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N=1291

Persons registered in
HemIS/CNHP in whole
history until 31.12.2013

Validation* <:>

N=644

All valid persons

Haemophilia
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N=65

Sample size, valid records

Records excluded from further analyses:

- 40 deceased persons

- 16 persons lost from evidence

- 64 persons switched to other centre,
which does not participate in CNHP

- 24 unfilled minimal registration record

- 15 duplicate records

- 11 women - carriers of haemophilia

- 4 persons with changed diagnosis

N=408

Hereditary deficiency of
other clotting factors

Von Willebrand’s
disease




Part A

Persons with haemophilia (PWH)




Sample size

N=1117

All ,valid“ persons

I 1
N=644 1' N=65 | | N=408
A4 \4
‘ Haemobhilia ‘ Hereditary deficiency of Von Willebrand’s
P other clotting factors disease
| : Children*
N =233
: Adults
N=411

* Persons under 19 years old in 2013
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Participating centres in CNHP

Valid persons Valid persons
Paediatric centres N % Adult centres N %
FN Motol — Dpt. of Pediatric Haematology and 78 121 FN Brno — OKH 132 20.5
Oncology FN Ostrava — Blood centre 67 10.4
FN Brno — DN — Dpt. of Pediatric Haematology 49 7.6
FN Olomouc — Haemato-Oncology Dpt. 62 9.6
FNHK — Dpt. of Pediatric Medicine 31 4.8
FN Plzen — UKBH 42 6.5
FN Ostrava — Dpt. of Pediatric Medicine 31 4.8 )
KN Liberec — OKH 34 5.3
UnL — Pediatric Dpt. — Haematology 30 4.7
CB - OKH 29 4.5
CB — Pediatric Dpt. 13 2.0
FN a LF HK = IV. IHK 26 4.0
FN Plzen — Pediatric Dpt. 11 1.7
FN Olomouc — Dpt. of Pediatric Medicine 9 1.4
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Age

Age at diagnosis (years)

N 502*

Mean 8.3
Median (min - max) 2(0-81)
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20,0 -
150 - 131 12,9

% of persons

10,0 - 8,2
5,0 - 30 26 30
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%
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age (years)

* Missing information on year of diagnosis in 142 persons.
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All
N=644

Current age (years)

N

Mean

644

30.6

Median (min - max) 25(0-91)

% of persons

25,0

20,0

15,0

10,0

5,0

0,0

18,0 18,2

10-18 19-25 26-35 36-45 46-55 56-65

age (years)




All

Type and severity of haemophilia | "=

Type of haemophilia Severity of haemophilia (N=643*)
Haemophilia A (N=556) Mild (N=296)
- Haemophilia B (N=88) Moderate (N=101)

- Severe (N=246)

46,0%

<

86,3%

* Severity of haemophilia not known in 1 person.
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All

Type and severity of haemophilia [l "=

Haemophilia A (N=5551)) Haemophilia B (N=88)
Mild (N=267) Mild (N=29)
Moderate (N=74) Moderate (N=27)

- Severe (N=214) - Severe (N=32)

48,1%

i

1) Severity not known in 1 person with haemophilia A.
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Children

Type and severity of haemophilia | =2

Type of haemophilia Severity of haemophilia
Haemophilia A (N=199) Mild (N=104)
- Haemophilia B (N=34) Moderate (N=48)

- Severe (N=81)

44,6%
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Children

Type and severity of haemophilia [l =2

Haemophilia A (N=199) Haemophilia B (N=34)
Mild (N=90) Mild (N=14)
Moderate (N=37) Moderate (N=11)

- Severe (N=9)

- Severe (N=72)

41,2%
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Adults

Type and severity of haemophilia | =

Type of haemophilia Severity of haemophilia (N=410%)
Haemophilia A (N=357) Mild (N=192)
- Haemophilia B (N=54) Moderate (N=53)

- Severe (N=65)

46,8%

<<

86,9%

.

* Severity of haemophilia not known in 1 adult.
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Type and severity of haemophilia Il

Adults
N=411

Haemophilia A (N=3561)) Haemophilia B (N=54)
Mild (N=177) Mild (N=15)
Moderate (N=37) Moderate (N=16)

- Severe (N=142) - Severe (N=23)

49,7%

.

1) Severity not known in 1 adult with haemophilia A.
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All

Age at diagnosis according to N-644
type and severity of haemophilia

30 50 -
- O median 45 -
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Haem A Haem B Mild Moderate Severe Inhibitor
Haemophilia A Age at diagnosis (years) Mild* Moderate*
556 88 N 296 101 246 12
8.5 7.2 Mean 14.2 5.2 2.0 2.2
2(0-81) 2(0-63) Median (min — max) 7(0-81) 2(0-61) 1(0-48) 0.5(0-10)

* including persons with inhibitor
*in 2013
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All

Current age according to type N=644
and severity of haemophilia

70 - 70 -
O median
60 - T - 60 T T -
]
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Haem A Haem B Mild Moderate Severe Inhibitor
Haemophilia A Haemophilia B Current age’ (years) Mild* Moderate* Severe* Inhibitor*
556 88 N 296 101 246 12
30.7 29.9 Mean 31.4 27.7 30.8 23.6
25.5(0-91) 25(0-68) Median (min — max) 25(0-91) 19(0-72) 27.5(0-74) 11(2-72)

* including persons with inhibitor
TCurrent age = age reached in year 2013 *in 2013
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Age at diagnosis according to
type and severity of haemophilia

BN

Mild Moderate Severe

Children
N=233

Inhibitor

Mild* Moderate* Severe* Inhibitor*
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0 . . 0
Haem A Haem B
Haemophilia A Age at diagnosis (years)
199 34 N
2.5 2.2 Mean
1(0-16) 1(0-13) Median (min — max)

104 48 81

3.9 2.2 0.7
3(0-13) 1(0-16) 0(0-6)

7

1
0(0-4)
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* including persons with inhibitor
*in 2013




Children

Actual age according to type and  [n-2s3
severity of haemophilia

18 - 20
- - .
16 - D median 18 - _ -
7 1 T < T
© | s 14 -
fé 12 ‘% 12 - T
° 10 o ® 10 0l
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Haem A Haem B Mild Moderate Severe Inhibitor
Haemophilia A Current age* (years) Mild* Moderate*
199 34 N 104 48 81 7
10.0 8.9 Mean 9.8 10.4 9.5 7.3
10 (0-18) 8.5(0-18) Median (min — max) 9(0-18) 10(0-18 9(0-18  7(2-12)

* including persons with inhibitor
*Current age = age reached in year 2013 *jn 2013
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Adults

Age at diagnosis according to N=411
type and severity of haemophilia

70 - 60 -
O median
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Haem A Haem B Mild Moderate Severe Inhibitor
Haemophilia A Age at diagnosis (years) Mild* Moderate*
357 54 N 192 53 165 5
12.1 11.6 Mean 20.4 8.0 2.7 3.8
4(0-81) 3.5(0-63) Median (min — max) 15(0-81) 4(0-61) 1(0-48) 1(0-10)

* including persons with inhibitor
*in 2013
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Adults

Actual age according to type and v
severity of haemophilia

70 - 80 -
- - D median -
60 - 70 7
]
. I 10th_90th . 60 - -
0 ] tl o 60 7
8 50 percentile 8
= 0 =50 -
40 N - 0
[eT0] oo
g S0 0 0
g 30 7 o
:3) - [ ] ::3 30 -
20 - 20 - =S - =S
10 - 10 -
0 T 1 0 T T T 1
Haem A Haem B Mild Moderate Severe Inhibitor
Haemophilia A Haemophilia B Current age* (years) Mild* Moderate* Severe* Inhibitor*
357 54 N 192 53 165 5
42.3 43.0 Mean 43.1 43.4 41.2 46.4
39(19-91) 44.5 (19 - 68) Median (min—max)  39(19-91) 43(19-72) 39(19-74) 42(25-72)

* including persons with inhibitor
*Current age = age reached in year 2013 *jn 2013
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Experienced hepatitis

B Yes (N=149)

No (N=455)
Not known (N=40)

% of persons

Data from last annual report of each person.
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Hepatitis experienced

All

N=644
20,5%
9,9%
4,8%
Hep A Hep B Hep C type of hepatitis
(N=29) (N=60) (N=124)

Type of hepatitis not specified in 2 persons. One
person may have recorded more types of hepatitis.




Children
N=233

Hepatitis experienced

Experienced hepatitis

- Yes (N=1)

No (N=232)

N=1
‘ One child has hepatitis C.

0,4%

Data from last annual report of each person.
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Experienced hepatitis

I ves (N=148)

No (N=223)
Not known (N=40)

35%

30%

% of persons

25%

20%

15%

10%
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0%

Data from last annual report of each person.
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Hepatitis experienced

Adults

N=411
33,2%
16,2%
7,8%
Hep A Hep B Hep C type of hepatitis
(N=29) (N=60) (N=123)

Type of hepatitis not specified in 2 adults. One
person may have recorded more types of hepatitis.




HIV

- Positive (N=3)

74,4%

Negative (N=479)

HIV

Not known / not available (N=162)

/ 25,2%

0,5%

Data from last annual report of each person.

<
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All HIV-positive persons are adults.

All
N=644




Data from year 2013 — sample size

Persons with Persons Persons
Valid persons annual report examined in treated in
in 2013 2013 2013
% N % % %
All 644 100% —> 634 984% —> 533 82.8% —> 370 57.5%
of them with inhibitor 12 12 10
Children 233 100% —> 229 983% —> 213 91.4% — 139 59.7%
of them with inhibitor 7 7 7
Adults 411 100% —> 405 985% —> 320 779% — 231 56.2%
of them with inhibitor 5 5 3
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All

Persons with haemophilia e
with inhibitors

* inhibitor was recorded in 12 persons in year 2013
- 7 children and 5 adults
- 11 haemophilia A and 1 heamophilia B

- 10 severe, 1 moderate and 1 mild haemophilia

-8 HR and 2 LR (other two patients had in 2013 low level
of inhibitor due to by-pass therapy only)

- 3 patients were treated with rFVlla, 1 patient with aPCC,
other 2 patients both with rFVlla and aPCC

- ITT was started in 3 children
- 2 patients were without any recorded treatment
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All

Frequency of bleeding requiring "
treatment in 2013

60% - 90% -
80%
50% -
70% -
= =
Q 40% - Q 60% -
g 20% 8 50% -
G ° © i
° ° 40%
20% - 30% -
20% -
10% -
10% -
0% 0%
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
Haemophilia A Haemophilia B Frequency of bleeding Mild* Moderate* Severe* Inhibitor
547 87 N total 286 100 234 12
545 86 N valid 286 99 232 12
4.6 4.0 Mean 0.4 2.7 10/6.6" 9.7
1(0-124) 1(0-53) Median (min-max)  0(0-17) 1(0-30) °° 1/ 2‘2)(0‘ 6 (0-30)
* without inhibitor
Frequency of bleeding is missing in 207 persons. 1t mean and median of frequency of bleeding in persons with

severe haemophilia without inhibitor on permanent prophylaxis
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Children

Frequency of bleeding requiring  [%=2%
treatment in 2013

50% - 80%
45% T 70% .
40% - .
2 35% - g 00%°
s ” 2 co% -
5 30% | g 0%
5 25% - 5 40% -
N 20% - X 30% -
15% -
10% - 20% -
(o]
5% - 10% -
0% 0%
0 1 2-3  4-5 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
Haemophilia A Haemophilia B Frequency of bleeding Mild* Moderate* Severe* Inhibitor
195 34 N total 101 46 75 7
195 34 N valid 101 46 75 7
3.9 2.7 Mean 0.5 2.9 7.6/7.0 15.3
1(0-59) 1(0-17) Median (min — max) 0(0-7) 1(0-22) 6/6(0-59) 12(1-30)

* without inhibitor
Frequency of bleeding is missing in 19 children. T mean and median of frequency of bleeding in children with
severe haemophilia without inhibitor on permanent prophylaxis
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Adults

Frequency of bleeding requiring [
treatment in 2013

60% - 90%
50% - 80% 11
° 70% -
= 2
8 40% - 8 60% -
g 0% - 8 50% -
s S 40% -
20% - 30% -
10% - 20% 7
° d . A
0% 0% . — M
0 1 2-3  4-5 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
Haemophilia A Haemophilia B Frequency of bleeding Mild* Moderate* Severe* Inhibitor
352 53 N total 185 54 159 5
350 52 N valid 185 53 157 5
4.9 4.8 Mean 0.4 2.5 11.2/6.3" 1.8
0(0-124) 1.5(0-53) Median (min — max) 0(0-17) 1(0-30) (05_/1";4) 2(0-5)

* without inhibitor
Frequency of bleeding is missing in 188 adults. t mean and median of frequency of bleeding in adults with

severe haemophilia without inhibitor on permanent prophylaxis
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Location of (any) bleeds in 2013

329 (52.1%) persons experienced
bleeding requiring treatment at
least once per year; 2831 bleeds
were recorded in total, 90 bleeds
required hospitalization.

302 (47.9%) persons recorded no
bleed during year 2013.
Information on frequency of
bleeding is missing in 3 examined
persons.

In total 271 persons recorded
bleeds of any location *.

*all recorded bleeds, regardless of requirement
of treatment

Czech National
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All
N=634

1

Muscles (N=87) 13,8%

Subcutaneous (N=72) 11,4%
Urogenital tract (N=10)
GIT (N=2)

Tooth extraction (N=32)

Surgery (N=33)

Other (N=82) _ 13,0%

0% 10% 20% 30% 40%

% of persons




Location of (any) bleeds in 2013

130 (56.8%) children experienced
bleeding requiring treatment at
least once in year; 856 bleeds
were recorded in total, 48 bleeds
required hospitalization.
99 (43.2%) children recorded no
bleed during year 2013.
In total 133 persons recorded
bleeds of any location™.

*all recorded bleeds, regardless of requirement
of treatment

Czech National
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Children
N=229

:
Muscles (N=43) _ 18,8%

Subcutaneous (N=60)

26,2%
Urogenital tract (N=3)
GIT (N=0)

Tooth extraction (N=17)

Surgery (N=20)

0% 10% 20% 30% 40% 50%

% of persons




Adults

Location of (any) bleeds in 2013™**

199 (49.5%) adults experienced Joints (N=111) 27,6%

bleeding requiring treatment at Muscles (N=44)
least once in year; 1975 bleeds
were recorded in total, 42 bleeds
required hospitalization.

203 (50.5%) adults have recorded GIT (N=2)
no bleed during year 2013. Tooth extraction (N=15)
Information on frequency of
bleeding is missing in 3 examined
adults. Other (N=30)

In total 138 persons recorded | without bleeding (N=203) 50,5%
bleeds of any location®.

0% 20% 40% 60% 80%

Subcutaneous (N=12)

Urogenital tract (N=7)

Surgery (N=13)

(o)
* all recorded bleeds, regardless of requirement % of persons

of treatment
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Immunate
Fanhdi
Immunine
Octanate
Octanine
Haemoctin
Not known
Feiba
Advate
Kogenate
Recombinate
Other FIX
Other FVIII
NovoSeven
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Treatment

All
N=634

| 124
| 78
14
__l20 Plasma-derived
7 | > factors
I N =277
]s
1
]3
i | 61 Recombinant
= ) | factos
:l 21 N = 123
_D ;
]4
]s
50 100 150

number of persons

383 (60.4%) persons received
factor concentrates in 2013
(39 of them received more
than one type/make of
concentrate).

Plasma-derived factors were
administered more
frequently — in 277 (43.7% of
all PWHs) persons, whereas
recombinant factors in 123
(19.4% of all PWHs) persons.
Twenty persons were treated
with both  plasma-derived
and recombinant factor.
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Immunate
Fanhdi
Immunine
Octanate
Octanine
Haemoctin
Not known
Feiba

Advate
Kogenate
Recombinate
Other FIX
Other FVIII
NovoSeven
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Treatment

Children
N=229

} | 25

| 12
i | 16

| 13 Plasma-derived
7 | > factors
s N=72
] 1
_] )
i | 50 Recombinant
| | 24 factors

N=77

_D ]
1E
]a
0 20 40 60 80

number of persons

139 (60.7%) children received
factor concentrates in 2013
(22 of them received more
than one type/make of
concentrate).

Plasma-derived factors were
administered in 72 (31.4% of
all) children, recombinant
factors in 77 (33.6% of all)
children.

Twelve children were treated
with both plasma-derived and
recombinant factor.
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Immunate
Fanhdi
Immunine
Octanate
Octanine
Haemoctin
Not known
Feiba

Advate
Kogenate
Recombinate
Other FIX
Other FVIII
NovoSeven
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Treatment

Adults
N=405

_ | 99
| 66
27

17 Plasma-derived
7 | > factors
ﬂD 1 N = 205

2
} 1
| 1
_D 11 Recombinant
_[I 12 |:> factors

21 N = 46

] 2
| 1
| 1
0 50 100 150

number of persons

244 (60.2%) adults received
factor concentrates in 2013
(17 of them received more
than one type/make of
concentrate).

Plasma-derived factors were
administered more
frequently — in 205 (50.6% of
all) adults, whereas
recombinant factors in 46
(11.4% of all) adults.

Eight adults were treated
with both plasma-derived and
recombinant factor.




All

Comparison of treatment in years "
2012 and 2013

Treatment in 2013

Plasma-
Number of persons Recombinant] All with Without

derived Total
treated with: factor factor treatment treatment

Plasma-derived factor

~ 27.6% a6% | 29.7% 63% | 36.0%
= 76 | 79 10 | 8
~ | Recombinant factor
= 0.8% 120% | 12.5% 16% | 14.0%
= | All persons with 99 | 260 51 | 311
3 || it 27.9% 156% | 41.0% 8.0% | 49.1%
s | 88 22 | 109 214 | 323
®© [ Without treatment
§ 13.9% 35% | 17.2% 33.8% | 50.9%
- 265 121 | 369 265 | 634
ota
41.8% 19.1% | 582% 41.8% | 100.0%

Czech National .
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All

Change of treatment in years 2012
and 2013

Treatment switch in 2013

100% -
n To plasma-derived
- To recombinant
80% -
a
S 60% -
=
©
Q
30 40% 175
20% -
0% | > |
plasma-derived recombinant

Treatment in 2012

Czech National
.{ Hemophilia
Program



All
N=634

Type of treatment

§ 100% -
@
fg 80% - 72,3%
X
60% - - =< 4,7%
P N
P 38,8% S
40% - / \
\
/
20% - I !
\ |
0% \ . /I
Home treatment Prophylaxis
f treatment
(N=327) N (N=172) , tipe of treatmen
~

—_— -

Type of prophylaxis (N=172)

i Permanent (N=137)
Temporary 212 weeks (N=8)

Temporary <12 weeks (N=27)
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All

Bleeding requiring treatment N=634
according to prophylaxis

. 40 7 .
® O median -
> 35 1
% h 10th — 9qth
QQ-D 30 I percentile T
c
T 25 -
o
S 20 -
G
c
o 10 - ] 10
g s
< | 4
[N
2
0 - 1 I = T | u T
permanent
no ves no ves no ves . no ves prophylaxis
Frequency of bleeding Mild* Moderate* Severe* Inhibitor
N 210 0 72 14 101 119 8 4
Mean 0.5 2.9 3.3 15.1 6.6 7.1 14.8
Median (min — max) 0(0-7) 1(0-30) 1(0-16)| 10(0-124) 4(0-45) |2(0-30) 11.5(7-29)
persons on permanent o o o
iy 0 14 (16.1%) 119 (53.6%) 4 (33.3%)
% of drugs (FVIII and FIX)
consumed by persons on - 4.8 % 63.5% 3.9%
permanent prophylaxix

* without inhibitor
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All

Joint and other bleeds according to N=634
prophylaxis
Frequency of bleeding Mild* Moderate*

N total 210 0 72 14 101 119 8 4
N valid 193 0 63 13 71 96 6 4
JOINT BLEEDS
Mean 0.1 1.4 2.7 13.7 3.7 4.5 6.3
Median (range) 0(0-5) 0(0-17) 1(0-12)|8(0-124) 2(0-30) 10(0-18 6(4-9)
Total bleeding rate 23 91 35 975 355 27 25
OTHER BLEEDS
Mean 0.3 1.4 0.8 3.2 2.8 3.8 8.5
Median (range) 0(0-5) 0(0-13) o0(0-6) | 1(0-36) 2(0-16) 11.5(0-12) 5.5(3-20)
Total bleeding rate 52 88 10 226 264 23 34
§ 40 - * without inhibitor
g 35 1 T
o
ks
% 20 - O median
5 o 10th — 90t
g 1(5) : T 8 E l I percentile
: S PO -F
Q 0 | | hd | 1
= no yes no yes On permanent prophylaxis

Joint bleeds Other bleeds
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Bleeding requiring treatment
according to prophylaxis

. 35 7 .
® O median
> 30 - - -
g I 10t — 90t
oo 25 - percentile
£
T 20 -
5 - [ 17
%5 15 -
> lil 12
c 10 -
2 s
g 5 - 6
e
0 - T - T = T
no ves no ves no ves no ves
Frequency of bleeding Mild* Moderate* Severe* Inhibitor
N 88 38 7 11 62 3 4
Mean 0.5 2.9 3.3 12.3 7.0 16.0 14.8
Median (min — max) 0(0-7) 1(0-22) 1(0-16)| 8(0-59) 6(0-45) 17(1-30) 11.5(7—-29)
children on permanent
v 0 (0%) 7 (15.6%) 62 (84.9%) 4(57.1%)
% of drugs (FVIII and FIX)
consumed by children on 0% 6.6 % 75.6 % 10.2 %

permanent prophylaxix
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Children
N=229

1
permanent

prophylaxis

* without inhibitor




Children

Joint and other bleeds according to N=229
prophylaxis
Frequency of bleeding Mild* Moderate*

N total 88 0 38 7 11 62 3 4
N valid 86 0 38 7 11 61 3 4
JOINT BLEEDS
Mean 0.2 1.3 1.9 5.7 3.6 9.0 6.3
Median (range) 0(0-4) 1(0-10) 1(0-10) | 6(0-23) 2(0-29) |19(0-18 6(4-9)
Total bleeding rate 13 50 13 63 222 27 25
OTHER BLEEDS
Mean 0.4 1.6 1.4 6.5 3.4 7.0 8.5
Median (range) 0(0-5) 1(0-12) o0(0-6) | 2(0-36) 3(0-16) |8(1-12) 55(3-20)
Total bleeding rate 33 61 10 72 209 21 34
s 12 - * without inhibitor
()
> -
o 10 -
o -
g 8-
o
o 6 - [Je O median
o]
Y— 4 -
g 3 I 10th _ 9ch
e 2 - 2 2 percentile
S
g 0 - T T T 1
- no yes no yes permanent prophylaxis

Joint bleeds Other bleeds
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Bleeding requiring treatment
according to prophylaxis

. 40 - .
® O median -
> 35 7
8 i 10t - 90th
QQ-D 30 I percentile
c
S 25 -
3
o 20 -
kS
5. 15 -
c
g 10 - ] 10,0
o
g 57 E
uw 3
2,0
0 - 1 ] = T T
no ves no ves no ves no ves
Frequency of bleeding Mild* Moderate* Severe* Inhibitor
N 122 0 34 7 90 57 5 0
Mean 0.4 2.8 3.3 15.5 6.3 1.8
Median (min — max) 0(0-6) 1(0-30) 1(0-12)) 10(0-124) 3(0-35) | |2(0-5)
adults on permanent o o
e 0 7(16.7%) 57 (38.3%) 0
% of drugs (FVIII and FIX)
consumed by adults on - 3.7% 56.2 % -

permanent prophylaxix

Czech National
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Adults
N=405

permanent
prophylaxis

* without inhibitor




prophylaxis

Joint and other bleeds according to

Adults
N=405

Frequency of bleeding Mild* Moderate*
N total 122 34 7 90 57 5 0
N valid 107 25 6 60 35 3 0
JOINT BLEEDS
Mean 0.1 1.6 3.7 15.2 3.8 0
Median (range) 0(0-5) 0(0-17) 1(0-12) | 10(0-124) 2(0-30) 0
Total bleeding rate 10 41 22 909 133 0
OTHER BLEEDS
Mean 0.2 1.1 0.0 2.6 1.6 0.7
Median (range) 0(0-3) 0(0-13) 0 1(0-24) 1(0-38) 0(0-2)
Total bleeding rate 19 27 0 154 55 2
o .o L
§ 40 - without inhibitor
g 35
P
o
% 20 D median
5 10th — 90t
g 1(5) tJ 10 L I I percentile
qg_,_ 0 - T 2 T i1 E 1
o no yes no yes permanent prophylaxis
Joint bleeds Other bleeds

O
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All

Bleeding requiring treatment N=634
according to centres

Median of frequency of bleeding per year
Centre (N moderate / N severe)

0,0 5,0 10,0 15,0 20,0 25,0 30,0

| 16,0

Haemophilia (A and B)
without inhibitor on
permanent

Erop! wbaiste
6,0
- Severe

FN Motol — Dpt. of Pediatric Haematology and Oncology (N=1/28) 75

FN Brno — DN — Dpt. of Pediatric Haematology (N=0/16)

FNHK — Dpt. of Pediatric Medicine (N=2/5) 5,0

UnL — Pediatric Dpt. — Haematology (N=0/5)

FN Ostrava — Dpt. of Pediatric Medicine N=(0/7)
FN Olomouc — Dpt. of Pediatric Medicine (N=1/1)
FN Plzen — Pediatric Dpt. (N=0/2) 25,0

CB — Pediatric Dpt. (N=5/5)

FN Brno - OKH (N=1/21)

FN Ostrava Krevni centrum (N=1/13)

FN Olomouc - Hemato-onkologicka klinika (N=1/2)

FN Plzeri - UKBH (N=0/6)

FN a LF HK = IV. IHK (N=0/4)

Czech National
.{ Hemophilia
Program




Children

Bleeding requiring treatment N=229

according to centres

Moderate Frequency of bleeding in children with haemophilia (A and B)
i Severe without inhibitor on permanent prophylaxis
Child centres 0 10 20 30 N Mean Median Min Max Severity
FN Motol — Dpt. of Pediatric | 16,0 1 16.0 16.0 Moderate
Haematology and Oncology 7,5 28 8.5 7.5 0 20 Severe
FN Brno — DN — Dpt. of Pediatric
Haematology ﬁ 2,5 16 4.4 2.5 0 17 Severe
o o n 05 2 0.5 0.5 0 1 Moderate
FNHK — Dpt. of Pediatric Medicine 50 5 42 5.0 5 6 Severe
UnL — Pediatric Dpt. — Haematology i 1o 5 20 1.0 0 6 Severe
FN Ostrava — Dpt. of Pediatric
Medicine M 6,0 7 7.4 6.0 0 17 Severe
FN Olomouc — Dpt. of Pediatric I 20 1 3.0 3.0 Moderate
Medicine 6,0
FN Plzen — Pediatric Dpt. 250 2 250 25.0 5 45 Severe
o 30 5 4.8 3.0 0 12 Moderate
CB —Pediatric Dpt. % 6,0 5 9.4 6.0 1 25 Severe
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Adults

Bleeding requiring treatment N=405
according to centres

Moderate Frequency of bleeding in adults with haemophilia (A and B)
i Severe without inhibitor on permanent prophylaxis
Adult centres 00 20 40 60 80 N Mean Median Min Max Severity
00 : = : ] 1 0.0 0.0 Moderate
FN Brno — OKH 3,0 21 6.2 3.0 0 26 Severe
| 20 1 2.0 2.0 Moderate
FN Ostrava — Blood centre % 6.0 13 33 6.0 0 35 Severe
FN Olomouc - Haemato-OncoIogy_ 0,0 1 0.0 0.0 Moderate
Dpt. ﬁ 1,5 2 1.5 1.5 0 3 Severe
FN Plzen —UKBH &g o5 6 3.0 0.5 0 15 Severe

FN a LF HK—=1V. IHK ﬁ 3,5 4 5.8 35 1 15 Severe
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Children

Bleeding requiring treatment N=229

according to centres

Moderate Frequency of bleeding in children with haemophilia (A and B)
i Severe without inhibitor regardless of prophylaxis
: . . % on permanent
Child centres 0 5 10 N Mean Median Min Max .
prophylaxis
FN Motol — Dpt. of Pediatric I 2i0 14 4.6 2.0 0 22 7.1
Haematology and Oncology 8,0 37 8.6 8.0 0 20 75.7
FN Brno — DN — Dpt. of Pediatric I 1i0 7 1.4 1.0 0 4 0.0
Haematology 2,0 17 4.2 2.0 0 17 94.1
FNHK — Dpt. of Pediatric Medici %10 . - ° ° 222
— Dpt. of Pediatric Medicine 5.0 B o =0 2 100.0
UnL — Pediatric D H | 0,0 2 0.0 0.0 0 0 0.0
nL — Pediatric Dpt. — Haematology " 1 o ; oy o . 3 1.4
FN Ostrava — Dpt. of Pediatric I 3i5 8 4.8 3.5 0 10 0.0
Medicine 4,5 10 11.2 4.5 0 59 70.0
FN Olomouc — Dpt. of Pediatric l 1i0 3 1.0 1.0 0 2 33.3
Medicine 6 1 6.0 6.0 100.0
FN Plzen — Pediatric Dpt. [ 5 0 3 167 5.0 0 45 66.7
CB - Pediatric Dpt 30 7 4.3 3.0 12 71.4
ediatric Upt. 6,0 5 94 6.0 1 25 100.0
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Adults

Bleeding requiring treatment N=405
according to centres

Moderate Frequency of bleeding in adults with haemophilia (A and B)
B severe without inhibitor regardless of prophylaxis
(v)
Adult centres 00 50 100 150 200N Mean Median Min Max Z':::;;T:;‘:"t
i 1 L J,
FN Brno — OKH Sl 4,0 39 7.8 4.0 0 30 53.8
40 7 8.4 4.0 0 30 14.3
FN Ostrava — Blood centre % 70 31 105 7.0 0 35 41.9
FN Olomouc — Haemato-Oncology ] 0,5 8 0.8 0.5 0 2 12.5
Dpt. ﬁ 14,0 23 179  14.0 0 53 8.7
) 5 1.0 1.0 0 3 0.0
FN Plzen — UKBH E 5.0 19 94 5.0 0o 35 31.6
oo 1 00 0.0 0.0

P @ L K IV K ] 150 10 346 180 1 124 200
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Children

Prophylaxis according to centres N=229

Frequency of bleeding
(median, 10t and 90t percentile)

0 20 40 60
. Severity of % with/without Dosing of prophyalxis: 1U/kg per week
Child centres o . . . 1 1 J
haemophilia permanent prophylaxis N Mean Median Min Max .
- O permanent prophylaxis
Moderate N=14 i 92.9 | 1 101.0 101.0 —— Q O without prophylaxis
FN Motol
Severe N=37 28 755 742 313 1313 —o—0
Moderate N=7 100 | -—
FN Brno—DN
Severe N=17 INNNNNNCTWENMNNGY 16 684 735 215 1000 8
Mod N=9 | 0 g
FNHK —ped. Moderate N=5 iyl 1.8 |
PPt severe N=5 SR O ~
Unl - Ped. Moderate N=2 100 | Py
Dpt. Severe N=7 714 2856 2 365 365 313 417 B
EN Ostrava — Moderate N=8 100 | | o——
Ped- DRt severe N=10 70,0 300] 7 784 769 556 1071 —o—— -
1
= 0
EN Olomouc — Moderate N=3 m 66,7 | 1 18.9 18.9 ®
Ped- DRt gavere  N=1 1 395 395 o
EN Plzen — Moderate N=0
Ped-DPt.  severe N=3 2 543 543 459 627 o
Moderate N=7 5 479 35.7 32.3 77.9 5
CB — Ped. Dpt.

Severe N=5 5 643 60.6 48.8 96.2 —a—
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Prophylaxis according to centres

Adults
N=405

Frequency of bleeding
(median, 10t and 90t percentile)

0 20 40 60

Adult centres Severity 9f % with /W|th9ut Dosing of prophyalms: IU/.kg per week ‘ 1 1 J
haemophilia prophylaxis N Mean Median Min Max :
O permanent prophylaxis
Moderate N=21 h 95 .2 0 O without prophylaxis
FN Brno — OKH
Severe N=39 538 46.2 21 513 48.4 26.9 105.3 - —~—
EN Ostrava — Moderate N=7 —ﬁ 36 0 Do
Blood centre severe N=31 m 58 1 0 o —
= ] 1 11, 11.
FN OIomouc—MOc|erate N=8 —ﬁ 87,2 8 8 s
HOK' severe N=23 h 913 2 289 28.5 14.9 429 o "
EN Plzen — Moderate N=5 100
UKBH =
Severe N=19 68 4 0 .
EN a LF HK — Moderate N=1 100
IV.IHK" Severe N=10 m 60,0 3 237 21.7 0.9 48.4 o— . 124
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Consumption of drugs

All

Number of  Average annual Number of  Average annual
Drug L annqal treated consumption per examined consumption per
consumption ,

persons treated person persons examined person
Immunate 8 447 750 IU 124 68 127.0 IU 17 822.3 IU
Fanhdi 5870 250 IU 78 75259.6 IU 12 384.5 IU
Octanate 2080 750 U 20 104 037.51U 4 389.8 IlU
Haemoctin 381 500 U 3 127 166.7 1U 804.9 IU
EVill Advate 4 026 993 IU 61 66 016.3 1U 474 8495.8 IU
Kogenate 5300 750 IU 36 147 243.1 1U 11 183.0 1U
Recombinate 1 858 000 IU 21 88476.2 IU 3919.81U
Bax 855 96 284 IU 5 19 256.8 IU 203.11U
Other recombinant 241 500 IU 4 60 375.0 IU 509.5 IU
FVIII celkem 28 303 777 IU| 322 87 899.9 IU 59 712.6 IU|
Immunine 1633 040 IU 43 37977.7 U 21 208.3 U
FIX Octanine 1300880 1U 19 68 467.4 1U 77 16 894.5 |U
.Other recombinant....... 639.957IU .......... S 159.989.3 U, e 8.310:114
FIX celkem 3573877 IU| 58 61 618.6 IU 46 414.0 IU

aPCC Feiba 35 000 IU 3 11 666.7 U
rFVila NovoSeven 1140 m 5 228.0 mg

Plasma-derived factors - TOTAL* 19 714 170 | 277 71 170.3 IU 35 585.11U
Recombinant factors - TOTAL* 12 163 484 IU| 123 98 890.1 IU 554 21 955.7 U
TOTAL CONSUMTION * 31 877 654 IU 383 83 231.5I1U 57 540.9 IU

*plasma-derived factors = Immunate, Fanhdi, Octanate, Immunine, Octanine, Other plasma-derived

°recombinant factors = Advate, Kogenate, Recombinate, BAX 326, Other recombinant

*TOTAL CONSUMPTION = all mentioned drugs excluding Feiba and NovoSeven
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Children

Consumption of drugs

Total annual Number of  Average a_nnual Numb?r of  Average a_nnual
Drug consumption treated consumptloq per m consur_nptlon per
persons treated child children examined child
Immunate 1633 500 IU 25 65 340.0 IU 8926.2 IU
Fanhdi 1158 250 IU 12 96 520.8 IU 6 329.2 IU
Octanate 1692 750 IU 13 130 211.51U 9 250.0 IU
Haemoctin 165 000 IU 1 165 000.0 1U 901.6 IU
FVIll  Advate 2838 993 IU 50 56 779.9 IU 183 15513.6 IlU
Kogenate 2200750 IU 24 916979 IU 12 026.0 U
BAX 855 65 284 |U 3 21761.31U 356.7 U
Studie gena 13 241 500 IU 4 60 375.0 IU 1319.7 |IU
FVIIl celkem | 9996 027 IU 116 86 172.6 IU 54 623.1 U}
Immunine 575 140 IU 16 35946.3 IU 17 428.5 IU
EIX Octanine 267 580 U 8 33447.5|U 33 8 108.5 IU
.Qther recombinant . 21221410 .. T 073801V 6,430.71U
FIX celkem | 10549341U | 21 50 235.0 IU 31 967.7 IU
aPCC Feiba 23 000 IV 2 11 500.0 IU
rFVila NovoSeven 695 mg 4 173.8 mg
Plasma-derived factors - TOTAL* 5492 220 IU 72 76 280.8 IU 25 426.9 IU
Recombinant factors - TOTAL* 5558 741 IU 77 72 191.4 1IU 216 257349 1U
TOTAL CONSUMTION * 11 050 961 IU 139 79 503.3 IU 51161.9 IU

*plasma-derived factors = Immunate, Fanhdi, Octanate, Immunine, Octanine, Other plasma-derived

°recombinant factors = Advate, Kogenate, Recombinate, BAX 326, Other recombinant

*TOTAL CONSUMPTION = all mentioned drugs excluding Feiba and NovoSeven

<
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Consumption of drugs

Adults

Total annual Number of  Average a_nnual Numb?r of  Average a_nnual
Drug consumption treated consumption per examined consur_nptlon per
persons treated person adults examined adult
Immunate 6 814 250 IU 99 68 830.8 IU 23 416.7 IU
Fanhdi 4712 000 IU 66 713939 IU 16 192.4 U
Octanate 388 000 IU 7 55428.6 IU 1333.31U
Haemoctin 216 500 IU 2 108 250.0 1U 744.0 |IU
FVIll  Advate 1188 000 1U 11 108 000.0 1U 291 4 082.51U
Kogenate 3 100 000 IU 12 258 333.3 1U 10 652.9 IU
Recombinate 1 858 000 1U 21 88476.2 IU 6 384.91U
BAX 855 31 000 IU 2 15 500.0 IU 106.5 IU
FVIIl celkem 18 307 750 IU 206 88 872.6 IU I 62 913.2 IU}
Immunine 1057 900 IU 27 39181.51U 24 043.2 U
EIX Octanine 1 033 000 1U 11 93 936.4 |U 44 23484.1 1U
.Other.recombinant....... 4277431U ... — 420743000 9.721.4.1U
FIX celkem 2518 943 IU | 37 68 079.5 IU 57 248.7 IU
aPCC Feiba 12 000 IU 1 12 000.0 IU
rFVila NovoSeven 445 mg 1 445.0 mg
Plasma-derived factors - TOTAL*]| 14 221 950 IU 205 69 375.4 1U 42 453.6 IU
Recombinant factors - TOTAL* 6 604 743 IU 46 143 581.4 IU 335 19 715.7 IU
TOTAL CONSUMTION * 20 826 693 IU 244 85 355.3 IU 62 169.2 IU

*plasma-derived factors = Immunate, Fanhdi, Octanate, Immunine, Octanine, Other plasma-derived
°recombinant factors = Advate, Kogenate, Recombinate, BAX 326, Other recombinant

*TOTAL CONSUMPTION = all mentioned drugs excluding Feiba and NovoSeven
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Part B

Persons with Von Willebrand’s disease




Sample size

N=1117

All ,valid“ persons

e _—_——— qg=—-
|
N=644 | N=65 | l, N=408
\'4 \'4
Haemobhilia Hereditary deficiency of ‘ Von Willebrand’s ‘
P other clotting factors disease

Cca 1000 symptomatic vWDs should be in CZ
408 of them are in CNHP registry so far
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Number of patients in

participating centres ==
Valid patients Valid patients
Paediatric centres N % Adult centres N %
FN Plzen — Pediatric Dpt. 24 5.9 FN Brno — OKH 181 444
FN Motol — Dpt. of Pediatric Haematology and 18 44 FN Ostrava — Blood centre 62 15.2
Oncology FN Plzen — UKBH 65 159
FN Brno — DN — Dpt. of Pediatric Haematology 15 3.7 )
KN Liberec — OKH 22 5.4
UnL — Pediatric Dpt. — Haematology 6 1.5
FN Olomouc — Haemato-Oncology Dpt. 11 2.7
FNHK — Dpt. of Pediatric Medicine 2 0.5
CB - OKH 1 0.2
FN Olomouc — Dpt. of Pediatric Medicine 1 0.2
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Type of Von Willebrand’s disease

N=408
Patients

Type of disease N %
30,4% N Type 1 141 346
2,9% Type 2 131 32.1
Type 2A 63 15.4

32,1% Type 2B 8 2.0

Type 2M 20 4.9

Type 2N 7 1.7

Type 2 (not specified) 33 8.1

i Type 3 12 2.9
Typ.e not determined / 124 304

unfilled

Total 408 100.0
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Sex and age of patients [,

Sex Current age*
N 141 131 12 124 408
Women (N=225) Mean 334 405 319 42.0 | 383
Median 32 39 31.5 41 37
N=141 N=131 N=12 N=124 | N=408 min-max 2-85 6-76 6-62 2-87|2-87
100% 20 - 18,6%
18 - 17,2%
80% 33,3% 5 | 0
” 46,1% 46,6% 42,7% o 16 14,7%
GCJ 60(y E 14 - 12,0% 12,7%
B o 12 - —
§ § 1o - = 8 8% m 9,6%
5 40% - PR
6 -
20% - 4 | =
2 -
0% T I I 1 0 T T T T T T T
Typel Type2 Type3 TypeND| Total <10 10-18 19-25 26-35 36-45 46-55 56-65 >65
age (years)
Type ND = not determined or unfilled * age reached in year 2013
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Blood group N-208

100 -
Bloodgroup A B AB O ND TotalN ValidN
N 29 8 2 56 4 141
80 - 40,5 ] 6 95
i 500 |sa5| |518 Typel %' 206 57 14 397 326 100
2 ’ %’ 305 84 21 589 100
% 60 - N 33 13 4 34 47 131 84
o 1
Type2 % ) . . ) ) 100
- . — yp 02 252 99 31 260 359
2 10 7 g %° 393 155 48 405 100
8.4 131 i N 2 o 1 3 ¢ 12 6
Type3 %' 167 00 83 250 500 100
20 - 2
30,5 3931|333 s0a| (31 %’ 333 00 167 50.0 100
N 30 13 2 54 25 124 99
0 : . : . Type ND %' 242 105 16 435 202 100
Typel Type2 Type3 Typed  Total %? 303 131 2.0 545 100
N 94 34 9 147 124 408 284
A B - 9 Total %' 230 83 22 360 304 100
%! - % of total N os2
100
% - % of valid N %° 331 120 3.2 518
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Factor levels

N=408
90 3,0 1
80 - - "] median
-,
2,5 -
70 - - I 10th — gQth
- percentile
60 - 2,0 -
o 50 - - o
X .
0 g 15
40 - B e 0
30 - [] 1,0 -
20 7 - [] 0'5 | -
10 - - ]
-
O T T T 1 O'O T T
FVII RCo Ag CBA RCo/Ag CBA/Ag FVIII/Ag
Factor FVIII* RCo Ag CBA RCo/Ag CBA/Ag FVIII/Ag
393 383 374 120 N 366 118 369
47.0 24.7 37.3 35.8 Mean 0.77 0.87 1.84

43(0-219) 18 (0-135) 34.5(0-177) 32(0-127) Median (min — max) 0.64 (0-15.8) 0.82(0-11.1) 1.29 (0-42.4)

* Factor FVIIl was assessed by coagulati on method in 372 patients, by
chromogenic method in 16 patients and method is missing in 5 patient
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Factor levels according to type of
VWD disease |. ==

Typel Type2 Type3 ND :Typel Type2 Type3 ND :Typel Type2 Type3 ND :Typel Type2 Type3 ND

N 139 130 11 113 | 137 129 11 106 ; 139 128 11 96 32 38 5 45

Mean 483 396 64 580,286 146 3.1 341,345 365 25 463350 294 0.2 457

Median 480 360 23 500,300 100 1.0 325,350 31.0 3.0 435,335 210 00 380

O median

Factor FVIIl RCo Ag CBA I Lo o

100 i i i percentile
80 - i i i
o | o i i i
2 ] | | |
o- s s a
T . T |
0 Lok s s s

ol 8 1~ =g~ B | m
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Factor levels according to type of
VWD disease |l. ==

O median

Mean 1.01 0.42 1.62 0.80 1.21 0.67 0.20 0.85 2.07 1.48 3.73 1.79

RCo/Ag | CBA/Ag . FVII/Ag | N
3,0 t ! ! : percentile
e e -
25 | e e
2,0 - | i
o i |
= i i
o 1,5 - : |
| i 0
Lo | i i 0
O | |
0,5 7 : : - -
0’0 T T - T i T T T i T T T 1
Typel Type2 Type3  ND : Typel Type2 Type3  ND : Typel Type2 Type3  ND
N 136 127 10 93 i 32 37 5 44 i 138 127 10 94

Median 0.80 0.38 0.67 0.77 0.88 0.65 0.00 0.84 1.50 1.17 1.09 1.26
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Bleeding score! according to sex

N=1672
Men Women
N 74 N 93
Mean 4.5 Mean 7.1
Median (min - max) 3 (0 - 25) Median (min - max) 6 (-3 —-23)
35 31,1 | 40 7 |
30 - : 43.2% 35 | 54.8%
w 25 | e 0 25,8
T | g 25 !
5 20 - | £ l
2 135 14,9 14,9 2 20 - 17,2 | 17,2
o 15 - 12,2 | ) |
°\° ! 10,8 X 15 - i
10 - | o 9,7 97 | 9,7
| 5,4 |
5 - | 2,7 5 - 3,2 | 22
0,0 | 0,0 ] | ’
0 T T T 1 0 T T T T I
<0 0 1 23 45 610 11-15 16-20 >20 <0 0 1 23 45 610 11-15 16-20 >20
bleeding score bleeding score

1 Adult and Pediatric Vincenza VWD Bleeding Questionnaire and Scoring System
2 Missing information on bleeding score in 241 patients.
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Bleeding score! according to type

<

% of patients

N=1672
Bleeding score
§/e=ets Type ND | Total
N total 141 131 12 124 408
N valid 69 48 4 46 167
Mean 4.8 6.4 18.8 6.1 5.9
Median 4.0 5.0 18.5 4.0 4.0
min - max -1-18 -1-22 13-25 -3-22 -3-25
mmmﬂmﬂ, ,|||H, Hln
<0 0 1 2-3 4-5 6-10 11-15 16-20 >20

bleeding score

1 Adult and Pediatric Vincenza VWD Bleeding Questionnaire and Scoring System

Czech National
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2 Missing information on bleeding score in 241 patients.




<

Other diseases N

Experienced hepatitis

- Yes (N=23)

No (N=303)
Not known (N=82)

Czech National
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11x hepatitis A
7x hepatitis B
2x hepatitis A+B
3x hepatitis C

None of the patients is HIV positive.




<

Consumption of drugs in year 2013

N=408

Average annual

Number of treated patients Total anm.JaI e
total (typel/type2/type3/typeND) [ consumption treated patient
Fanhdi 15 (11/3/1/0) 42 250 IU 2816.7 IU
Haemate P 58 (9/23/7/19) 905 900 U 15 619.0 IU
of them on prophylaxis 4 (0/0/4/0) 215500 IU 53875.01U
Immunate 2(1/0/0/1) 13 000 IU 6 500.0 IU
Wilate 6 (1/5/0/0) 141 300 1U 23 550.0 IU
of them on prophylaxis 1(0/1/0/0) 37800 IU 37800.0 IU
Willfact 2(0/0/2/0) 237 000 IU 118 500.0 IU
of them on prophylaxis 2 (0/0/2/0) 237000 IU 118 500.0 U
Total 83 (22/31/10/20) 13394501V 16 138.0 1U
of them on prophylaxis 7 (0/1/6/0) 490 300 IU 70043.01U
Total - type 1 22 53 500 IU 243181V
Total - type 2 31 546 950 IU 1764351V
Total - type 3 10 568 100 U 56 810.0 IV
Total - type ND 20 170 900 1U 8545.01U
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