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Part B

Persons with Von Willebrand disease




Sample size

All ,valid” persons

N=747 N=112 | N=565
v L
Haemeonhilia Hereditary deficiency of Von Willebrand’s
. other clotting factors disease
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Cca 1000 symptomatic vWDs should be in CZ
566 of them are already in CNHP registry




Number of patients in
participating centres

Valid patients

Valid patients

Paediatric centres N % Adult centres N %
Brno - Dpt. of Pediatric Haematology, CUH Brno 27 4.8 Brno — Dpt. Of Clin Hematol, UH Brno 263  46.5
Prague — Dpt. of Pediatric Haematology 23 a1 Pilsen — Dpt. of Biochemistry and
and Oncology, CUH Motol B Hematology, UH Pilsen 75 13.3
Pilsen — Pediatric Dpt., UH Pilsen 22 39 —UKBH
Hradec Kralové — Dpt. of Pediatric Medicine, UH 7 10 Ostrava — Blood centre, UH Ostrava 65 115
HK : Liberec — Dpt. Of Clin Hematol, Hospital 29 51
Ostrava — Dpt. of Pediatric Medicine, UH Ostrava 13 2.3 Liberec
Usti n.L. — Pediatric Dpt. — Haematology, Masaryk Olomoue — Haemato-Oncology Dpt., UH 13 23

. 10 1.8 Olomouc
Hospital T .
Olomouc — Dpt. of Pediatric Medicine, UH Usti "" —Dpt. Of Clin Hematol, Masaryk a 0.7
Qlomouc 1 02 Hospital
Hradec Kralové - IV. Internal and 2 04
Hematology Dpt., UH HK N
Ceské Budéjovice — Dpt. Of Clin Hematol, 1 02
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Hospital CB

Centres participating in VWD survey within CNHP registry.




Type of Von Willebrand’s disease

Patients
Type of disease N %
Type 1* 193 342
D Type 2 216 382
Type 2A 97 17.2
Type 2B 15 2.7
Type 2M 31 5.5
Type 2N 18 3.2

Type 2 (not specified) 55 9.7

I Tvpes 15 2.7

D Type not determined / 141 25.0
unfilled

Total 565 100.0
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Sex and current age of patients

Sex Current age™
- Men (N=252) Typel Type2 Type3 U7 Wi
N 193 216 15 141 565
1 women (v-313) Mean 345 400 347 405 | 381
Median 33 40 33 40 38
N=193 N=216 N=15 N=141 | N=565 min-max_4-88 2-83 9-65 3-79|2-88
100% 20 4 18.1
18
0% .l 150 15.9
2 2 13.5
c £ 14
% 60% s 12 4 10.1 11.2 108
= 2 10
S 40% ° s
= ® 2ss
20% a-
2
0% 0
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 2016

Median age of Czech persons with vWD is below 40 years.
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% - % of total N
%2 - % of valid N

N=565

Bloodgroup A B AB O ND ValidN TotalN

N 42 15 3 89 44 149 193
Type 1 %! 218 7.8 16 46.1 22.8 100.0

%’ 282 10.1 2.0 59.7 100.0

N 70 29 8 62 47 169 216
Type 2 %' 32.4 13.4 3.7 287 21.8 100.0

%’ 41.4 17.2 4.7 36.7 100.0

N 3 i 2 5 4 11 15
Type 3 %' 20.0 6.7 13.3 33.3 26.7 100.0

%’ 27.3 9.1 182 455 100.0

N 23 14 2 64 38 103 141
TypeND %' 16.3 9.9 1.4 454 27.0 100.0

%> 22.3 13.6 19 62.1 100.0

N 138 59 15 220 133 432 565
Total %' 24.4 10.4 2.7 389 235 100.0

%’ 319 13.7 3.5 50.9 100.0

'.onﬁe: ® :‘::n"

°

Well known predominance of BG 0 is confirmed within the registry.




Factor levels

120 4.0 4
di
[ median as

| 10" - 50"
percentile 3.0 4
80

25
60 - % 20
15 4
40 -
1.0 4
20 -
0.5
Ag
Ag
509

100

%
Ratio

0 : 0.0
FVill RCo cBA RCo/Ag CBA/Ag FVIII/Ag
Factor FVIII*  RCo CBA RCo/Ag CBA/Ag FVIIl/Ag
542 517 206 N 493 202 505
49.9 243 381 33.2 Mean 07 0.8 17

45.9(1-213) 19(0-135) 35(0-193) 27(0-127) Median (min— max) 0.63(0-15.83) 0.785(0-4) 1.35(0.08-42.42)

* Factor FVIll was assessed by coagulation method in 504 patients, by
chromogenic method in 16 patients and method is missing in 45 patients
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This slide is giving just general overview as it is not related to different vWD
subtypes.



Factor levels according to type of
VWD, part 1

) ) ) D median
Factor FVIll | RCo : Ag : CBA 10°- 50"
100 133 E : E 107 Iuer(entlle
80 - : : i
60 -
* 1o
40 -

Typel Type2 Type3 ND ETypel Type2 Type3 ND iTypei Type2 Type3 ND éTypel Type2 Type3 ND
N 189 215 15 123 | 185 209 15 108 | 186 212 14

97 | 66 8 8 47

' H |
Mean 499 446 8.0 64.2 2845 1568 2.73 36.63)34.82 38.02 2.79 49.53)3499 26.60 249 47.39

Median 50.0 40.0 3.0 56.0 ;30.00 11.00 1.00 37.00,34.50 3250 2.50 46.00;33.50 17.00 0.95 41.00

Type ND = not determined or unfilled
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This and further slides show factor levels related to respective VWD subtypes.
These data correlate well with published findings.



Factor levels according to type of
VWD, part 2

D median
FVIIl/Ag T

percentile

=

Rco/agT CBA/Ag

4.5
4.0 -
35 4

Ratio

2.5
2.0
15

SRy

Typel Type2 Type3 ND

]

Typel Type2 Type3 ND

T T T T 1

Typel Type2 Type3 ND

N 182 205 13 93 65 84 8 45 185 211 13 96

Mean 0.89 0.44 135 0.80 0.96 0.57 0.93 0.92 1.81 1.50 3.48 1.86

Median 0.81 0.37 0.33 0.78 0.88 0.53 0.67 0.84 1.49 1.30 1.50 1.28

Type ND = not determined or unfilled
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Bleeding scorel according to sex and age

Adult men Adult women Children
N 77 128 62
Mean 55 1.7 0.2
(m"':"fr:l'x'; 5(-1-25) 7(-3-24) 0(0-4)
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bleeding score

bleeding score

<0 0 1 23 4 >4

bleeding score

1 Adult and Pediatric Vincenza VWD Bleeding Questionnaire and Scoring System
2 Missing information on bleeding score in 298 patients.
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Bleeding scorel in adults according to

type of disease

Bleeding score

5-25 -3-22 | -3-25

U750 Type ND | Total

N=2052

12 120 449
5 39 205
16.2 59 6.9
14.0 4.0 6.0

N total 136 181

N valid 76 85

Mean 6.1 7.4

Median 6.0 7.0

min - max -1-18 -1-22

45%
40%
35%

% of patients
]
®

*

bleeding score

1 Adult and Pediatric Vincenza VWD Bleeding Questionnaire and Scoring System
2 Adult patients with non-missing information on bleeding score.

Czech National o ¢
.{ Hemophilia °o .

Program

20%
15% -
10% l | II]
5% -
0% = [ D_, -
<0 0 1 2-3 45 6-10

il

11-15 16-20 >20

Type ND = not determined or unfilled

Type 3 has obviously the most heavy bleeding score.
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Concomitant diseases

Experienced hepatitis | None of the patients is HIV positive. |

B Yes (N=30)
[ mo(n=325)

[ wotknown (N=210)

16x hepatitis A

8x hepatitis B

. 53% 4x hepatitis A+B
""""" 2x hepatitis C
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Hepatitis and/or HIV prevalence in VWD patients within CNHP registry
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Annual bleeding rate (ABR) and
(ocation of bled =
Oocation O eedas
Type ND Total
ABR
N valid 175 198 14 85 472
Mean 0.13 0.13 0.93 0.01 0.13
Median 0 0 0 0 0
min —max 0-12 0-5 0-6 0-1 0-12
SumMm 22 25 13 1 61
Location of bleeds
Ne/Ng*
Epistaxes 3/8 5/30 o/- o/- 8/38
Other 1/1 5/6 0/- 0/- 6/7
Joints 1/12 1/1 2/4 0/- 4/17
Metrorrhagia 1/1 1/1 1/5 0/- 3/7
Muscles 0/- 0/- 2/2 1/1 3/3
Subcutaneous 0/- 0/- 2/2 0/- 2/2
Urogenital tract 0/- 1/3 0/- 0/- 1/3
Sum 6/22 13/41 7/13 1/1 27/77
* Missing information on ABR in 93 patients. Type ND = not determined or unfilled
2 Np = number of patients with bleed; Ng = total number of bleeds treated with substitution of VWF
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Annual bleeding rate and locations of bleeds in vWD patients within the registry.
Please note, that not all of the bleeds needed treatment with vVWF concentrate
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N=565 |

Number of treated patients Averageannual
Total annual consumption per

total (type1/type2/type3/typeND) consumption (IU) treate(nldl:))atiem
Fanhdi 18(12/5/0/1) 165500 9194.4
Haemate P 68(24/30/7/7) 885500 13022.1
of them on prophylaxis* 2 (0/0/2/0) 262 00( 131 000.0
Immunate 1(1/0/0/0) 1000 1000.0
Wilate 12(7/4/1/0) 122500 10208.3
f them on prophylaxis 0 (0/0/0/0) ( 0.0
Willfact 1(0/0/1/0) 182 000 182 000.0
Total 100 (44/39/9/8) 1356500 13565.0
Total - type 1 44 200000 4545.5
Total - type 2 39 613 000 15717.9
Total - type 3 9 497 000 55222.2
Total - type ND 8 46500 58125
* Permanent prophylaxis Type ND = not determined or unfilled
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Absolute numbers of respective concentrates consumption in this figure refer
ONLY to the records within CNHP registry, which have been updated in 2016.
The most important information on this slide is ,Average annual consumption
per treated person®. This aims to reflect nation-wide consumption of factor
concentrate per treated patient. Shows well the highest consumption in type 3
VvWD. Please note, that the numbers of treated patients are relatively small and
do vary significantly between different concentrates. This is, indeed, a source
of potential bias. To increase the data validity, we have to increase the number
of treated patients recorded within CNHP registry.

On the other hand, for vWD treated patients (excluding type 3 patients) the
annual consumption per treated patient should reflect the real situation
(between 5 000 — 15 000 IU/year) relatively well. This slide also demonstrates
significant difference in consumption of VWF concentrate between those,
treated with prophylaxis and those, who do not need prophylaxis.
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Patients on permanent prophylaxis in detail

(N=s |
H Age |Type of pr::):ilc;fxis app:‘::a‘::ons consT:rtna;I)tion Pl
group | VWD in 2016 in 2016 bor week (1v) 2016
1 Brno Child 3 Permanent  Willfact 2 182000 0
2 Brno Adult 3 Permanent Haemate P 1.4 140000 6
3 Brno Adult 3 Permanent Haemate P 2.33 122 000 0
4 Plzen Adult 2 Permanent  Fanhdi 3 102 000 0
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This slide shows consumption of factor concentrate in VWD patients on
prophylaxis (often permanent). Number of persons with vWD on prophylaxis is
low in CZ.
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