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Sample size, valid records

Records excluded from further analyses:
- patients without signed informed
consent

. .0
Persons registered in deceased persons
. . . * -
IjlemIS/CN'HP in whole |:> Validation <:> - persons lost from evidence
history until 31.12.2024 - persons transferred to other centre,
which does not participate in CNHP
N=1678 - “Entry form*“ not filled

- women - carriers of haemophilia
- persons with changed diagnosis
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This slide describes the process of records’ validation within the registry. All patients have signed IC.



<

Czech National
Hemophilia
Program

Persons with :
haemophilia (PWH) Haemophilia A | | Haemophilia B

i

N=752

Haemophilia

N=647 gy ===*===~ Y N=105

1 1

1 = 1 =
|->| Childrert r>| Childreré
1 1

1 = 1 =
t Adultsé6 | Adults 9

Institute
of Biostatistics
and Analyses




Centres participating in CNHP

Valid persons Valid persons
Paediatric centres N % | Adult centres N %
Prague — Dpt. of Pediatric Haematology 110 146 Brno — Dpt. Of Clin Hematol, UH Brno 175 233
and Oncology, CUH Motol
Brno — Dpt. of Pediatric Haematology, CUH Brno 69 9.2 Ostrava —Blood centre, UH Ostrava 75 100
Olomouc — Haemato-Oncology Dpt., UH
Hradec Krélové — Dpt. of Pediatric Medicine, UH HK 31 4.1 P 8y bp 58 7.7
Ostrava — Dpt. of Pediatric Medicine, UH Ostrava 19 2.5 Pilsen — Dpt. of Biochemistry and 3 70
Usti n.L. - Pediatric Dpt. — Haematology, Masaryk 16 21 Hematology, UH Pilsen :
Hospital . Liberec — Dpt. Of Clin Hematol, Hospital 48 6.4
Ceské Budejovice — Pediatric Dpt., Hospital CB 15 2.0 L’iberec '
Olomouc - Dpt. of Pediatric Medicine, UH Olomouc 13 1.7 3;‘;;&:' ~Dpt. Of Clin Hematol, Masaryk 29 3.9
Pilsen — Pediatric Dpt., UH Pilsen 12 16 Ceské Budéjovice — Dpt. Of Clin Hematol,
K 25 33
Hospital CB
Nymburk — Center for Thrombosis and 2 05

Hemostasis, Nymburk Hospital
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Centres contributing to the CNHP registry.
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Basic demographics

Type of haemophilia

Actual age* (years)
N 752 D Haemophilia A

: (N=647)
Mean 328 - Haemopbhilia B
Median (min - max) 30(0-89) (N=105)

g

% of persons

86.0%

age (years) were born in 2024.
* age reached in year 2024
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All
N=752

Four children with haemophilia

Though the percentage of PWH over 65 years has not been increasing dramatically over last several years, dealing with elderly people with

haemophilia will be the challenge for treaters. Currently it counts almost 12% of all registered PWHs.




Persons with haemophilia
and inhibitors in 2024

All
N=752

Active inhibitors were recorded in 12 persons during 2024
¢ 1linhibitor in adult with mild HA newly developed and one child had re-occurence in 2024

PWH with inhibitors:
¢ 6 childrenand 6 adults
¢ 11 haemophilia A and 1 haemophilia B
¢ 9insevere, 2 in moderate and 1 in mild haemophilia
¢ 11 high-titre and 1 low-titre (<5BU)
* 7 high response and 4 low response inhibitors; this information not available in 1 PWH with
inhibitor
¢ 10 patients were treated with emicizumab

* 7 patients were treated only with emi, 1 patient with emi and by-pass therapy, and 2 patients with emi
and FVIII during the year

¢ 1 patient with haemophilia B was treated with rFVlla
* One patient has already been on-going ITT in 2024 (started earlier)

Eradication of inhibitor:

«  Six patients with a history of inhibitor (now receiving emicizumab prophylaxis) had repeatedly negative
inhibitor levels and were considered inhibitor-free this year

. One patient had transient inhibitor (increased inhibitor level in 2023) and was inhibitor-free in 2024
*  One patient with inhibitor was transfered to another center (outside CNHP registry)
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Summary description of the PWH with inhibitors within registry. There are around five other PWH with inhibitors in the centre not
participating in CNHP registry.

Number of PWHI further decreased in 2024. Only 1 new inhibitors developed (adult with mild HA receiving FVIII before surgery) and
spontaneously disappered without any treatment and reoccured in 1 child with previous history of inhibitors after FVIII treatment for bl
eed.

The reason for the decrease of PWHs with inhibitors is caused mainly by disappearing of inhibitors in those on long-t
erm prophylais with emi



ABR and treatment regimens in patients with
inhibitor

I I I e A ey
1 HA oD HR 3

2021 Severe Yes high 1/2
2 HA 2020 Severe Yes Yes high NA 3 1/2
3 HA 2016 Severe Yes high LR 2 1/1
4 HA 2015 Severe Yes high HR 0 o/0
5 HA 1977 Severe Yes high HR 0 0/0
6 HA 1975 Severe Yes high HR 0 o/0
7 HA 1971 Severe Yes high LR 0 0/0
8 HA 1956 Severe Yes high LR 0 o/0
9 HA 2011 Moderate Yes high HR 0 0/0
10 HA 1941 Moderate Yes high HR 0 0/0
il HA 1988 Mild No low LR 1 1/0
12 HB 2007 Severe Permanent px high HR 15 11/4

new in 2024
NA not available
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This slide describes in more details all PWH with “active” inhibitors within CNHP registry. Very little patients with HT inhibitors remained on ITI (only
one in fact, being on concomitant emi prophalxis). All HA hi gh titre inhibitor patients were started or switched on/to emicizumab. The number of bleeds,
on above mentioned treatment is kept low.



ABR according to treatment regimen in PWH
with inhibitor

N=12

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

Haemophilia A Yes Emi px 3.00 3(3-3) 1/2
OD 0 - - -

No Emi px 9 0.56 0(0-3) 0/0

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

Haemophilia B No BPA permanent 1 15.00 15 (15-15) 11/4

Czech National .
.{Hemophilia i oF lgetatisics IUI U N I
Program and Analyses

(Almost all) Patients with inhibitors, are on permanent prophylaxis with emicizumab. This treatment led to minimal ABR in all HA inhibitor patients.



Demographic characteristics
Haemophilia A
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Severity of haemophilia A

Haem A
N=647

| Children (N=241) | Adults (N=406)
[ wild (n=122) 1 wiid (N=220)
E Moderate D Moderate
- N=36
[ {hvan) (n=g) | {hvae) (N=150)

54.2%
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Age at diagnosis according to severity of
haemophilia A

Haem A
N=647

Children (N=237") | Adults (N=3432)

n median

10t — 90t
percentile

Age at diagnosis (years)
=
O N B O 0O
Age at diagnosis (years)
BN WSO
OO O0OO0OO0OOoOOo

120 23 94 5 N valid 197 31 115 6
2.9 1.9 0.6 0.0 Mean 20.1 7.2 2.5 35
2(0-18) 1(0-10) 0(0-7) 0(0-0) Median (min — max) 13(0-68) 4(0-32) 1(0-38  1.5(0-10)
1 Missing information on year of diagnosis in 4 children. * including persons with inhibitor
*in 2024

2 Missing information on year of diagnosis in 63 adults.

Czech National .
o Institut
*Hemophllla oF loatsistics IUI U N I

Program and Analyses

Median age at diagnosis is different for adults and children with HA. (In the past, the diagnostic options were worse, than they are today). Most children
with severe haemophilia are diagnosed before 12 months of age now, what is constantly lowering the median/mean age of diagnosis in children year by year.



Actual age according to severity of haemophilia
A

Haem A
N=647
Children (N=241) | Adults (N=406)
20 100
T 15 g 80 1
g; 10 median j’>: 60 |
EF I 10— 90t EP 40 7
c percentile €
P20
s 0 T T T U 0 T T T
O & <& O & N
N b@@ o Q,AQ’ \30\ N\ bé'b o éz §6

Mild* Severe* Inhibitor* Current age™ (years) Mild* Severe* Inhibitor*

122 23 96 5 N valid 220 36 150 6
107 101 8.9 7.4 Mean 46.9 44.3 44.1 56.0
11(0-18)  10(1-18) 85(0-18)  8(3-13) Median (min — max) 45(19-89) 39.5(19-83) 43(19-85) 51(36-83)

* including persons with inhibitor
*in 2024
**age reached in year 2024
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Mean age of Czech adults with HA is over 40 years. Mean age of children with HA is around 10 years.



Hepatitis (ever) experienced

Childre
n

Haem A
N=241

Experienced

hepatitis

ﬁ Yes (N=0)

[ won=227)
D Not known (N=14)

—5B0%
Ve

No child has hepatitis.

94.2
%

Data from last completed annual report of each person.
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No HepC infection in children since late 90’s. None of Czech children with HA is infected with Hepatitis C.



Hepatitis (ever) experienced

Adults
Haem A
N=406

Experienced

hepatitis
ﬁ Yes (N=126)

Cd non=272) § 25% - %
g 20.29
D Not known (N=8) % 20% - °
® ° 16.0%
15% -
67.0 %
0
% 10% - 81%
' N=126 ' 5o -
0% T
HepA HepB HepC
(N=33) (N=65) (N=82) type of hepatitis
Data from last completed annual report of each person. '
*Total of 180 cases of hepatitis in 126 persons. One 14 adults are
person may have more types of hepatitis recorded. HCV RNA

positive
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There was NO NEW HepC infection in 2023.



HIV

All
Haem A
N=647

HIV

Positive (N=1)

Negative (N=543)

Not known / not available
(N=103)

83.9 15.9

LM

N=1 (+ 1 in another centre outside CNHP)

All HIV-positive persons are adults.
0.2
%

Data from last completed annual report of each person.

Czech National -
s Institute
Hemophilia of Biostatistics

Program and Analyses

Very low number of HIV positive PWH due to low/no access to contaminated concentrates in 80s and 90s. Our current treatment is on a very high safety level. No
No new HIV+ PWH reported since late 90s.



Treatment outcomes and bleeding frequency
Haemophilia A
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Data from year 2024 — sample size

All
Haem A
N=647

Persons with

. . Persons Persons
Valid persons valid annual )
S examined treated
report = =
% % \| % %
All 647 100% > 627 96.9% > 479 74.0% -> 336 51.9%
of them with inhibitor 11 11 11 11
Children 241 100% -» 241 100.0% -» 211 87.6% -»> 126 52.3%
of them with inhibitor 5 5 5 5
Adults 406 100% -> 386 95.1% > 268 66.0% -> 210 51.7%
of them with inhibitor 6 6 6 6
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There are records of nearly 75% of all Czech haemophiliacs in total within the CNHP registry in 2024. As for paediatric population, ALL children are recorded. CNHP registry also
houses records of about 65% of adult haemophiliacs in Czech Republic. Further slides display analyses performed only on records, which were updated during 2024. Not all
patients came to the centre (especially adults) and not all centres fully reported all data (including detailed info about bleeding episodes) in 2024. Thus, not all records have been
updated and used for further analyses. Data monitoring has been introduced since 2017 to further increase the validity of the data within CNHP registry. Last data monitoring by
the teams of auditors was done in all centres in 2023.



Haem A

Frequency of bleeding requiring N=647
treatment in 2024

o | Children (N=241) | oo | Adults (N=403")
(] (]
80% 80%
£ 60% £ 60%
@ @
£ 40% S 40%
ES X
20% 20%
0% 0%
Q N, D»5» H O O O 0 Q N D> H O v O O
/ PN N / /
VN NG A VN NG A
NN N
Bleeds per year Bleeds per year
Mild* Moderate* Severe* Inhibitor Frequency of bleeding Mild* Moderate*
122 22 92 5 N valid 219 35 143 6
0.1 0.4 0.8 1.6 Mean 0.1 0.7 0.9 0.2
0(0-3) 0(0-4) 0(0-6) 2(0-3) Median (min — max) 0(0-3) 0(0-10) 0(0-35) 0(0-1)
110(90.2%)  18(81.8%) 56 (60.9%) 2 (40%) N (%) with no bleed 206(94.1%)  26(74.3%)  100(68.5%) 5 (83.3%)

* without inhibitor 1 Frequency of bleeding is missing in 3 adults.
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Data shown support good efficacy of care provided to Czech PWH, no matter what age category they are. Mean/Median number of bleedings per year (ABR) is 0.8/0 for ch
ildren and 10,9/0 for adults with severe haemophilia A without inhibitors. WAS 0,9/0 for children and 1,2/0 for adults in 2023.

The median of ABR is kept O for children and adults in CZ since 2021. This year, median ABR was 0 also for adult PWHs with inhibitors.



Location of bleeds in 2024

Childre
n

Haem A
N=241

N pers N bleeds

. 41.8%
55  (22.8%) children 23 33 Joints
experienced bleeding at 15 19 Muscles
least once in year; 104 41.8%
bleeds were recorded in 23 34 Subcutaneous
total, 6 bleeds required 5 6  Oral cavity
hospitalization. 0 ou ital tract
All 55 children have rogenitaltrac
recorded location of 1 2 Epistaxes
their bleeds. 1 1 GIT
186 (77.2%) children 0 0 CNS
recc:)rded no bleed 9 9 Other 16.4%
during year 2024. T T T T T 1
55 104 Total 0% 10% 20% 30% 40% 50%
% from persons with bleeding
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There was no CNS bleed in children with haemophilia in 2024. Percentage of children with no bleed significantly increased from 70,4 to 77,2 from 2023 to 2024.



Location of bleeds in 2024

Adults
Haem
A

N=403
1

N pers N bleeds

) 62.5%
66  (16.4%)  adults 40 91 Joints

experienced bleeding at 16 32 Muscles
least once in year; 174
bleeds were recorded in
total, 15 bleeds required 2
hospitalization.

64 of these 66 adults
have recorded location
of their bleeds.
Localization is not
known in 2 adults.

Subcutaneous
Oral cavity

Urogenital tract

GIT
CNS

9
5
7
0 Epistaxes
4
0
8

a O wW O o

Other 9.4%

337 (83.6%) adults have t
recorded no  bleed 64 156 Total 0% 20% 40% 60% 80%

- % from persons with bleeding
during year 2024.
IFrequency of bleeding is missing in 3 adult.

T T T 1
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Number of “non-bleeders” in adults further increased compared to 2023 (from 80,9% to 83,6%). What is even more important is further si
gnificant decrease in total number of bleeds in adult PWHs compared to 2023 (from 213 to 174).



Preventive administration in 2024

Childre
n

Haem A
N=241

pers admin

10 12 Stomatologygy 4.1%
27 (11.2%) children were
given factor to prevent 7 8 Minorsurgery‘ry 2.9%
bleeding during/before
risk situation. 2 2 Major surgery‘ry
97 preventive adminis- '
trations were recorded in 4 69 Risk activity U/
total.

2.5%

6 6 Other preventionDn

0% 2% 4% 6% 8% 10%

% of persons

27 97 Total
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This figure refers to preventive factor’s administration in children with HA, applied less often, than in 2023.
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Preventive administration in 2024

Adults
Haem
A
N=406

pers admin

20 23 Stomatologygy

80 (19.7%) persons were
given factor to prevent 17 17 Minorsurgery‘r
bleeding  during/before
risk situation. 19 19 Major surgery‘ry
118 preventive administ- '
rations were recorded in 7 23 Risk activity U/
total.

Y

23 36 Other preventionDn

0% 2% 4% 6%

% of persons

80 118 Total

Czech National

-
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This figure refers to preventive treatment in adults with HA. No significant change compared to 2023



ABR according to treatment regimen
Haemophilia A without inhibitor
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Annual bleeding rate according to
treatment regimen

Frequency of bleeding Mild* Moderate*

Children
Haem A
N=236*

* without inhibitor

Treatment regimen oD prophy oD prophy oD prophy
N valid 121 1 13 9 2 90
Mean 0.1 0.0 0.3 0.4 0.5 0.8
Median (min — max) 0(0-3) 0(0-0) 0(0-4) 0(0-2) 05(0-1) 0(0-6)
Total no of recorded bleeds 15 0 4 4 1 72
Children on permanent Treatment regimen:
i 1(0.8%) 9(40.9%) 90 (97.8%) oD=on and/or
% of factor (FVIII) consumed by temporary prophylaxis
children on permanent 0.4% 96.2% 95.7% prophy = permanent
prophylaxis prophylaxis (factor or emi)
Location of bleeding Mild* Moderate*
Treatment regimen [ prophy ! oD prophy
N valid 121 1 13 9
JOINT BLEEDS
Mean 0.0 0 0.1 0.2 0.0 0.3
Median (range) 0(0-2) 0(0-0) 0(0-1) 0(0-1) 0(0-0) o0(0-4)
Total no of recorded bleeds 2 0 1 2 o 25
OTHER BLEEDS
Mean 0.1 0 0.2 0.2 0.5 0.5
Median (range) 0(0-3) 0(0-0) 0(0-3) 0(0-2) 0.5(0-1) 0(0-6)
Total no of recorded bleeds 13 0 3 2 1 47
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This slide confirms good effect of permanent prophylaxis in children. Rate of prophylaxis (factor or emi) is almost 100% among children with severe haemophilia A.

Number of bleeds per year (median) in severe haemophiliacs A on prophylaxis is kept on 0.

It is true also for joint bleeds, see the lower figure on the slide. The total number of joint bleeds decrease almost 5 times compared to 2023!!!



Adults

Annual bleeding rate according to Haem 4
treatment regimen

Frequency of bleeding Mild* Moderate* Severe* * without inhibitor; missing

Treatment regimen oD prophy oD prophy oD prophy frequency of bleeding in 3
N adults; missing location of
N valid 219 0 27 8 26 117 bleeds in 2 adults
Mean 0.1 0.0 0.6 1.0 2.9 0.5
Median (min — max) 0(0-3) (-) 0(0-10) 0.5(0-5) § 0(0-35) o0(0-7)
Total no of recorded bleeds 16 0 16 8 76 57
Adults on permanent Treatment regimen:
prophylaxis 0 (0%) 8 (22‘ 9%) 119 (81'5%) 0D = on demand and/or
temporary prophylaxis
% of factor (FVIII) consumed by rophy = permanent
adults on permanent prophylaxis 0.0% 85.3% 91.2% p o
prophylaxis (factor or emi)
Location of bleeding Mild* Moderate* Severe
Treatment regimen [ prophy ! [ prophy oD
N valid 219 o | 2 8 24
JOINT BLEEDS
Mean 0.0 0 0.1 0.8 1.7 0.3
Median (range) 0(0-1) (=) 0(0-3) 0(0-4) 0(0-25) o0(0-4)
Total no of recorded bleeds 6 0 4 6 41 33
OTHER BLEEDS
Mean 0.0 0 0.4 0.3 0.7 0.2
Median (range) 0(0-3) (-) 0(0-9) 0(0-1) 0(0-10) 0(0-4)
Total no of recorded bleeds 10 0 12 2 17 24
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Prophylaxis works very well in Czech adult PWHs! It keeps the median of ABR in all severe haemophiliacs with prophylaxis below 1. Was 0 in 2023, though ?!
Rate of prophylaxis (factor or emi) is kept around 92% among adults with severe haemophilia A.

Median of joint bleeds per year is 0 in adults with severe HA (both on prophy and OD)! It is however seen, that some adult PWHA still have significant number of joint bleeds despite the prophylaxis.



ABR according to treatment
regimen and age

Adults
Haem A
N=397*
* withoutinhibitor; missing

frequency of bleeding in 3 adults;
missing location of bleeds in 2

= adults
Frequency of bleeding Mild* evere
Treatment regimen oD Prophy oD Prophy oD Prophy
N valid 153 0 16 6 20 74
Mean 0.1 0.0 0.1 12 3.7 0.5
Ad A
Median (min — max) 0(0-3) (-) 0(0-1) 0.5(0-5) | 0(0-35) 0(0-5) 990
before
Total no of recorded bleeds 12 0 1 7 74 35 z
Adults on permanent prophylaxis 0 (0% ) 6 (27,3%) 76 (78.4%)
% of factor (FVIII) consumed by
adults on permanent prophylaxis 0.0% 83.7% 89.8%
Frequency of bleeding Mild* evere
Treatment regimen oD Prophy oD Prophy oD Prophy
N valid 66 0 11 2 6 43
Ad aem A
Mean 0.1 0.0 1.4 0.5 0.3 0.5 990
0
Median (min — max) 0(0-2) (-) 0(0-100 05(0-1) | 0(0-1) 0(0-7) .
Total no of recorded bleeds 4 0 15 1 2 22 -
Adults on permanent prophylaxis 0 (0%) 2 (15.4%) 43 (87.8%)
% of factor (FVIIl) consumed by 0.0% 87.9% 93.9%

adults on permanent prophylaxis

Institute
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Program

and Analyses

of Biostatistics

26

This important table shows in general difference in bleeding rates between adult PWH born before 1990 (when concentrates and thus also prophylaxis became available in CZ) and PWH
and born later. This is now however true only for means and intervals. Median of ABR in severe HA on prophylaxis is below 1 for both groups.

Prophylaxis thus works very well also in most of those, with already damaged joints. This is clearly seen on median ABR for the “older” group. We thus further advocate for
more tertiary prophylaxis in adult PWH.



Joint and other bleeds according to treatment
regimen and age

Adults
Haem A
N=395*
* withoutinhibitor; missing

frequency of bleeding in 3 adults;
missing location of bleeds in 2

adults
Frequency of bleeding Mild*
Treatment regimen oD prophy prophy oD prophy
N valid 153 0 16 6 18 74
JOINT BLEEDS
Mean 0.0 0 0.0 08 2.2 03 Adults (haem A)
Median (range) 0(0-1) (-) 0(0-0) 0(0-4) | 0(0-25 0(0-4) Jelelgyilelziiel -t o)
Total no of recorded bleeds 3 0 0 5 40 25 N=267
OTHER BLEEDS
Mean 0.1 0 0.1 0.3 0.9 0.1
Median (range) 0(0-3) (-) o(0-1) o0(-1)| o(0-10) o0(0-3)
Total no of recorded bleeds 9 0 2 16 10
Frequency of bleeding Mild*
Ti regimen oD prophy
N valid 66 0
JOINT BLEEDS Adults (haem A)
Medil‘::::‘ange) 0 (z‘o 1) (Cl ) , : ; . RelEy M
Total no of recorded bleeds 3 0 Iati
OTHER BLEEDS N=128
Mean 0.0 0
Median (range) 0(0-1) (=)
Total no of recorded bleeds 1 0
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The same is true for joint bleeds in adults. Some frequent bleeders however still remain, especially among adults with severe HA born before 1990.
They are, indeed, either new candidates for tertiary prophylaxis, or they may need more intensive prophylaxis.



Location and etiology of bleeds

Children
Haem A
N=104"

* number of bleeds

® Joints (N=33)

’ m Knee (N=5)
2% |
’/ ’ ’ m Ankle
(N=18)
I i 5 P A RLS)
| 74%  [21% 5
i ) 0;}%.7% m Muscles 773 24% Subcutaneous...
2.8% 777
N (N=19) Urogenital tract...
B Subcutaneous | IEEEEEET
(N=34) I T GIT (N=1)
m Oralcavity | SESSSSFTVASSSSEEVY Other (N=9)
(N=6)
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Only around 31% of bleeds in children with haemophilia are joint bleeds. Soft tissue bleeds are in 34% subcutaneous bleeds. The most of all bleeds in children are traumatic bleeds.



Detailed treatment of bleeds

Children
Haem A
N=104"

* number of bleeds

Joints Muscles SR Oral cavity picesptal Epistaxes GIT CNS Other Total
neous tract
No. of bleeds 33 19 34 6 0 2 1 0 9 104
FVIII consumption per
bleed (1U), valid N 27 19 28 s 1 1 8 8
geometric mean 2497.3 2545.2 1359.9 5743 1500.0 10500.0 1990.2 1887.9
median 2500.0 2500.0 1500.0 500.0 1500.0 10500.0 2250.0 1500.0
min—max 500-20000 500-19000  500-8000 250-4000 1500-1500 10500-10500 500-6250 : 250-20000
sum 97 200 68 750 47750 5500 1500 10 500 20250 251450
No. of doses per bleed
geometric mean 15 1.4 1.2 1.0 1.0 7.0 1.6 13
median 1 1 1 1 1 7 1 1
min — max 0-8 1-10 0-4 1-1 0-1 7-7 0-9 0-10
Duration of therapy
per bleed, days
geometric mean 2.0 1.7 25 2.7 4.6 5.0 1.7 21
median 1 1 1 3 5 5 2 1
min — max 1-21 1-7 1-1500 1-12 3-7 5-5 1-7 1-1500
N (%) with
hospitalization 2(6.1%) 1(5.3%) 0(0%) 1(16.7%) 0(0%) 1(100%) 1(11.1%) i 6(5.8%)
N (%) with rebleeding 5 (15.2%) 0(0%) 1(2.9%) 0(0%) 0(0%) 0(0%) 1(11.1%) i 7(6.7%)

Czech National
Hemophilia
Program

Institute

of Biostatistics
and Analyses
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In median, the dose used to treat joint bleed in children was 2500 IU FVIIl administered in 1 infusion within one day. Muscle bleeds were often treated similarly .
Some bleeds were however cesed only on prophylaxis with no extra dose needed. Compared to 2023, bleeds in 2024 needed less factor and less

time to heal.



Location and etiology of bleeds

Adults
Haem A
N=156*

* number of bleeds

® Joints (N=91)

S

m Knee (N=17)

% \
m Ankle
(N=19)
¥ Er Rkl ™ SRR US
| 75%  [25%|
0.0% /12.3% m Muscles TS Subcutaneous (N=9)
| 80% P
0.6%8% (N=32) I T/ Urogenital tract...
10.8%ﬁ> ' ® Subcutaneous
( (N=9) 57 25% GIT (N=4)
7.7% ‘ = Oralcavity | mSEpmSENETTM Other (N=8)
13.8% (N=5)

Czech National .
TR Institute
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Program and Analyses

The situation is different in adults, though. Over 58% of bleeds in adults with haemophilia are joint bleeds, though their total number significantly decreased compared to 2023.
Soft tissue bleeds are in 32% muscle bleeds. The most of all bleeds in adults are spontaneous ones (i.e. 68% of joint bleeds). This is probably mainly due to already damaged joints especially
in people born before 1990.



Detailed treatment of bleeds

Adults
Haem A
N=156*

* number of bleeds

Subcuta-

Urogenital

Joints Muscles Oral cavity Epistaxes GIT CNS Other Total
neous tract
No. of bleeds 91 32 9 5 7 0 4 0 8 156
FVIII consumption per
bleed (1U), valid N 87 31 9 s 6 4 7 149
geometric mean 2862.9 2876.9 4313.2 1918.6 2167.5 8795.6 8572.4 3110.0
median 3000.0 1000.0 4000.0 2000.0 4000.0 16750.0 9000.0 3000.0
min—max 500-91000 1000-86000 1000-26000 1000-6500  10-24000 2000-47500 1000-63000 10-91000
sum 502 500 304 000 62 500 12 500 44000 83 000 150 000 1158510
No. of doses per bleed
geometric mean 1.7 1.9 1.7 13 2.8 4.8 4.3 1.9
median 1 1 1 1 3 9 5 1
min — max 0-37 0-34 1-13 1-2 0-7 1-32 1-21 0-37
Duration of therapy
per bleed, days
geometric mean 1.7 20 19 13 2.7 25.6 4.0 2.0
median 1 1 1 1 4 15 5 1
min — max 1-30 1-45 1-13 1-2 1-6 1-2000 1-21 1-2000
N (%) with
hospitalization 5(5.5%)  4(12.5%)  1(11.1%) 0(0%) 1(14.3%) 2 (50%) 2(25%) 15(9.6%)
N (%) with rebleeding 4 (4.4%) 1(3.1%) 0(0%) 0(0%) 1(14.3%) 0(0%) 0(0%) 6(3.8%)

Czech National
Hemophilia

Program

Institute
of Biostatistics
and Analyses

In median, the dose used to treat joint bleed in adults increased to 3000 IU FVIIl administered in one infusion within one day. Muscle bleeds were often treated with total
dose of 1000 IU FVIIl administered in 1 infusions. Doses are similar or lower than in children, though the weight of adults is approximately 3x higher, compared to children.
Some adults still received ONLY 500 IU to treat the joint/muscle bleed!!!



ABR according to centres
Haemophilia A (PWHA)
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HaemA on

Annual bleeding rate on permanent | ,..%..

prophylaxis =
D Moderate Frequency of bleeding in PWHA without
- Severe ABR (,Eedian) inhibitor on permanent prophylaxis
Paediatric centre 0 4 N Mean Median Min Max Severity
braha | O ' "5 06 0.0 0 2 Moderate
raha
0. 39 1.0 0.0 0 5 Severe
8 T 0 1 0.0 0.0 0 0 Moderate
rno
0 27 04 0.0 0 3 Severe
Ostrava | O 0
0 7 0.4 0.0 0 2 Severe
“ i 0
Ceské Budéjovice
Q 12 0.2 0.0 0 1 Severe
o 1 0.0 0.0 0 0 Moderate
Hradec Kralové
1 2 1.0 1.0 0 2 Severe
- y 1 1.0 1.0 1 1 Moderate
Usti nad Labem F 1
3 1.0 0.0 0 3 Severe
Plzeri 0
zen
- 1 4 2.0 1.0 0 6 Severe
ol 1 0.0 0.0 0 0 Moderate
omouc
1 3 o7 10 0 1 Severe

Czech National .
o Institut
*Hemophllla oF loatsistics IUI U N I

Program and Analyses

In none of paediatric centres, severe haemophiliacs on prophylaxis bleed more than 1 times per year (median). We, however, should continue to
focus on individualized/tailored prophylaxis in all with severe phenotype and shall offer it to all, who may benefit from this approach. This should further minimize
the differences in ABR between centres, also in patients with moderate haemophilia.



HaemA on

Annual bleeding rate on permanent | ...

prophylaxis —
[] Moderate Frequency of bleeding in PWHA without
- Severe 0 ABR fnedian) 4 inhibitor on permanent prophylaxis
Adult centre ‘ ‘ N Mean Median Min Max Severity
2 0.5 0.5 0 1 Moderate
Brno n 0.5
0 34 05 0.0 0 4 Severe
3 2.0 1.0 0 5 Moderate
Ostrava : 1.0
0 26 07 0.0 0 5 Severe
0
Plzeri
16 0.1 0.0 0 1 Severe
0.0 2 0.0 0.0 0 0 Moderate
Liberec 0
i 7 0.6 0.0 0 3 Severe
L 110 1 1.0 1.0 1 1 Moderate
Olomouc [0
| 12 0.5 0.0 0 5 Severe
. 0
Usti nad Labem 0
9 0.4 0.0 0 2 Severe
< 0
Ceské Budéjovice 0
i 3 0.7 0.0 0 2 Severe
Nymburk 0
mbur
v i 0 3 28 0.0 0 7 Severe

Czech National -
s Institute
Hemophilia of Biostatistics

Program and Analyses

In 2024 the difference in ABR of adults with severe HA on prophylaxis is low between centres. All adult PWHs with severe dis
disease on permanent prophylaxis had median of ABR below 1 in all centres for the first time. (Was 0 though in 2023?!)



HaemA
Paed.

Annual bleeding rate regardless

prophylaxis =
D Moderate Frequency of bleeding in PWHA without
B severe inhibitor regardless of prophylaxis
BR (medign)
Paediatric centre 0 ZQ Z’ 6 n Mean Median Min  Max L) permar}ent
prophylaxis
9 0.4 0.0 0 2 55.6%
Praha
40 1.0 0.5 0 5 97.5%
i 5 0.0 0.0 0 0 20.0%
Brno
27 0.4 0.0 0 3
] 0 00 0.0 0 0
Ostrava
7 0.4 0.0 0 2 100.0%
« 2 0.0 0.0 0 0 .0%
Ceské Budéjovice 0:0%
12 0.2 0.0 0 1 100.0%
1 0.0 0.0 0 0
Hradec Kralové 1000%
2 1.0 1.0 0 2 100.0%
. 1 1.0 1.0 1 1
Usti nad Labem 100.0%
3 1.0 0.0 0 3 100.0%
. 1 40 4.0 4 4 (X3
Plzeni
4 2.0 1.0 0 6
3 0.0 0.0 0 0
Olomouc
1 3 0.7 1.0 0 1

Czech National -
s Institute
Hemophilia of Biostatistics

Program and Analyses

Ideally, children on prophylaxis should have same (lower) bleeding rate as (than) those, who do not need prophylaxis. This is in fact the goal of prophylaxis! Those, who bleed,
should be on prophylaxis to decrease the bleeding rate. Those, who have not more than one joint bleed per year without prophylaxis probably do not eed it. Paediatric centres should
work further on this issue to reflect the fact, that children in these days want to live very active life. The discrepancy between centres should be further minimized or should ideally
disappear to guarantee the same level of care nation-wide.



HaemA
Annual bleeding rate regardless e
centres
. N=172*
prophylax|s AT
adults
|: Moderate Frequency of bleeding in PWHA without
B severe inhibitor regardless of prophylaxis
BR (mediap) o,
Adult centre 0 ﬁ A] 6 N Mean Median Min Max & ::ol:)ehr;:‘:xr;:m
smo | 0.0 15 02 0.0 0 1 13.3%
0.0 42 04 0.0 0 4 81.0%
Ostrava 0.0 7 0.9 0.0 0 5 42.9%
0.0 29 07 0.0 0 5 89.7%
Plzert 0.0 B] 0.0 0.0 0 0 0.0%
0.0 20 1.0 0.0 0 12 LA
Uberec | 0:0 3 00 0.0 0 0 66.7%
0.0 10 20 0.0 0 15 70.0%
20 2 20 2.0 1 3 50.0%
Olomouc .
0.0 14 29 0.0 0 35 82.4%
Usti nad Labem 0.0 3 0.0 0.0 0 0 0.0%
0.0 10 04 0.0 0 2 90.0%
 bogtiovee 1 50 2 50 50 0 10 0
Ceské Budéjovice 0.0 5.0 7 a5 - 2 2 :3031;
Nymburk 0
mourl
v 0.0 3 23 0.0 0 7 100.0%

Czech National .

TR Institute
Hemophilia of Biostatistics
Program and Analyses

Similar information for adults.



HaemA
Prophylactic regimens e
and treatment outcomes —

ON-DEMAND /

PERMANENT PROPHYLAXIS TEMPORARY PROPHY

Paediatric centre Total N

Dosing of prophylaxis | Dosing of prophylaxis|  Dosing of EMI
SHL EHL

S0of prophylaxis

patients (mg/kg per week)

Moderate ¥ 828 828 641 680 4

40 |9o75% 39 700 885 728 707 17 15 1.0 0.0 1 1.0 1.0

Moderate 5 | 200% 1 13 13 00 0.0 4 0.0 0.0
27 | 1000% 27 836 875 13 12 0.4 0.0 0
Moderate O 0.0% 0 0
7 |1000% 7 15 15 0.4 0.0 0

T 0.0% 0 2 00 0.0
12 |1000% 12 743 736 14 14 02 0.0 o
Moderate 1 | 1000% 1 614 614 0.0 0.0 o
severe 2 |1000% 2 915 915 1.0 1.0 0
Moderate 1 | 1000% 1 22 22 10 1.0 o
3 |1000% 3 586 586 13 13 10 0.0 o

m Moderate 1 0.0% o 1 4.0 4.0
severe 4 |1000% 4 1607 1607 14 15 20 1.0 0

Moderste 3 | 333% 1 12 12 0.0 0.0 2 00 0.0
m Severe 3 [1000% 3 15 15 07 1.0 0

Czech National .
P Institute
Hemophilia of Bmshmshcs

Program and Analyse

More detailed description of prophylactic dosing/regimens used by different paediatric centres within CNHP and its correlation with annual bleeding rates in respective centres.



HaemA
Adult

Prophylactic regimens
and treatment outcomes

N=175

ON-DEMAND / TEMPORARY
PERMANENT PROPHYLAXIS PROPHY
e e Dosing of Dosing of Dosing of EMI
o prophylaxis SHL | prophylaxis EHL |  prophylaxis
(1U/kg per week) | (1U/kg per week) | (me/kg per week)
N I e e

ean
Moderate 15 13.3% 2 56.3  56.3 1.6) 1.9 0.5 0.5 55,

-
@
o
N
)
o

22 |s10% 34 95 902 756 729 14 14 05 00 43 8 01 00 4
7 |a29% 3 721 645 20 10 72 4 00 00 32
29 |897% 26 796 762 772 776 15 15 07 00 38 3 07 00 61
3 Joox o 3 00 00 48
20 |s00% 16 525 525 656 591 14 14 01 00 46 4 45 30 60
3 |ee7% 2 17 17 00 00 51 1 00 00 43
10 |700% 7 764 739 15 15 06 00 40 3 53 10 25
2 |so0% 1 732 712 725 725 10 10 25 130 30 29
17 |s24% 14 550 522 22 22 05 00 37 3 175 175 64
3 Joox o 3 00 00 27
10 |900% 9 379 429 04 00 45 1 00 00 40
Moderste 2 | 0.0% 0 2 50 50 56
severe 9 |333% 3 705 571 07 00 56 6 07 00 62
Moderate 0 0.0% 0 0
severe 3 |100.0% 3 815 85 13 13 23 00 34 0

Czech National .
P Institute
Hemophilia of Biostatistics

Program and Analyses

More detailed description of prophylactic dosing/regimens used by different adult centres within CNHP and its correlation with annual bleeding rates in respective centres.



Type of treatment
(subgroup of treated patients)

Childre
n

Haem A
N=126

N=126 N=126
On
200% Centre Rero®
3 ° 7 treatme... rary
£t R e T prophy
£ 580% -
o
< Home Perma
60% - treatm 2.8%
Nt prophy
40% (N=114 lendis
); _
20% - 90.5% (N)_.mS
0% -
type of type of treatment type of prophylaxis
treatment

9
. ®
Czech National p 08.6,¢ ¢
ili Institut ®
* Hemophllla l nr;sﬂiu:':ﬂsti(s IUI u N I
Program and Analyses ®

Over 90% of children treated in 2024 took the advantage of home treatment. Over 85% of treated children were commenced on any type of prophylaxis a
and 97% out of those on prophylaxis were on permanent prophy in 2024.



Type of treatment
(subgroup of treated patients)

Adults
Haem
A
N=210

2 100%
3 treatme...
- 80%
b
©
g 60% Home
5 treatm
x
40%
20%
0%
type of type of treatment type of prophylaxis
treatment

Czech National .
o Institut
‘{Hemophllla 1R sFissheristics MUNI
Program and Analyses

79% of adults treated in 2024 took the advantage of home treatment. 70% of treated adults were commenced on any type of prophylaxis and 90% out of those on
prophylaxis were on permanent prophy in 2024.



Haem A

Emicizumab treatment in 2024 N=89!

1 patients on
emicizumab prophylaxis
in a given year

100%
80%
m With active inhibitor Severit g 60% 1 ABR
y § 40%
(N=10) 1 5 20% \
19 ) X 0%
u jbitor : Mild 0 1 23 45 610
0 72 Bleeds per
[y ea
. - = Mode Total
o o
N rate Nvalid 89
N
& N ABR
Mean  0.36 0.80 0.30
50‘7 Median (min—max) 0(0-6) 0(0-3) 0(0-6)
2] ’ Actua I age N (%) with no bleed 70 (79%) 7(70%) 63 (80%)
8 EMI DOSE (mg/kg/week)
o Mean  1.52 1.68 1.49
'E- 8% Median (min—max) 1.5(0.8-4) 15(1.4-2.9) 1.5(0.8-4)
o 24% 4 o EMI FREQUENCY
O\QOcy Fya Ty o0, xl u" {,Q! Onceaweek  7(7.9%) 5 (50%) 2(2.5%)
° Once every 2 weeks 76 (85.4%) 5(50%) 71(89.9%)
0-4 5-11 Y2319 20-49 50+ Onceamonth  1(1.1%) 0(0%) 1(1.3%)
Other,NA 5 (5.6%) 0(0%) 5 (6.3%)

Czech National -
s Institute
Hemophilia of Biostatistics
and A 5

nalyses

Program

This slide describe the population of HA patients treated with emicizumab in CZ. The total number of PWHs on emi increased from 76 in 2023
to 89 in 2024. It is seen, that in 2024 emi was used mainly for people with HA (currently) without inhibitors and its efficacy was very high for both
children and adults.



Demographic characteristics
Haemophilia B
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Severity of haemophilia B

Haem B
N=105

| children (N=36) | Adults (N=69)
[ wild (n=15) 1 wild (n=17)
E Moderate (N=7) m Moderate
(|

(N=27)
Severe (N=25)

- Severe (N=14)

38.9% 41.7% 24.6%

Czech National .

TR Institute
Hemophilia l of Biostatistics
Program and Analyses




Haem B

Age at diagnosis according to N=105

severity of haemophilia B
| children (N=36) |

Adults (N=541)

80|

15
£ 10 - 560
2 n median 2 40
8 3
& 5 I 10t — 9pth )
% percentile % 20
DO
20 < 0
R 4 2 £ R 2 e $
N A & & ¢S
oL g &
@0 O @0 &

15 7 14 1 N valid 11 22 21 0
4.3 0.9 0.6 2.0 Mean 34.1 11.9 13
2(0-16) 0(0-5) 0(0-3) 2(2-2) Median (min — max) 47(2-67)  5(0-69) 1(0-4)

* including persons with inhibitor

1 Missing information on year of diagnosis in 15 adults. “in 2024

Czech National .
= Institut
*Hemophllla of Siatatistics IUI U N I
and A s

nalyses

Program

There is no major difference in demographics between HA and HB.



Actual age according to severity of haemophilia
B

Haem B
N=105
Children (N=36) | Adults (N=69)
20 100

T 15 O z 80 7

j’>; 10 % n median j’>: 60

%’ th _ gQth RP 40 7

E 5 I ;grcer?tli)le g 20

° T T T U 0 T T T

O & <& O & N
K\ bz@ y &£ \$°\ K bé'b gy o ~($°<\'

Mild* Severe* Inhibitor* Current age™ (years) Mild* Severe* Inhibitor*

15 7 14 1 N valid 17 27 25 0

13.2 10.4 7.6 17.0 Mean 52.5 48.8 45.6

15(6-18)  11(5-15)  6(1-17) 17(17-17) Median (min — max) 59(20-86) 51(19-85) 42(21-73)

* including persons with inhibitor
*in 2024
*age reached in year 2024

Czech National .
s Institute
Hemophilia of Biostatistics

Program and Analyses

There is no major difference in demographics between HA and HB, perhaps adults with HB are slightly older than those, with HA.



Hepatitis (ever) experienced

Childre
n

Haem B
N=36

Experienced

hepatitis
ﬁ Yes (N=0)
[ non=35)

Not known (N=1)
~26680%
0

0
/ No child has hepatitis.

Data from last completed annual report of each person.

Czech National .

TR Institute
Hemophilia IRA s isiics
Program and Analyses

NO HepC infection in children since late 90’s. None of Czech children with HB is infected with Hepatitis C.



<

Hemophilia

Program

Hepatitis (ever) experienced

Adults
Haem
B
N=69

Experienced

hepatitis
ﬁ Yes (N=34)

L non=34) $ 40% - 36.2%
Not known (N=1) »;?
= 30% -
20.3%
20% -
10.1%

N=34* 10%

0% T

HepA HepB HepC
(N=7) (N=14) (N=25) type of hepatitis

Data from last completed annual report of each person. '
*Total of 46 cases of hepatitis in 34 persons. One 8 adults ',:(e Hevy
RNA positive

person may have more types of hepatitis recorded.

Czech National c
l Institute
of Biostatistics
and Analyses

There was NO NEW HepC infection in 2024



HIV

All
Haem B
N=105

HIV

- Positive (N=0)
D Negative (N=89)

Not known / not available (N=16)

84.8 15.2

No HIV-positive person.

0.0

Data from last completed annual report of each person.

Czech National .
TR Institute
.{ Hemophilia of Biostatistics IUI U N I
and A

nalyses

Program

Very low number of HIV positive PWH due to low/no access to contaminated concentrates in 80s and 90s. Our current treatment is on a very high safety
level. No new HIV reported in any PWH since late 90s.



Treatment outcomes and bleeding frequency
Haemophilia B
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<

Data from year 2024 — sample size

Persons with

All
Haem B
N=105

. . Persons Persons
Valid persons valid annual )
S examined treated
report = =
%
All 105 100% -> 101 96.2% > 81 77.1% -> 66 62.9%
of them with inhibitor 1 1 1 1
Children 36 100% -»> 36 100.0% -» 32 889% -» 22 61.1%
of them with inhibitor 1 1 1 1
Adults 69 100% > 65 942% > 49 71.0% > 44 63.8%
of them with inhibitor 0 0 0 0

Czech National

Hemophilia
Program

Institute
of Biostatistics
and Analyses

i

MUNI

See previous comment for the same slide related to HA.



Haem B

Frequency of bleeding requiring N=103!
treatment in 2024

| children (N=36) | | Adults (N=671)
I
100% 100%
. 80% . 80%
2 2
g 60% § 60%
% a
5 40% 5 40%
ES X
20% 20%
0% 0%
QO N, D22 H O O O O QO N D H O v N 0
VAR S A P A VWYY VY
ARSI SR
Bleeds per year Bleeds per year
Mild* Severe* Inhibitor Frequency of bleeding Mild*
15 7 13 1 N valid 17 27 23 0
0.1 13 2.2 150 Mean 0.1 0.9 12
0(0-1) 1(0-4) 0(0-15)  15(15-15) Median (min — max) 0(0-1) 0(0-8) 0(0-7)
14(93.3%)  3(42.9%) 7 (53.8%) 0(0%) N (%) with no bleed 16(94.1%)  18(66.7%) 13(52%)
* without inhibitor IFrequency of bleeding is missing in 2 adults.

Czech National .
= Institut
*Hemophllla of Siatatistics IUI U N I
and A s

nalyses

Program

Data shown document good efficacy of care provided to Czech PWH, no matter what age category they are. Mean/Median number of bleedings per year (ABR) are similar to 2023



Location of bleeds in 2024

Childre
n

Haem B
N=36

N pers N bleeds

i 50.0%
12 (33.3%) children 6 26 Joints
experienced bleeding at 0 0 Muscles
least once in year; 54 . 9 subcut 50.0%
bleeds were recorded in ubcutaneous
total, 4 bleeds required 2 2 Oral cavity
hospitalization. 0 ou ital tract
All of these 12 children rogenttal trac
have recorded location 3 14 Epistaxes
of their bleeds. 0 0 GIT
24 (66.7%) children 0 0 CNs
recc:)rded no bleed 3 3 Other 25.0%
during year 2024. T T T 1
12 54 Total 0% 20% 40% 60%
% from persons with
bleeding

Czech National .
o Institut
‘{Hemophllla 1R sFissheristics MUNI
Program and Analyses

There was no CNS bleed in children with haemophilia B in 2024. 66.% of children had no bleed at all. Was 67,6% in 2023.



Location of bleeds in 2024

Adults
Haem
B

N=671

N pers N bleeds

70.0%

20 (29.9%)  adults 14 32 Joints
experienced  bleeding 5 7 Muscles
requiring treatment at
least once in year; 53
bleeds were recorded in 1 1 Oral cavity
total, 9 bleeds required

3 4 Subcutaneous

hospitalization. 4 7 Urogenital tract
All of these 20 adults 0 0 Epistaxes
have recorded location
0 0 GIT
of their bleeds.
0 0 CNS
47 (70.1%) adults have ) ) Other 10.0%
recorded no bleed t T T T 1
during year 2024. 20 53 Total 0% 20% 40% 60% 80%
% from persons with
bleeding

IFrequency of bleeding is missing in 2 adults.

Czech National .
o Institut
‘{Hemophllla 1R sFissheristics MUNI
Program and Analyses

Bleeding events in adults. 70.1% HB adults with no bleed (similar to 2023).



Preventive administration in 2024

Childre
n
Haem B
N=36
Npers Nadmin
5 5 Stomatology5Y 13.9%
7 (19.4%) children were
given factor to prevent 2 2 Minorsurgery‘ry 5.6%
bleeding  during/before |
risk situation. 0 0  Majorsurgery’’ 0.0%
7 preventive adminis- ]
trations were recorded in 0 0 Risk activity U/ 0.0%
total. |
0 0 Other preventionDn 0.0%
7 7 Total 0% 5% 10%  15%

% of persons

Czech National .
o Institut
‘{Hemophllla 1R sFissheristics MUNI
Program and Analyses

This figure refers to preventive factors administration in children with HB.



Preventive administration in 2024

Adults
Haem B
N=69
Npers Nadmin
2 2 Stomatologygy i 2.9%
11 (15.9%) persons were
given factor to prevent 5 5 Minorsurgery'Y 7.2%
bleeding  during/before
risk situation. 2 2 Majorsurgery”” 2.9%
22 preventive adminis- '
trations were recorded in 0 0 Risk activity ¥ | 0-0%
total.
5.8%

4 13 Other preventionDn

T T T T 1

0% 2% 4% 6% 8%
11 22 Total % of persons

Czech National .
™ Institute
*Hemoph'“a I of Bigsfatistcs IUI U N I
Program and Analyses

This figure refers to preventive factor administration in adults with HB.



ABR according to treatment regimen
Haemophilia B without inhibitor
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Children

Annual bleeding rate according to fisi
treatment regimen

Frequency of bleeding Mild* Moderate* * without inhibitor
Treatment regimen oD prophy oD prophy oD prophy
N valid 15 0 6 1 3 10
Mean 0.1 0.0 1.5 0.0 1.7 24
Median (min — max) 0(0-1) (-) 1(0-4) 0(0-0) 1(0-4) 0(0-15)
Total no of recorded bleeds 1 0 9 0 5 24
Chlldr::‘o::;:;za"em 0(0%) 1(14.3%) 10 (76.9%) Treatment regimen:
oD =on and/or
% of fa.ctor (FVII1) consumed by temporary prophylaxis
:hlldrzrrlo&;r;‘slea;r;anent 0.0% 64.8% 98.8% proph {:p.ermnnent
Location of bleeding Mild* Moderate* m
Treatment regimen oD prophy ! oD prophy oD prophy
N valid 15 0 i 6 1 3 10
JOINT BLEEDS
Mean 0.0 0 0.8 0.0 1.0 0.7
Median (range) 0(0-0) (-) 0(0-3) 0(0-0) 0(0-3) 0(0-6)
Total no of recorded bleeds [ 0 5 0 3 7
OTHER BLEEDS
Mean 0.1 0 0.7 0.0 0.7 17
Median (range) 0(0-1) (-) 1(0-1) 0(0-0) 1(0-1) 0(0-14)
Total no of recorded bleeds 1 0 4.00 0 2 17

Czech National -
s Institute
* Hemophilia of Biostatistics

Program and Analyses

The data on bleeding rate in children with HB. Median ABR in children with severe haemophilia B on prophylaxis decreased from 3 to 0 in 2024. Keep in mind low
numbers of children with HB, though

Almost no joint bleeds in HB children in 2024.



Adults

Annual bleeding rate according to Haem B
treatment regimen

Frequency of bleeding Mild* Moderate* * without inhibitor; missing
Treatment regimen oD prophy oD prophy oD prophy frequency of bleeding in 2
N valid 17 0 22 5 5 18 adults
Mean 0.1 0.0 10 0.8 16 11
Median (min — max) 0(0-1) (-) 0(0-8) 0(0-4) 0(0-5) o0(0-7)
Total no of recorded bleeds 1 0 21 4 8 19
Adult:r::I::;r)::nent 0 (0%) 5(18.5%) 19 (76%) Treatment regimen:
OD=on and/or
% of fa-ctor (FVII1) consumed by temporary prophylaxis
chlldr’e;:c::)r;| s;;r;r;anent 0.0% 51.5% 92.9% prophy = permanent
Location of bleeding Mild* Moderate* m
Treatment regimen oD prophy ! oD prophy oD prophy
N valid 17 0 i 22 5 5 18
JOINT BLEEDS
Mean 0.1 0 0.5 0.4 14 0.7
Median (range) 0(0-1) (-) 0(0-6) 0(0-2) 0(0-4) o0(0-4)
Total no of recorded bleeds 1 0 10 2 7 12
OTHER BLEEDS
Mean 0.0 0 0.5 0.4 0.2 0.4
Median (range) 0(0-0) (-) 0(0-4) 0(0-2) 0(0-1) 0(0-3)
Total no of recorded bleeds 0 0 11 2 1 7

Czech National -
s Institute
* Hemophilia of Biostatistics

Program and Analyses

As well as in HA, adults with severe haemophilia B, who bleed frequently should be commenced on prophylaxis. Median ABR in adults with severe haemophilia B on
prophylaxis decreased from 1 to 0 in 2024 for both ABR and JABR.



Location and etiology of bleeds

Children
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In contrary to HA, joint bleeds are relatively more frequent in children with HB. 57,4% of all bleeds and 61,5% of joint bleeds are traumatic.



Detailed treatment of bleeds

Children
Haem B
N=54"

* number of bleeds

Joints Muscles Sl Oral cavity picesptal Epistaxes GIT CNS Other Total
neous tract
No. of bleeds 26 0 9 2 0 14 0 0 3 54
FIX consumption per
bleed (1U), valid N 13 > 2 7 3 30
geometric mean 2790.5 1974.4 1500.0 1059.6 1651.0 1913.1
median 3000.0 2000.0 1500.0 1000.0 1500.0 1750.0
min —max 1000-16000 1000-7500 1500-1500 500-2000 1000-3000 500-16000
sum 49 500 13 500 3000 8000 5500 79 500
No. of doses per bleed
geometric mean 21 15 1.7 1.2 13 1.7
median 2 1 2 1 1 1
min — max 0-8 0-5 1-3 0-3 1-2 0-8
Duration of therapy
per bleed, days
geometric mean 23 21 3.2 29 13 23
median 2 1 4 3 1 2
min — max 1-13 1-19 2-5 1-4 1-2 1-19
N (%) with .,
hospitalization 2(7.7%) 1(11.1%)  1(50%) 0(0%) 0(0%) 4(7.4%)
N (%) with rebleeding 4 (15.4%) 3(33.3%) 0(0%) 2(14.3%) 0(0%) 9(16.7%)

Czech National
Hemophilia
Program

Institute
of Biostatistics
ani s

MUNI

nalyses

Joint bleeds in children were treated with median dose of 3000 IU FIX administered in23 infusions in two days. There was no muscle bleed in 2024.
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Adults
Haem B
N=53*

* number of bleeds

/l Knee (N=2)

\

W m Ankle (N=7)

w3 s 5P 59 US

| 57% | 43% |

Subcutaneous (N=4)
/T T 714% Urogenital tract...

GIT (N=0)

No major difference between HA and HB bleeding. Most of bleeds are spontaneous joint bleeds, most frequently elbow.



Adults

Haem B
Detailed treatment of bleeds -
* number of bleeds
Joints Muscles Shilaiss Oral cavity UezenliE] Epistaxes GIT CNS Other Total
neous tract
No. of bleeds 32 7 4 1 7 0 0 0 2 53
FIX consumption per
bleed (1U), valid N 31 7 4 1 7 2 52
geometric mean 5042.3 7416.1 4000.0 4000.0 10998.5 6324.6 5819.6
median 4000.0 8000.0 3000.0 4000.0 10000.0 7000.0 4000.0
min —max 2000-69000 2000-42000 2000-16000 4000-4000 2000-60000 4000-10000 ; 2000-69000
sum 273 000 87 000 24000 4000 157 000 14 000 559 000
No. of doses per bleed
geometric mean 3.2 31 1.2 20 3.0 1.0 2.8
median 1 2 1 2 2 1 1
min — max 0-2000 1-48 1-2 2-2 1-15 1-1 0-2000
Duration of therapy
per bleed, days
geometric mean 1.7 2.8 1.2 4.0 24 1.0 1.8
median 1 2 1 4 1 1 1
min — max 1-80 1-47 1-2 4-4 1-12 1-1 1-80
N (%) with
hospitalization 3(9.4%) 2(28.6%) 0(0%) 1(100%)  3(42.9%) 0(0%) 9(17%)
N (%) with rebleeding 1 (3.1%) 0(0%) 0(0%) 0(0%) 0(0%) 0(0%) 1(1.9%)

Czech National

TR Institute
Hemophilia of Biostatistics IUI U N I

Program and Analyses

In adults, joint bleeds are treated with median of 4000 IU FIX in total, administered in one infusion in most of the cases. Muscle bleeds needed in median 8000 IU mostly in two infusion.



ABR according to centres
Haemophilia B (PWHB)

ﬁiiﬁ'&ﬁﬁff”al anug' o UM I

Program




HaemB on

Annual bleeding rate .

on permanent prophylaxis =
D Moderate Frequency of bleeding in PWHB without
- Severe inhibitor on permanent prophylaxis
ABR (median)
Paediatric centre 0 2 4 6 N Mean Median Min Max Severity
! ! : 1 0.0 0.0 0 0 Moderate
Praha| 0.0
0.0 5 4.2 0.0 0 15 Severe
T 0
Brno
. 0.5 2 0.5 0.5 0 1 Severe
7 0
Ostrava
0.0 2 0.0 0.0 0 0 Severe
. 1 0
Usti nad Labem
0.0 °
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Not all centres treat children with HB. The median ABR is similar to HA.
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HaemB on
Annual bleeding rate i
g Adult centres
on permanent prophylaxis =
[] Moderate Frequency of bleeding in PWHB without
- Severe inhibitor on permanent prophylaxis
ABR (median)
0 2 4 6 : . i
Adult centre . . . } N Mean Median Min Max Severity
B 0
o 1.0 6 1.2 1.0 0 3 Severe
Ot w 1 00 0.0 0 0  Moderate
strava 1.0 5 2.0 1.0 0 7 Severe
< | 0.0 2 0.0 0.0 0 0 Moderate
Plzeft 0.0 3 0.0 0.0 0 0 Severe
. 0
Liberec 0.0 1 0.0 0.0 0 0 Severe
0.0 1 0.0 0.0 0 0 Moderate
Olomouc 0.0 1 0.0 0.0 0 0 Severe
. 0
Usti nad Labem 0.0 1 0.0 0.0 0 0 Severe
x A o o 4.0 1 4.0 4.0 4 4 Moderate
Ceské Budéjovice ﬁ 1 2.0 2.0 2 2 Severe
0
Nymburk o
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Similar situation for adults with HB.
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Annual bleeding rate Pacd. centres

di hyl
|: Moderate Frequency of bleeding in PWHB without
- Severe inhibitor regardless of prophylaxis

ABR (median) % 5
Paediatric centre 0 2 4 6 N Mean Median Min Max o on permarTen
prophylaxis
0 6 0.3 0.0 0 1 16.7%
Praha il 0.5 6. .37 05 0 15 83.3%
3.0 1 3.0 3.0 3 3 0.0%
Brno EHE 3 03 0.0 0 1 66.7%
0
Ostrava 0.0 2 0.0 0.0 0 0 100.0%
o 0
Ceské Budéjovice 0
P 1 40 4.0 4 4
Hradec Kralové = 4.0 0
Usti nad Labem | o
S O e 4.0 1 40 a0 a4 2
Plzef gg 1 0.0 0.0 0 0
2.0 1 2.0 2.0 2 2
0
Olomouc 0
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This slide describes the treatment of children with HB regardless of prophylaxis in those centres, which treat PWHB.



HaemB

Annual bleeding rate Adut entres

N=48*

regardless prophylaxis
m Moderate Frequency of bleeding in PWHB without
B severe inhibitor regardless of prophylaxis

ABR (median) % on permanent

Adult centre 0 N* Mean Median Min Max D
} )
Brmo 5 06 1.0 0 1 0.0%
2.0 7 17 2.0 0 5 85.7%
0.0 3 13 0.0 0 4 33.3%
Ostrava h
1.0 7 14 1.0 0 7 71.4%
3 00 0.0 0 0 66.7%
Plzen 0.0
0.0 3 00 0.0 0 0 100.0%
3 07 0.0 0 2 0.0%
Liberec 0.0
0.0 1 00 0.0 0 0 100.0%
8 15 0.0 0 8 12.5%
Olomouc 0.0
0.0 2 00 0.0 0 0 33.3%
Usti nad Labem .
i
15 2 15 15 0 3 50.0%
L o 313 0.0 0 4 33.3%
Ceské Bud&jovice % 2.0 1 20 20 2 2 .
. ! . 100.0%
0
Nymburk 0
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This slide describes the treatment of adults with HB regardless of prophylaxis in those centres, which treat PWHB.
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Prophylactic regimens Pacd. centres
and treatment outcomes

N=22

ON-DEMAND /
PERMANENT PROPHYLAXIS TEMPORARY
PROPHY
Paediatric centre | Severity |Total N Dosing of SHL Dosing of EHL
o prophylaxis prophylaxis ABR
A’_ of (IU/kg per week) (IU/kg per week)
patients
Moderate 6 16.7% 1 17.9 17.9 0.0 0.0 5] 0.4 0.0
Severe 6 83.3% 5 45.2 55.6 4.2 0.0 1 1.0 1.0
Moderate 1 0.0% 0 1 3.0 3.0
Severe 3 66.7% 2 44.3 44.3 0.5 0.5 1 0.0 0.0
Moderate 0 0.0% 0 0
Severe 2 100.0% 2 18.7 18.7 0.0 0.0 0
Moderate 0 0.0% 0 5
C. Budéjovice
Severe 0 0.0% 0 0
il 0.0% 0 il 4.0 4.0
Hradec Kralové Moderate
Severe 0 0.0% 0 0
Moderate 0 0.0% 0 0
ad Labem
Severe 1 0.0% () 1 4.0 4.0
Moderate 1 0.0% 0 1 0.0 0.0
Severe 1 100.0% 1 44.8 44.8 20 2.0 0
Moderate 0 0.0% 0 0
Severe 0 0.0% 0 0

Czech National .
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More detailed description of prophylactic dosing/regimens used by different paediatric centres within CNHP and its correlation with annual bleeding rates in respective centres.
All children with HB are treated with EHL FIX in 2024.



HaemB

Prophylactic regimens Adult centres
and treatment outcomes

N=50

ON-DEMAND /
PERMANENT PROPHYLAXI
o > TEMPORARY PROPHY
Adult centre | Severity [Total N Dosing of SHL Dosing of EHL
prophylaxis prophylaxis
(IU/kg per week) | (IU/kg per week)
N e e e e [ e
0.6 1.0 52

Moderate 5 0.0% 0 5
Severe 7 85.7% 6 37.5 34.2 12 1.0 35 1 5.0 5.0 22
Moderate 3 333% 1 29.6 29.6 0.0 0.0 25 2 2.0 2.0 63
Severe 7 714% 5 50.6 50.6 47.6 45.2 2.0 1.0 57 2 0.0 0.0 54
Moderate 3 66.7% 2 23.5 235] 0.0 0.0 58 1 0.0 0.0 62
Severe 4 100.0% 4 293 29.6 0.0 0.0 45 0
Moderate 3 0.0% 0 3 0.7 0.0 42
Liberec
Severe 1 100.0% 1 76.9 76.9 0.0 0.0 32 0
Moderate 8 125% 1 20.2 20.2 0.0 0.0 45 7 iz 0.0 56
Severe 3 333% 1 19.2 19.2 0.0 0.0 55 2 0.0 0.0 45
Moderate 0 0.0% 0 0
abem
Severe 2 50.0% 1 19.2 19.2 0.0 0.0 29 1 3.0 3.0 53]
Bud. Moderate 3 333% 1 93.2 93.2 4.0 4.0 58 2 0.0 0.0 49
Ul ce
Severe 1 100.0% 1 17.9 17.9 2.0 2.0 51 0
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More detailed description of prophylactic dosing/regimens used by different adult centres within CNHP and its correlation with annual bleeding rates in respective centres.
EHL FIX is used almost in all adults.
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Similar numbers of children on prophylaxis as in 2024. All of them on permanent prophy.
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No major change compared to 2023. More adults are, however, taking the advantage of home treatment.



Treatment data and factor consumption
Haemophilia A and B
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Treatment

All
N=397

402 persons (53.5% of all PWH)
were treated in 2024 (78
persons  received  standard
factor concentrates, 262
persons received EHL factors, 2
by-pass therapy and 89
emicizumab, in 5 persons data
are not available; 40 persons
received more than one
type/brand of concentrate).

Five persons were treated with
both plasma-derived and

Lo Plasma-derived
Fanhdi =3 15 factors
Immunine 1 % =i
11 (16 HA + 1 HB)
 — 1
NUwWIQ O 6 SHL recombinant
a4 factors
Afstyla 11 3 N =66
12 (64 HA + 2 HB)
Rixubis [l 2
Elocta | 127
j E— -
Esperoct [ 20 EHL recombinant
= 16 factors
Altuvoct...[d 10 N =262
11 (202 HA + 60 HB)
Alprolix 3 45
4 17
12
=e——as
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number of persons
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Majority of PWH are now treated with EHL concentrates. Only less than 20 persons were treated with plasma-derived factor concentrates. Some of PWH were treated
with more concentrates/brands over the year (i.e. switch from concentrate A to B). The number of PWHs on emicizumab further increased (was 76 in 2023).

RGO RIAGtEaRERIN 5 adults
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Immunine
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Only 1 childr registered in CNHP registry was treated with plasma-derived concentrates in 2024. Most children were switched to EHL, mainly Elocta. Majority of those treated with

Treatment

Plasma-derived
factors
N=1

Childre
n
N=148

SHL recombinant

factors
N =18

EHL recombinant

factors
N =88

148 children (53.4% of all
PWH) were treated in 2024 (18
children received standard
factor concentrates, 88 EHL
factors, 2 by-pass therapy and
59 children emicizumab; 20
children received more than
one type/brand of
concentrate).

One child was treated with
both  plasma-derived and

0 20 40 60 80 1001f20140

number of persons
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nalyses

recombinant factor.

emicizumab (regardless of inhibitors) were children. Their number further increased (from 53 to 59)




Treatment

Adults
N=249
1
Fanhdi =3 15 Plasma-derived
11 factors
: 254 adults (53.5% of all PWH
Immunine | 1 N=16 ( i )
11 were treated in 2024 (60
______ i adults  received  standard
=——1338 factor concentrates, 174 EHL
NuwiQ 15 SHL recombinant factors, and 30 adults
Afstyla A 04 factors emicizumab; 20 adults
1o N =48 received more than one
Rixubis | 1 type/brand of concentrate).
—————— e e e === Four adults were treated with
Elocta AE‘m 70 both  plasma-derived and
Esperoct [ 16 T e recombi-nant factor.
B 14 factors
A|tuvoct__: 6 N =174 Imissing type of treatment in 5 adults
11
Alprolix 22 28
= 14
1o
=330

0 20 40 60 80 1001f20140

number of persons
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Only 16 adults registered in CNHP registry were treated still with plasma derived concentrates in 2024 (was 23 in 2023). The number of adults treated with recombinants is
furter increasing over last years with most of them being treated with EHLs. Number of adults on emi increaswed from 23 to 30 in 2024



Comparison of treatment in years

2024 and 2023

% of all (% treated % of all (% treated
PWHs PWHs PWHs PWHs
395

402 535  100.0 530  100.0
gz:g:”'de'i ved 17 2.3 4.2 28 3.8 7.1
Recombinant factor 66 8.8 16.4 105 14.1 26.6
rm 262 348 652 238 319 603
Emicizumab 89 11.8 221 76 102 192

Without treatment 350 46.5 = I 350 47.0 =
Total 752 100.0 - | 75 1000 -

* One patient could have more type of
factor concentrates and/or emicizumab.

Czech National .
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This table compares data between 2023 and 2024. Mainly you can see, further move from pdF to rF, mainly to EHLs



Childre
Comparison of treatment in years n

2024 and 2023

% of all (% treated % of all (% treated
PWHs PWHs PWHs PWHs
154

148 534  100.0 542 1000
;;‘Z:za'de'ived 1 0.4 0.7 5 1.8 3.2
Recombinant factor 18 6.5 12.2 36 12.7 23.4
rm 88 3.8 595 83 292 539
Emicizumab 59 213 399 53 187 344

Without treatment 129 466 - ] 130 4ss -
Total 277 100.0 -] 288 1000 -

* One patient could have more type of
factor concentrates and/or emicizumab.

Czech National .
TR Institute
* Hemophilia l of Biostatistics IUI u N I
Program and Analyses

This table compares data between 2023 and 2024. E.g. you can see, that percentage of children treated with recombinant EHL concentrates and registered within CNHP
registry changed from 53,9% in 2023 to 59,5% in 2024. Seen is also further increase of those treated with emicizumab.
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2024 and 2023

% of all (% treated % of all (% treated
PWHs PWHs PWHs PWHs
241

254 535  100.0 523 100.0
; ; Z:g:"'de'i ved 16 3.4 6.3 23 5.0 95
Recombinant factor 48 10.1 18.9 69 15.0 28.6
rm 174 366 685 155 336 643
Emicizumab 30 6.3 11.8 23 5.0 9.5

Without treatment 221 46.5 = I 220 47.7 =
Total 475 100.0 -] a1 1000 -

* One patient could have more type of
factor concentrates and/or emicizumab.

Czech National .
TR Institute
* Hemophilia l of Biostatistics IUI u N I
Program and Analyses

This table compares data between 2023 and 2024. E.g. you can see, that percentage of adults treated with recombinant EHL concentrates and registered within CNHP registry
changed from 64,3% in 202 to 68,5% in 2024. 7 more PWHs were treated with emi in 2023 compared to 2024
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79

This slide describes in graphical form the changes of treatment used during last 10 years in CZ. Switch from pdF to SHL rFVIIl and EHL rF is clearly seen as well as the continuing boom of emicizumab.
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Trends in children.
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Same information for adults.
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Consumption of drugs

Total annual Number of treated  Average annual consumption

Drug (IU) consumption persons per treated person
FVIIl (1U) Fanhdi 1379 150 14 98 510.7
Octanate 215000 2 107 500.0
PD FVIII total 1594150 16 99 634.4
Advate 1940 267 49 39597.3
NUWIQ 1282 950 6 213 825.0
NovoEight 247 500 4 61 875.0
Afstyla 607 500 3 202 500.0
Kovaltry 5500 2 2750.0
SHL REC FVIII total 4083 717 64 63 808.1
Standard FVIII total 5677 867 79 71 871.7]
Elocta 21014 066 124 169 468.3
Adynovi 8663 561 47 184 331.1
Esperoct 3252 800 20 162 640.0
Jivi 3158 995 16 197 437.2
Altuvoct (Altuviiio) 579 150 10 57 915.0
Other-recFVIII EHL 213 900 1 213 900.0
EHL REC FVIII total 36 882 472 202 182 586.5|
FVIII total 42 560 339 272 156 471.8
FIX (IU) Immunine 0 0
Octanine 187 000 1 187 000.0
FIX PD total 187 000 1 187 000.0
Rixubis 112 000 2 56 000.0
FIX REC total 112 000 2 56 000.0
Alprolix 4719 447 45 104 876.6
Refixia 1032 640 15 68 842.7
EHL REC FIX total 5752 087 60 95 868.1]
FIX total 6 051 087 63 96 049.0|
By-pass NovoSeven (mg) 1626 2 813.0
Emicizumab Hemlibras.c. (mg) 291 127 89 3271.1

Institute
of Biostatistics IUI u N I

and Analyses

Absolute numbers of respective concentrates in this figure refer ONLY to the records within CNHP registry, which have been updated in 2023. The most important information on this slide
is ,Average annual consumption per treated person“. This reflects nation-wide consumption of factor concentrate per treated PWH with respective type of the concentrate.




Childre
Consumption of drugs n

Drug (IU) Total annual Number of treated Average annual consumption

consumption persons per treated person
FVII (IU) Fanhdi 0 0
Octanate 205 000 1 205 000.0
PD FVIIl total 205 000 1 205.000.0
Advate 306 500 11 27 863.6
NUWIQ 28000 1 28000.0
NovoEight 0 0
Afstyla 607 500 3 202 500.0
Kovaltry 5500 2 2750.0
SHL REC FVIII total 947 500 17 55 735.3
Standard FVIII total 1152 500 18 64 027.8
Elocta 6 542 400 57 114 778.9
Adynovi 1140 500 7 162 928.6
Esperoct 374 000 4 93 500.0
Jivi 535 000 2 267 500.0
Altuvoct (Altuviiio) 147 000 4 36 750.0
Other-recFVIIl EHL 0 0
EHL REC FVIII total 8738 900 68 128 513.2
FVIII total 9 891 400 85 116 369.4
FIX (IU) Immunine 0 0
Octanine 0 0
FIX PD total 0 0
Rixubis 8 000 1 8000.0
FIX REC total 8 000 1 8 000.0

i
©
=}
S
oK
o

Standard FIX total 8000

Alprolix 652 000 17 38352.9
Refixia 169 000 3 56 333.3
EHL REC FIX total 821 000 20 41 050.0
FIX total 829 000 21 39 476.2
By-pass NovoSeven (mg) 1626.0 2 813.0
Emicizumab Hemlibra s.c. (mg) 102 306 59 1734.0

Czech National .
o Institut
*Hemophllla oF loatsistics IUI U N I

Program and Analyses

Absolute numbers of respective concentrates in this figure refer ONLY to the records within CNHP registry, which have been updated in 2023. The most important information on this slide
is ,Average annual consumption per treated person®“. This reflects nation-wide consumption of factor concentrate per treated PWH.
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Consumption of drugs

Drug (IU) Total annual Number of treated Average annual consumption

consumption persons per treated person
FVIIl (V) Fanhdi 1379 150 14 98 510.7
Octanate 10 000 1 10000.0
PD FVIIl total 1389 150 15 92 610.0
Advate 1633767 38 42 993.9
NUWIQ 1254 950 5 250 990.0
NovoEight 247 500 4 61 875.0
Afstyla 0 0
Kovaltry 0 0
SHL REC FVIIl total 3136 217 66 728.0
Standard FVIII total 4525 367 74 186.3
Elocta 14 471 666 215995.0
Adynovi 7523 061 40 188 076.5
Esperoct 2878 800 16 179 925.0
Jivi 2623995 14 187 428.2
Altuvoct (Altuviiio) 432 150 6 72 025.0
Other—recFVIII EHL 213 900 1 213 900.0
EHL REC FVIII total 28143572 134 210 026.7
FVIII total 32 668 939 187 174 700.2
FIX (IU) Immunine 0 0
Octanine 187 000 1 187 000.0
FIX PD total 187 000 1 187.000.0
Rixubis 104 000 1 104 000.0
FIX REC total 104 000 1 104 000.0
Alprolix 4067 447 145 266 0
Refixia 863 640 12 71970.0
EHL REC FIX total 4931 087 40 123 277.2
FIX total 5 222 087 42 124 335.4
By-pass NovoSeven (mg) 0.0 0
Emicizumab Hemlibra s.c. (mg) 188 821 30 6294.0

Institute
of Biostatistics
and Analyses

Absolute numbers of respective concentrates in this figure refer ONLY to the records within CNHP registry, which have been updated in 2023. The most important information on this slide
is ,Average annual consumption per treated person“. This reflects nation-wide consumption of factor concentrate per treated PWH.

Though in rFVIII SHLs the dosing is almost identical for children and adults, in rFVIII EHLs it is significantly different, reflecting the difference in body weight between adults and children.

Thus it seems, that EHLs are doses well in both adults and children, but adults with SHLs are still underdosed.
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