.0 37
764 764 5.0 5.0 69
552 50.0 724 80.0 1.4 1.0 42
534 61.0 532 500 0.2 0.0 44
810 873 668 593 15 1.5 33
759  75.9 0.0 0.0 22
704 67.4 459 471 10 0.0 34
679 679 743 732 13 1.0 37
557 557 610 580 03 0.0 36
421 421 610 61.0 03 0.0 48
563 563 456 57.1 0.2 0.0 53

MUNI

= =
SR, 2P, U0 wN o 0l

U N O P O W o U;

HaemA
Adult centres
N=190

ON-DEMAND /
TEMPORARY PROPHY

0.3 0.0 49

0.5
3.0
0.0
0.0
0.0
3.0
11.0
4.0
11.6
0.6
1.6
0.0

3.0

2.0
0.8

0.0
3.0
0.0
0.0
0.0
3.0
9.5
4.0
14.5
0.0
0.0
0.0

3.0

2.0
0.0

46
38
35
45
59
57
67
26
69
26
37
24

52

53
56

o ¢

Program

and Analyses




Children [

Type of treatment Haem
(subgroup of treated patients)

N=121 N=121
Centre —
c 100% - treatment N=33
% (N=12); 9.9% On demand Temporary
= S (N=28); prophylaxis
S  80% - 231% | (N=4); 4.3%
yo]
g
©
v 60% -
+ Home
q5 treatment
© Prophylaxis Permanent
S 40% - (N=109); (N=93); prophylaxis
95.7%
20% -
0%

type of treatment type of treatment type of prophylaxis

Czech National - .
*Hemophllla i aL“rsa*EELé*éﬁsﬁcs IVI U I\I I
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Adults [

Type of treatment Haem A
(subgroup of treated patients)

N=233 N=233
Centre
(%) 1000 -
% % treatment
° (N=40); 17.2% On demand N=137
g 80% - (N=96);
e 41.2% Temporary
v prophylaxis
& 60% - I (N=8); 5.8%
\Oo Home
° . treatment
40% - (N=193); Prophylaxis Permanen.t
82.8% (N=137); p[;prlmélg;us
o - 58.8% = ;
20% 94.2%
0%

type of treatment type of treatment type of prophylaxis

Czech National - .
*Hemophllla i aL“rsa*EELé*éﬁsﬁcs IVI U I\I I
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Demographic characteristics
Haemophilia B




o ¢

Severity of haemophilia B

Children (N=37)

Mild (N=14)

: Moderate (N=12)

- Severe (N=11)

Czech National
Hemophilia
Program

-

l Institute
of Biostatistics
and Analyses

MUNI

Haem B
N=110

Adults (N=73)

Mild (N=23)
: Moderate (N=23)
- Severe (N=27)




Haem B

Age at diagnosis according to severity | n-i10
of haemophilia B

Children (N=37) Adults (N=551)
14 - 70 ~
—_ - —_
[%] [7,) [ ]
o 12 - o 60 - -
[«J)] ]
= . =
o 10 - [0 median o 50 -
2 2
@ 8 - IlO‘h—QQ‘h o0 40 -
5 percentile 35
v 6 - w 30 -
() ()]
(eT0] oo
< 4 <2204 0
2 - T (| 10 -
0 T T 5 T 1 O = T g T ﬂ T 1
Mild Moderate Severe Inhibitor Mild Moderate Severe Inhibitor
Mild* Moderate* Age at diagnosis (years) Mild* Moderate*
14 12 11 1 N valid 15 18 22 0
3.9 2.0 0.5 2.0 Mean 29.9 12.8 1.6
1.5(0-15) 0.5(0-8) 0(0-2) 2(2-2) Median (min — max) 19(0-67) 55(0-69) 1(0-8)

* including persons with inhibitor

1 Missing information on year of diagnosis in 18 adults. tin 2021

Czech National -

rs Institute
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Haem B

Actual age according to severity of N=110
haemophilia B

Children (N=37) Adults (N=73)
18 - 80 -
- - -
— 16 - . 70 - -
& 2 -
c 14 - (| © i
f>; 1 ; [0 median % 60 t]
& 0 % 50 - 0
B 10 -1 10th_9(')th :3 t]
c percentile S 40 -
s g s
:3’ 3 30 -~ -
6 - © -
(]
4 - [ [ 20 -
2 - aln 10 -
0 T T T 1 O T T T 1
Mild Moderate Severe Inhibitor Mild Moderate Severe Inhibitor
Mild* Moderate* Current age™ (years) Mild* Moderate*
14 12 11 1 N valid 23 23 27 0
10.5 11.3 9.3 14.0 Mean 51.7 50.3 44.8

12(3-17) 11.5(2-18) 8(1-18) 14(14-14) Median(min—max)  57(20-96) 49(19-82) 44 (19-70)

* including persons with inhibitor
*in 2021
**age reached in year 2021

Czech National -

rs Institute
Hemophilia DA e etice
Program and Analyses



Hepatitis (ever) experienced

Experienced hepatitis

- Yes (N=0)

No (N=35)
Not known (N=2)

[s)
5.4/;\0.0%

94.6%

No child has hepatitis.

Data from last completed annual report of each person.

Czech National .

" Institute
Hemophilia i of Biostatistics IVI U I\I I
Program and Analyses

Children
Haem B
N=37




Adults

Hepatitis (ever) experienced T

N=73
Experienced hepatitis
§ 40% - 37.0%
S 35% -
:\é 30% -~
25% -
20% A 16.4%
15% -
N=32*
0 10% -
43.8% ‘ 5 5%
5% -
0% .
Hep A Hep B Hep C type of hepatitis
(N=4) (N=12) (N=27)
Data from last completed annual report of each person. '
*Total of 43 cases of hepatitis in 32 persons. One person 9 adults 'afe HCV
RNA positive

may have more types of hepatitis recorded.

Czech National -

rs Institute
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HIV

- Positive (N=0)

Negative (N=89)
Not known / not available (N=21)

HIV

Data from last completed annual report of each person.

o ¢

Czech National
Hemophilia
Program

e

Institute
of Biostatistics
and Analyses

MUNI

No HIV-positive person.

All
Haem B
N=110




Treatment outcomes and bleeding frequency
Haemophilia B




All
Haem B

Data from year 2021 — sample size N=110

Persons with

. . Persons Persons
Valid persons valid annual .
- examined treated
report - ——
% % % %
All 110 100% = 104 945% - 88 80.0% - 67 60.9%
of them with inhibitor 1 1 1 1
Children 37 100% = 37 100.0% = 30 81.1% = 17 45.9%
of them with inhibitor 1 1 1 1
Adults 73 100% = 67 91.8% - 58 795% > 50 68.5%
of them with inhibitor 0 0 0 0

Czech National .

" Institute
Hemophilia i of Biostatistics
Program and Analyses



Haem B

Frequency of bleeding N=108*
requiring treatment in 2021

Children (N=37) Adults (N=711)
100% - 100% -
. 80% - 80% -
= =
2 3
o 60% - o 60% -
o Q.
G G
X 40% - X 40% -
20% - I 20% -
0% -+ T T T T T 1 0% —+-L T l T = T T O 1
0 1 2-3 45 6-10 11-15 16-20 >20 0 1 2-3 4-5 6-10 11-15 16-20 >20
Bleeds per year Bleeds per year
Mild* Moderate* Severe* Inhibitor Frequency of bleeding Mild* Moderate* Severe* Inhibitor
14 12 10 1 N valid 23 23 25 0
0.1 0.4 1.6 17.0 Mean 0.1 5.8 2.2 0.0
0(0-1) 0(0-3) 0.5(0-6) 17(17-17) Median (min — max) 0(0-1) 1(0-113) 1(0-12) (—)
13(92.9%) 9(75%) 5(50%) 0 (0%) N (%) with no bleed 20 (87%) 11 (47.8%) 6(22.2%) 0(0%)
* without inhibitor IFrequency of bleeding is missing in 2 adults.

Czech National .

ili Institute
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Location of bleeds in 2021

10 (27.0%) children
experienced bleeding
requiring treatment at
least once in vyear; 38
bleeds were recorded in
total, 3 bleeds required
hospitalization.

9 of these 10 children
have recorded location of
their bleeds. Localization
is not known in 1 child.

27  (73.0%) children
recorded no bleed during
year 2021.

N pers N bleeds

Children [
Haem B
N=37

55.6%

Czech National .

" Institute
Hemophilia i of Biostatistics
Program and Analyses

5 21 Joints _

3 5 Muscles _ 33.3%

5 9 Subcutaneous 55.6%
1 1  Oral cavity = 11.1%

0 0 Urogenital tract | 0.0%

1 2 Epistaxes i 11.1%

0 0 GIT | 0.0%

0 0 CNS | 0.0%

0 0 Other | 0.0%

9 38 Total 0% zc;% 46% 60I%

% from persons with bleeding




Adults [

Location of bleeds in 2021 Haem B

N=711

N pers N bleeds

1

35 (49.3%) adults 18 49 Joints _ 51.4%

experienced bleeding 12 13 Muscles

34.3%

requiring treatment at
least once in year; 83 6 6 Subcutaneous
bleeds were recorded in 0 0  Oral cavity
total, 9 bleeds required
hospitalization. 4 5 Urogenital tract
All of these 35 adults 1 4  Epistaxes
have recorded location of . . GIT
their bleeds.

0 0 CNS

36 (50.7%) adults have

recorded no bleed during | . . .
year 2021. 35 83 Total 0% 20% 40% 60%

% from persons with bleeding

11.4%

IFrequency of bleeding is missing in 2 adults.

Czech National -
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Children [
Preventive administration in 2021 Haem B

N=37
Npers Nadmin
;
3 3 Stomatology _8.1%
4 (10.8%) children were -
given factor to prevent 1 1 Minor surgery
bleeding during/before |
risk situation. 0 0 Major surgery | 0.0%
4 preventive adminis- -
trations were recorded in 0 0 Risk activity | 0.0%
total. 1
0 0 Other prevention | 0.0%
0% 5:% 1(;% 15I%
4 4 Total % of persons

Czech National .

" Institute
Hemophilia i of Biostatistics
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Adults

Preventive administration in 2021 Haem B

N=73
Npers Nadmin
7 7 Stomatology i 9.6%
24 (32.9%) persons were -
given factor to prevent 6 7 Minor surgery is.z%
bleeding during/before |
risk situation. 2 3 Major surgery
69 preventive adminis- -
trations were recorded in 0 0 Risk activity | 0.0%
total. 1
15 52 Other prevention 20.5%
O:% 10I% 2(;% 3(;%
24 69 Total

Czech National .
4 Hemophilia |
Program

Institute
of Biostatistics

and Analyses

% of persons




ABR according to treatment regimen
Haemophilia B without inhibitor




Annual bleeding rate according to
treatment regimen

24

[¢]

® 20

&

=5 16

(]

Q

2 12

©

=}

c 8

< ®

4 ®
1.5
0 oo Qo 4'»0 ° ®: 0
OD prophy OD prophy OD prophy
Frequency of bleeding Mild* Moderate* m
N valid 14 0 10 2 1 9
Mean 0.1 0.2 1.5 1.0 1.7
Median (min — max) 0(0-1) 0(0-1) 15(0-3) | 1(1-1) 0(0-6)
Total no of recorded bleeds 1 2 3 1 15
children on permanent o o .
et 0 (0%) 2 (16.7%) 9 (90%)
% of factor (FIX) consumed by

children on permanent - 99.0% 99.9%

prophylaxis

Children
Haem B
N=36*

@ 10190 percentile

‘ median

Treatment regimen:

0D = on demand and/or
temporary prophylaxis

prophy = permanent prophylaxis

* without inhibitor

-

l a Institute
of Biostatistics
and Analyses
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Children [

Joint and other bleeds according to Haem B

N=35%*

treatment regi men * without inhibitor;

missing location of

their bleeds in 1 child
Frequency of bleeding Mild* Moderate* m
Treatment regimen oD prophy oD prophy oD prophy
N valid 14 0 10 2 0 9
JOINT BLEEDS
Mean 0.0 0.1 0.5 0.8
Median (range) 0(0-0) 0(0-1) 05(0-1) 0(0-6)
Total no of recorded bleeds 0 1 1 7
OTHER BLEEDS
Mean 0.1 0.1 1.0 0.9
Median (range) 0(0-1) 0(0-1) 1(0-2) 0(0-5)
Total no of recorded bleeds 1 1.00 2 8
14
©
g 12
E
10
oo
£
T 8
Q
2 6
g ® @ 1090 percentile
. 2 4 .
Treatment regimen: g ‘ median
0D = on demand and/or temporary S 2
prophylaxis w 0 ‘ 0-000—0-0
prophy = permanent prophylaxis OD prophy OD prophy treatment regimen

Joint bleeds Other bleeds

Czech National -

rs Institute
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Annual bleeding rate according to

treatment regimen

24
[¢]
® 20
&
5 16
[}
9
2 12
©
=}
c 8 ®
<
4 o ¢
1 ® 1 1
0 4'»0 ¢ "' 0 "' v
OD prophy OD prophy OD prophy
Frequency of bleeding Mild* Moderate* m
N total 23 0 19 4 4 21
Mean 0.1 6.9 0.5 1.8 2.3
Median (min — max) 0(0-1) 1(0-113) 0(0-2) 1(0-5) 1(0-12)
Total no of recorded bleeds 3 132 2 7 49
adults on permanent o . .
s 0 (0%) 4(17.4%) 23 (85.2%)
% of factor (FIX) consumed by
adults on permanent - 64.3% 99.1%

prophylaxis

MUNI

Adults
Haem B
N=71%*

@ 10190 percentile

‘ median

Treatment regimen:

0D = on demand and/or
temporary prophylaxis

prophy = permanent prophylaxis

* missing frequency of
bleeding in 2 adults

Czech National
4 Hemophilia
Program

-

l a Institute
of Biostatistics
and Analyses



Adults

Joint and other bleeds according to Haem s
treatment regimen

Frequency of bleeding Mild* Moderate* m * missing frequency of
Treatment regimen oD prophy oD prophy oD prophy bleeding in 2 adults
N valid 23 0 19 4 4 22
JOINT BLEEDS
Mean 0.0 0.2 0.5 1.5 1.7
Median (range) 0(0-1) 0(0-1) 0(0-2) |0.5(0-5) 0.5(0-10)
Total no of recorded bleeds 1 3 2 6 37
OTHER BLEEDS
Mean 0.1 0.9 0.0 0.3 0.6
Median (range) 0(0-1) 1(0-4) o0(-0) | 0(0-1) 0(0-4)
Total no of recorded bleeds 2 17 0 1 14
14.0
©
g 120
@
Q  10.0
oo
£
T 8.0
Q
2 6.0 ]
g 40 ® @ 1090 percentile
9] .
c .
Treatment regimen: ] @ medion
o 20
OD = on demand and/or temporary ¢ 050 & e o
. u- L
prophylaxis 0.0 L ' ‘ 0:00)—0:0 .
OD prophy OD prophy treatment regimen

hy = t hylaxi:
prophy = permanent prophylaxis Jointbleeds  Other bleeds

Czech National -

rs Institute
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Location and etiology of bleeds

m Joints (N=21)
m Other (N=17)

Czech National

Hemophilia
Program

Children
Haem B
N=38"

* number of bleeds

m Knee (N=6)

28.6% \

=Y

m Muscles (N=5)
m Subcutaneous (N=9)
m Oral cavity (N=1)
m Urogenital tract (N=0)
m Epistaxes (N=2)

GIT (N=0)

CNS (N=0)

Other (N=0)

Institute
of Biostatistics

and Analyses

m Ankle (N=6)
m Elbow (N=5)
Other joint (N=4)

B Traumatic B Spontaneous ® Not known

Y Y7 Joints (N=21)
T YT Muscles (N=5)
I T ¥ subcutaneous (N=9)
I T  Oral cavity (N=1)
Urogenital tract (N=0)
Epistaxes (N=2)

GIT (N=0)
CNS (N=0)
e _________Other(N=0)
T "7 Total (N=38)

Waze. WUNT o




Detailed treatment of bleeds

Children
Haem B
N=38"

* number of bleeds

Joints Muscles S Oral cavity LTz Epistaxes GIT CNS Other Total
neous tract
No. of bleeds 21 5 9 1 0 2 0 0 0 38
F'Xbcl‘;::“(m';"t:f’a';i:eh: 9 3 7 0 0 2 0 0 0 21
geometric mean 2617.1 3693.8 1528.6 500.0 1962.9
median 3000.0 3600.0 2000.0 500.0 3000.0
min—max 500-4000 2000-7000 500-4000 500-500 500-7000
sum 27000 12600 15000 1000 55600
No. of doses per
bleed
geometric mean 1.8 2.4 1.4 6.0 1.0 1.7
median 1 3 1 6 1 1
min — max 1-8 1-4 1-5 6—6 1-1 1-8
Duration of therapy
per bleed, days
geometric mean 1.8 3.1 1.5 8.0 1.0 1.9
median 1 3 1 8 1 1
min — max 1-11 1-9 1-4 8-8 1-1 1-11
hospﬁ;?z)avtvi:: 0(0%) 1(20%) 2(22.2%) 0(0%) 0(0%) 3(7.9%)
N (%) with rebleeding 1 (4.8%) 0(0%) 0(0%) 0(0%) 0(0%) 1(2.6%)
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Adults
Haem B
N=83*

Location and etiology of bleeds

m Joints (N=49)
m Other (N=34)

* number of bleeds

m Knee (N=5)

m Ankle (N=15)

m Elbow (N=18)
Other joint (N=11)

B Traumatic B Spontaneous ® Not known

I Y T 1229%1  Joints (N=49)
73 BT 7R (15%  Muscles (N=13)
I FT/7l  subcutaneous (N=6)

Oral cavity (N=0)

m Muscles (N=13)
m Subcutaneous (N=6)

m Oral cavity (N=0) I 7 W20%0  Urogenital tract (N=5)
m Urogenital tract (N=5) T 7 cpistaxes (N=4)
= Epistaxes (N=4) I T GIT (N=1)
m GIT (N=1) CNS (N=0)
CNS (N=0) TR TR 20%N Other (N=5)
Other (N=5) IEEY Y T 118%]  Total (N=83)

Czech National - .
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Program and Analyses



Adults
Haem B
N=83*

Detailed treatment of bleeds

* number of bleeds

Joints Muscles LIS Oral cavity LI EL Epistaxes GIT CNS Other Total
neous tract
No. of bleeds 49 13 6 0 5 4 1 0 5 83
F'X;I:;':“(m';”t'\f’a';i:eh: 49 13 6 0 5 4 1 0 5 83
geometric mean 4861.0 6866.4 8098.0 6252.4 4950.0 56000.0 2845.7 5395.0
median 4000.0 4000.0 10000.0 4800.0 4950.0 56000.0 3000.0 4000.0
min —max 2000-33000 1000-87000 2400-24000 3600-19200 4950-4950 56000-56000 1200-4800 : 1000-87000
sum 311200 248800 66400 38400 19800 56000 15600 756200
No. of doses per
bleed
geometric mean 1.6 3.0 23 2.7 1.0 44.0 23 1.9
median 1 2 2 2 1 44 2 1
min — max 1-17 1-22 1-20 1-12 1-1 44-44 1-4 1-44
Duration of therapy
per bleed, days
geometric mean 1.9 2.7 3.0 2.3 1.0 24.0 2.1 2.1
median 1 2 4 2 1 24 2 1
min — max 1-60 1-16 1-11 1-6 1-1 24-24 1-5 1-60
N (%) w.ith 2(4.1%) 3(23.1%) 2(33.3%) 1(20%) 0(0%) 1(100%) 0(0%) 9(10.8%)
hospitalization
N (%) with rebleeding 1(2%) 0(0%) 1(16.7%) 0(0%) 0(0%) 0(0%) 1(20%) 3(3.6%)

o e
Czech National . _ -J .... ... *
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ABR according to centres
Haemophilia B (PWHB)




HaemB on prophy

Annual bleeding rate P, contes
on permanent prophylaxis

Moderate Frequency of bleeding in PWHB without
- Severe inhibitor on permanent prophylaxis
ABR (median)
Paediatric centre 0 2 4 6 3 10 N Mean Median Min Max Severity
15 2 1.5 1.5 0 3 Moderate
Praha
6.0 3 4.7 6.0 2 6 Severe
0
Brno
0.0 1 0.0 0.0 0 0 Severe
0
Ostrava
0.0 3 0.0 0.0 0 0 Severe
0

Usti nad Labem
- 10 1 1.0 1.0 1 1 Severe

Czech National -

rs Institute
Hemophilia DA e etice
Program and Analyses



Annual bleeding rate

HaemB on prophy
Adult centres

N=23
on permanent prophylaxis
Moderate Frequency of bleeding in PWHB without
B severe inhibitor on permanent prophylaxis

ABR (median)

Adult centre 0 2 4 6 8 10 N Mean Median Min Max Severity
Brno -
B 15 6 1.7 1.5 1 3 Severe
20 1 2.0 2.0 2 2 Moderate
Ostrava F
1.0 4 3.3 1.0 1 10 Severe
. | 0.0 2 0.0 0.0 0 0 Moderate
Plzen &~
Mos 4 0.5 0.5 0 1 Severe
’ rd 0
Hradec Kralove g 15 2 15 15 0 3 Severe
. 0
Usti nad Labem | o, 1 00 0.0 0 0 Severe
. 0
Plzen — Haemacentre | 5 1 0.0 0.0 0 0 Severe
« , e . 0.0 1 0.0 0.0 0 0 Moderate
Ceské Buddjovice P — 80 1 80 80 8 & Severe
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HaemB

Annual bleeding rate Pcd.cones
regardless prophylaxis

Frequency of bleeding in PWHB without
inhibitor regardless of prophylaxis

ABR (median
( ) % on permanent

Paediatric centre 0 2 4 6 8 10 N Mean Median Min Max prophylaxis

Prah 0.0 7 0.4 0.0 0 3 28.6%

raha
6.0 3 4.7 6.0 2 6 100.0%
Brno H 0.5 2 0.5 0.5 0 1 0.0%
0.5 2 0.5 0.5 0 1 50.0%

Ostrava 0

\';
0.0 3 00 0.0 0 0 100.0%
N P 1 00 0.0 0 0 0.0%
Ceské Budéjovice 0 :
o 1 00 0.0 0 0 0.0%
Hradec Kralové | °° 0 :

Usti nad Lab °

sti nad Labem
Bl 10 1 10 1.0 1 1 100.0%
Plzeis 0.0 1 0.0 0.0 0 0 0.0%

z

0.0 1 00 0.0 0 0 100.0%
10 1 1.0 1.0 1 1 0.0%
Olomouc 1 0 :
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HaemB

Annual bleeding rate Adul centres

N=47*

regardless prophylaxis S——

Frequency of bleeding in PWHB without
inhibitor regardless of prophylaxis

ABR (median)
Adult centre 0 5 10 15 N* Mean Median Min Max

% on permanent

prophylaxis

05 4 13 0.5 0 4 0.0%

Brno L 1.5 6 17 15 1 3 100.0%

1.0 310 1.0 0 2 33.3%

Ostrava E 1.0 6 25 1.0 1 10 66.7%

. | 0.0 3 00 0.0 0 0 66.7%

Plzen L 0.5 4 05 0.5 0o 1 100.0%

. 1.0 1 1.0 1.0 1 1 0.0%

Liberec h 120 1 120 120 12 12 100.0%

Olomouc F >0 8 156 2.0 0 113 0.0%

1.0 1 10 1.0 1 1 100.0%

. . |00 1 00 0.0 0 0 0.0%

Hradec Kralove g, 2 15 1.5 0 3 100.0%
., 0

Usti nad Labem g > 5 2 25 2.5 0 5 50.0%
3 0

Plzeri — Haemacentre | 1 0.0 0.0 0 0 100.0%

. . . (1)

B 2 0.0 0.0 0 0 50.0%

Ceske Budejovice g 10 2 40 4.0 o 8 50.0%

Czech National - .
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HaemB

Prophylactic regimens paed. centres
N=23
and treatment outcomes

ON-DEMAND /

PERMANENT PROPHYLAXIS TEMPORARY PROPHY

Dosing of SHL Dosing of EHL

Paediatric centre| Severity [Total N prophylaxis prophylaxis

G0 (1U/kg per week) | (1U/kg per week)

patients

m Moderate 7 | 28.6% 2 319 319 1.5 15 | s 0.0 0.0
Severe 3 100.0% 3 38.0 32.6 4.7 6.0 0
“ Moderate 2 0.0% 0 2 0.5 0.5
Severe 2 50.0% 1 39.8 39.8 0.0 0.0 1 1.0 1.0
m Moderate O | 0.0% 0 0
Severe 3 100.0% 3 66.9 66.7 0.0 0.0 0
Moderate 1 0.0% 0 1 0.0 0.0
C. Budéjovice
Severe 0 0.0% 0 0
Moderate 1 0.0% 0 1 0.0 0.0
Severe 0 0.0% 0 0
Moderate 0 | 0.0% 0 0
Severe 1 100.0% 1 1.0 1.0 0
m Moderate 1 0.0% 0 1 0.0 0.0
Severe 1 100.0% 1 59.5 59.5 0.0 0.0 0
m Moderate 1 0.0% 0 1 1.0 1.0
Severe 0 0.0% 0 0
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HaemB

Prophylactic regimens Adult entres
N=49
and treatment outcomes

ON-DEMAND /
PERMANENT PROPHYLAXIS TEMPORARY PROPHY
Adult centre | Severity [Total N Dosing of SHL Dosing of E_H"
9% of prophylaxis prophylaxis
patients (1U/kg per week)| (IU/kg per week)

m Moderate 4 | 0.0% 0 4 13 0.5 52
Severe 6 |1000% 6 463 463 392 372 17 15 32 | o

m Moderate 3 |33.3% 1 500 500 20 20 22 |2 o5 0.5 60

Severe 6 |667% 4 444 413 580 580 33 1.0 46 | 2 10 1.0 63

m Moderate 3 | 66.7% 2 2109 219 00 00 55 |1 00 0.0 59
Severe 4 [1000% 4 498 396 165 165 05 05 4 | 0

Moderate 1 | 0.0% 0 1 10 1.0 48

Liberec

Severe 1 |100.0% 1 592 592 120 120 29 | 0

m Moderate 8 | 0.0% 0 8 156 2.0 51
Severe 3 [1000% 3 279 279 338 338 10 1.0 52 | o0

Moderate 1 | 0.0% 0 1 00 0.0 67
Kralové Severe 2 |100.0% 2 195 19.5 1.5 1.5 43 0
Moderate 0 | 0.0% 0 0

Severe 2 |50.0% 1 200 200 00 00 26 |1 50 5.0 50
Plzen - Moderate O 0.0% O 0
Severe 1 [100.0% 1 412 412 00 00 40 | o

Moderate 2 | 50.0% 1 184 184 00 00 55 | 1 00 0.0 34

Severe 2 |50.0% 1 89 89 80 80 48 |1 00 0.0 58

Czech National - .
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Children [

Type of treatment aem B
(subgroup of treated patients)

c  100% -
g =
_E Centre On demand N=12
= treatment (N=5); Temporary
o 80% 1 (N=6); 29.4% prophylaxis
K 35.3% I o010 0%
)
©
O 60% -
)
G—
< Permanent
X 40% - Home Prophylaxis e
treatment (N=12); prop_ y a?<|s
(N=11); 70.6% (N—120),
20% - 64.7% 100.0%
0%

type of treatment type of treatment type of prophylaxis

Czech National - .
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% of treated adults

o ¢

100% -~

80% -

60% -

40% -

20% -

0%

Type of treatment
(subgroup of treated patients)

N=50

Centre

treatment
(N=41);
82.0%

Czech National
Hemophilia
Program

type of treatment

-

l Institute
of Biostatistics
and Analyses

N=50

MUNI

On demand
(N=22);
44.0%

Prophylaxis
(N=28);
56.0%

type of treatment

Temporary
prophylaxis
(N=1); 3.6%

Adults
Haem B
N=50

Permanent
prophylaxis

(N=27);
96.4%

type of prophylaxis




Treatment data and factor consumption
Haemophilia A and B




All B
Treatment N=4211

Immunate :D 8
Fanhdi 1 ;
oa::at; as % Plasma-derived 422 persons (51.5% of all PWH)
Haemate P[] 3 :> factors were treated in 2021 (264
Wilate ] 2 N=79 persons received standard
Other—pdFVill ] 3 £ 157
Immunine [ 19 actor concentrates, persons
Octanine [ 9 received EHL factors, by-pass
""""" [ m e therapy or emicizumab, in 1
Advate | ] 106 d ilable:
Kovaltry 3 19 persons data are not available;
Refacto [ 9 94 persons received more than
\ NU‘{V':: - | 42 Recombinant one type/brand of concentrate).
ovoel .
Afséla 13 factors 9 persons were treated with
Rixubis [ 10 DSt both plasma-derived and
Benefix [ 8 recombinant factor.
Adynovi ] 46
Elocta | 1 85 Imissing type of treatment in 1 child
Jivi 126
Esperoct [ 12
Alprolix [ 33

Other-rec EHL FIX :EZ
NovoSeven 7

Hemlibras.c. 1 39

0 20 40 60 80 100 120 140
number of persons
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Immunate
Fanhdi
Octanate
Haemate P
Wilate
Other—pdFVill
Immunine
Octanine
Advate
Kovaltry
Refacto
NUWIQ
Novoeight
Afstyla
Rixubis
Benefix

Adynovi :

Elocta

Jivi

Esperoct

Alprolix
Other-rec EHL FIX

Hemlibra s.c.

Czech National
4 Hemophilia
Program

Treatment

143

b

20 40

number of persons

Institute
of Biostatistics
and Analyses

60

MUNI

Plasma-derived
factors
N=8

Children
N=1391

Recombinant
factors
N =140

139 children (50.2% of all PWH)
were treated in 2021 (67
children received standard
factor concentrates, 71 children
EHL factors, by-pass therapy or
emicizumab; 31 children
received more than one
type/brand of concentrate).
None child were treated with
both plasma-derived and
recombinant factor.

Imissing type of treatment in 1 child




Immunate
Fanhdi
Octanate
Haemate P
Wilate
Other—pdFVill
Immunine

Octanine :

Advate

Kovaltry :

Refacto

NUWIQ |
Novoeight |

Afstyla
Rixubis
Benefix
Adynovi
Elocta
Jivi

Esperoct |

Alprolix

Other—rec EHL FIX i

Hemlibra s.c.

Czech National
4 Hemophilia
Program

Treatment

Adults
N=283

Plasma-derived
factors
N=71

Recombinant
factors
0 N =272

0 20 40 60 80

number of persons

MUNI

-

l a Institute
of Biostatistics
and Analyses

283 adults (52.1% of all PWH)
were treated in 2021 (197
adults received standard factor
concentrates, 86 adults EHL
factors, by-pass therapy or
emicizumab; 63 adults received
more than one type/brand of

concentrate).
9 adults were treated with both
plasma-derived and

recombinant factor.




All

Comparison of treatment in years
2021 and 2020

% of all |% treated % of all |% treated
PWHs PWHs PWHs PWHs
48.5 47.6

397 1000 | 383 100.0
73 8.9 184 | 86 107 225
200 244 504 | 234 29.1 61.1
200 244 504 | 127 158 332
421 515 - | a1 524 :
818 100.0 - | 4 1000 i

* One patient could have more type
of factor concentrates.
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Children

Comparison of treatment in years
2021 and 2020

% of all |% treated % of all |% treated
PWHs PWHs PWHs PWHs
All treated with
sl balane 44.4 122 46.0
factor concentrates

122 100.0 100.0

Plasma-derived factor 4 1.5 3.3 I 7 2.6 5.7

Recombinant factor 63 229 516 | 95 358 779

Recombinant f. EHL 72 26.2 59.0 I 45 17.0 36.9
Without treatment 153 556 - | 13 sa0 :
Total 275 100.0 - | 265 1000 i

* One patient could have more type
of factor concentrates.

Czech National .
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Program and Analyses



Adults

Comparison of treatment in years
2021 and 2020

% of all |% treated % of all |% treated
PWHs PWHs PWHs PWHs
All treated with
sl balane 50.6 1000 | 261 484  100.0
factor concentrates

275

Plasma-derived factor [ 127 251 | 79 147 303

Recombinant factor 137 25.2 49.8 I 139 25.8 53.3

Recombinant f. EHL 128 23.6 46.5 I 82 15.2 31.4
Without treatment 268 49.4 - I 278 51.6 -
Total 543 100.0 - | 539 1000 :

* One patient could have more type
of factor concentrates.
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All

Consumption of drugs
Total annual Number of treated  Average annual consumption
Drug (IU) ,
consumption persons per treated person
FVilI (1U) Immunate 278 500 8 34 812.5
Fanhdi 2072 000 30 69 066.7
Octanate 1145 250 5 229 050.0
Haemate P 13 500 3 4 500.0
Wilate 11 000 2 5500.0
Other plasma-derived 204 3 68.0
FVIII PD total 3 520 250 47 74 898.9
Advate 8 552 375 106 80 682.8
Kovaltry 1246 000 19 65 578.9
Refacto 183 000 9 20 333.3
NUWIQ 4128 100 42 98 288.1
Novoeight 1733 500 11 157 590.9
Afstyla 96 500 3 32 166.7
FVIIl REC total 15 939 475 182 87 579.5
Standard FVIII total 19 459 725 221 88 053.1
Adynovi 9 356 654 46 203 405.5
Elocta 12 061 990 85 141 905.8
Jivi 4 079 000 26 156 884.6
Esperoct 2777 500 12 231 458.3
FVIIl REC EHL total
FViIil total 47 734 869 331 144 2141
FIX (1U) Immunine 421600 17 24 800.0
Octanine 400 000 9 44 444 4
FIX PD total 821 600 24 34 233.3
Rixubis 1052 250 10 105 225.0
Benefix 914 000 8 114 250.0
FIX REC total 1966 250 18 109 236.1
Standard FIX total 2787 850 41 67 996.3
Alprolix 2934 450 32 91701.6
Other-rec EHL FIX 42 000 2 21 000.0
FIX REC EHL total
FIX total 5764 300 64 90 067.2
By-pass NovoSeven (mg) 1640.0 7 234.3
Emicizumab Hemlibra s.c. (mg) 118 454 39 3 037.3




Consumption of drugs

Children

Total annual Number of treated  Average annual consumption
Drug (IU) ,
consumption persons per treated person
FVilI (1U) Immunate 0 0
Fanhdi 0 0
Octanate 703 250 3 234 416.7
Haemate P 1 000 1 1 000.0
Wilate 4 000 1 4 000.0
Other plasma-derived 204 3 68.0
FVIII PD total 708 250 4 177 062.5
Advate 2434 225 38 64 058.6
Kovaltry 550 500 12 45 875.0
Refacto 20 000 1 20 000.0
NUWIQ 972 200 3 324 066.7
Novoeight 499 000 2 249 500.0
Afstyla 96 500 3 32 166.7
FVIIl REC total 4 572425 57 80 218.0
Standard FVIII total 5 280 675 61 86 568.4
Adynovi 2012 000 14 143714.3
Elocta 4 164 490 43 96 848.6
Jivi 451 000 5 90 200.0
Esperoct 246 000 2 123 000.0
FVIIl REC EHL total
FViIil total 12 154 165 106 114 661.9
FIX (1U) Immunine 0 0
Octanine 0 0
FIX PD total 0 0
Rixubis 392 750 6 65 458.3
Benefix 0 0
FIX REC total 392 750 6 65 458.3
Alprolix 771750 10 77 175.0
Other-rec EHL FIX 32 000 1 32 000.0
FIX REC EHL total
FIX total 1196 500 16 74781.3
By-pass NovoSeven (mg) 1610.0 5 322.0
Emicizumab Hemlibra s.c. (mg) 41 220 28 1472.2




Adults

Consumption of drugs

Total annual Number of treated  Average annual consumption
Drug (IU) ,
consumption persons per treated person
FVilI (1U) Immunate 278 500 8 34 812.5
Fanhdi 2072 000 30 69 066.7
Octanate 442 000 2 221 000.0
Haemate P 12 500 2 6 250.0
Wilate 7 000 1 7 000.0
Other plasma-derived 0 0
FVIII PD total 2812 000 43 65 395.3
Advate 6 118 150 68 89972.8
Kovaltry 695 500 7 99 357.1
Refacto 163 000 8 20 375.0
NUWIQ 3 155900 39 80 920.5
Novoeight 1234 500 9 137 166.7
Afstyla 0 0
FVIIl REC total 11 367 050 125 90 936.4
Standard FVIII total 14 179 050 160 88 619.1
Adynovi 7 344 654 32 229 520.4
Elocta 7 897 500 42 188 035.7
Jivi 3628 000 21 172761.9
Esperoct 2531 500 10 253 150.0
FVIIl REC EHL total
FVIII total 35 580 704 225 158 136.5
FIX (1U) Immunine 421600 17 24 800.0
Octanine 400 000 9 44 444 4
FIX PD total 821 600 24 34 233.3
Rixubis 659 500 4 164 875.0
Benefix 914 000 8 114 250.0
FIX REC total 1 573 500 12 131 125.0
Standard FIX total 2 395 100 35 68 431.4
Alprolix 2162 700 22 98 304.5
Other-rec EHL FIX 10 000 1 10 000.0
FIX REC EHL total
FIX total 4 567 800 48 95 162.5
By-pass NovoSeven (mg) 30.0 2 15.0
Emicizumab Hemlibra s.c. (mg) 77 234 11 7 021.2
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