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Sample size, valid records

N=1410

Persons registered in
HemilS/CNHP in whole
history until 31,12,2014

>

Validation® < ]

Eecords excluded from further analyses:

- 44 deceased persons
22 persons last from evidence
- 53 persons switched to other centre,
which does not participate in CNHP
= 18 unfilbed minimal registration record
- 14 women - carriers of haemophilia
- & persons with changed diagnosis
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- Hereditary deficiency of ) -
Haemaphilia other dutting factors Von Willebrand's disease

This slide describes the process of records’ validation within the registry.




Part A

Persons with haemophilia (PWH)
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All valid” persons
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Participating centres in CNHP
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Centres contributing to the CNHP registry.




Demographic characteristics of persons
with haemophilia
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Please note gradually growing age of Czech PWH population!



All

Type and severity of haemophilia | "¢

Type of haemophilia Severity of haemophilia
] Haemophilia A (N=602) ] mild (n=323)
B Haemophisia 8 (N=96) Moderate (N=107)

- Severe (N=268)

46.3%




All

Type and severity of haemophilia [l "

| Haemophilia A (N=602) | | Haemophilia B (N=96) ]
] misd (n=293) ] mitd (n=30)
m Moderate (N=77) Q Moderate (N=30)

Bl severe(n=232) Bl severe (N=36)




Children

Type and severity of haemophilia | ¥

Type of haemophilia Severity of haemophilia
] Haemophitia A (N=200) ] mild (n=108)
- Haemophilia B (N=34) Q Moderate (N=45)

- Severe (N=81)

46.2%

85.5%
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Type and severity of haemophilia Il

Children
N=234

| Haemophilia A (N=200) | | Haemophilia B (N=34) ]
] mis (n=95) ] mild (n=13)
m Moderate (N#=33) Q Moderate (N=12)
Bl severe (N=72) Bl severe (N+9)

B &5




Adults

Type and severity of haemophilia | 1=

Type of haemophilia Severity of haemophilia
[ Haemophisia A (N=402) ] mild (n=215)
- Haemophilia B (N=62) Moderate (N=62)

- Severe (N=187)

<

86.6%
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Type and severity of haemophilia Il

Adults
N=464

| Haemophilia A (N=402) | | Haemophilia B (N=62)
] misd (n=138) ] mid (n=17)
D Moderate (N=44) ;'I Moderate (N=18)
- Severe (N=160) - Severe (N=27)

APN /s




- i . All
Age at diagnosis according to N=556'
type and severity of haemophilia
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Median age at diagnosis of 1 year in severe haemophilia enables us to offer
primary prophylaxis to our PUPs.



All

Current age according to type and v

severity of haemophilia
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Our haemophilia population is relatively young.
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. . . Children
Age at diagnosis according to N=199!
type and severity of haemophilia
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Median age at diagnosis below 1 year in severe haemophiliacs enables us to
offer primary prophylaxis to our PUPs. Even better seen within paediatric
population.
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Actual age according to type and s
severity of haemophilia
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Mean age of Czech paediatric haemophilia population is around 10 years.
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Age at diagnosis according to Ne3s7
type and severity of haemophilia
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Even haemophiliacs who are adult in these days, were diagnosed early
enough. However, for those, born before 1990, there was no chance for
prophylaxis due to lack of concentrates behind the ,iron curtain“. Though some
of those, who are now adults were able to take advantage of prophylaxis, none
of them had primary prophylaxis, which is a gold standard in these days This is
the major reason for higher annual bleeding rates in adult haemophiliacs as
their joints have been significantly impaired during childhood (before 1990,
when factor concentrates became available in CZ).
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Actual age according to type and |-
severity of haemophilia
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Mean age of Czech adult PWHs is around 40 years.
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All

MN=598

Hepatitis experienced

Experienced hepatitis

B e iv=16E)
[ neinssoa)

[ ot known [N=32}
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E
6%
e 15%
/ % 98%
; : 5% i
Hep A Hop B Hep ©

[N=34) [N=65) M=134]

TN

% of perscea

tvpe of hepatitis

"Toral of 233 coses of hepotiis in [66 persons. e
person may bave move types of hepatitis recovded,

Dt frowme kst annwal repart of eoch person.

Relatively low prevalence of HepC compared to many other countries.
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Children
Hepatitis experienced E

Experienced hepatitis
| T
[ men=233
99.6%
M=l
- One child has hepatitis C.
0.4%
Dt frowme kst annwal repart of eoch person.
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Hepatitis experienced |

Experienced hepatitis

Bl e (ve165)
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"Toral of 232 cases of hepotiis in 165 persons. e
person may bave move types of hepatitis recovded,
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HIV

HIV

Bl rositive (=2
[[] Megative (ns541)
I:I Mot known J not avallable [N=155)

,’ 22.7%

T7.5% M=2 i+ 1 in anather centre)
B A/ Hiv-positive persons are adults
0.3%

Dt frowme kst annwal repart of eoch person.

Very low number of HIV+ PWHSs 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+
PWHSs reported since late 90s.



Part A.2
Persons with haemophilia with
inhibitor
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Persons with haemophilia N=698
with inhibitors in year 2014

*  Active inhibitors were recorded in 12 persons in year 2014 (+ & in another centre)
- 6 children and 6 adults
- 11 haemophilia A and 1 heamophilia B
- 9 severe, 1 moderate and 2 mild haemophilia
- 10 HR and 2 LR

- 4 patients were treated with rFVila, 2 patients with aPCC, other 2 patients
with both rF\lla and aPCC

- 2 patients were without ,by-pass” therapy and 2 patients were without
any recorded treatment

« ITT
- Two of above mentioned 12 persons (1 child, 1 adult) finished ITT in 2014
as unsuccessful® {adult PWH started in 2014, child in 2011)
- Two children started ITT in 2013 and continued in 2014

- ITT was successfully finished in another 1 child during 2014, this child is
inhibitor free now

Summary description of the PWHs with inhibitors within registry. There are six other
PWHs with inhibitor in the center not participating in CNHP registry.



All
N=10

Persons with inhibitor

Age group chid  child child child child child  adult  adult  adult adult adul  adult
Year of birth iz 2001 X008 2007 2004 2003 1088 1977 1971 1956 1940 1Sd1
Type af haemophilia A A A B A A A A A A A A L]
Severity e By ey sy e Siry miled ey sev sev  mikd  mod
Vear ol 1014 01 1013 2009 009 2005 03 00 mas 1971 012 013 011
diveiopment
HRESLE HE HR HE MR HE MR LR HE L] HE LR HR
By-pas” treatment | ™° i wioary  wiomy  iivEs
in. 2014 m = = e ™M atment bmmment abcc  WPOR SR VI
Flaned Since TONE-3014, In 004,
T fior Snea s e
P ik a3 eiriaful cghy BAEIERE

Information about PWHs with inhibitors and their treatment. Information reflects
situation in December 2014.



Part A.3

Treatment outcomes including bleeding
frequency in persons with haemophilia
2014 data
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Data from year 2014 — sample size

Persons with Persons Persons
Valid persons annual report examined in treated in
in 2014 2014 2014
N %

All 698 100% = 692 991% =2 536 76.3% = 402 57.6%
of them with inhibitor 12 L] L]

Children 234 100% - 231 937% - 211 902% > 138 59.0%
ol tham with inhibiter & & 6

Adults 464 100% = 461 994% = 325 70.0% = 264 56.9%
of them with inhibitor & 3 3

There are records of nearly 80% of all Czech haemophiliacs in total within the
CNHP registry. As for paediatric population, ALL children are recorded. CNHP
registry also houses records of over two thirds of adult haemophiliacs in Czech
Republic. Further slides display analyses performed only on records, which
were updated during 2014. Not all patients came to the centre (especially
adults) and not all centres fully reported data in 2014. Thus not all records
have been updated and used for further analyses. Though the data
completeness is still improving, it is our task to get as close as possible to
100% in future years. ( Ideally, percentage of PWHSs with annual report should
be equal to PWHs examined and both should be 100%).
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Frequency of bleeding requiring "
treatment in 2014

§§§§§§§§§

| [ [T PTF TRC | PR Y P

14 2-3 45 FI0 1135 120 =20 1 2-3 &5 G100 11-1% 13D =20
Blewds por year Bl per year
Haemophilia & m Fmﬁw sl
595° 96 N valid 37
a1 4.7 Fiean o4 L8 a4 55
0.5 {1 - 55) 1M-rx Median fmin - max) - 24 g-21p fo-rn 25—
EFrpquency of Blreding &5 mvssing in I el * without inhibizor

Data shown strongly support the positive effect of prophylaxis in Czech PWHs, no
matter what age category they are. Mean number of bleedings per year 9,4 in the
whole severe haemophilia population regardless of prophylaxis.



Children

Frequency of bleeding requiring "%
treatment in 2014
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Median bleeding rate (all bleeds) in children with haemophilia is 4 per year, regardles
of prophylaxis.



Frequency of bleeding requiring Nede:
treatment in 2014
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The same information for adult PWHs,.
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All

Location of bleeds in 2014 "

pEes ey

353 (51%)  persons 249 1883 loints _;-m

experienced bleeding

requiring treatment at 93 260 Muscles - N
least once per year; 2889
Weeds were: pecoroed: i 70 166 Subcutaneous -n.m

total, 86 bleeds required

hospitalization.

317 of these 353 persons
"

have recorded location of 8 1 GIT Iz

their bleeds. Localization

is not known in 36

persons. 78 193 Other 2%
339 [a9%) persons -

17 31 Urogenital tract ‘S.ﬁ

5 & CN5 I 1%

recorded no bleed during 317 2554 Total b o Lo
year 2014, g

Almost one half of all Czech PWHs did not experience any bleeding in 2014. Our aim
should be to avoid CNS bleeds, though!



121 (52.4%) children
experienced bleeding
requiring treatment at
least once in year; 651
bleeds were recorded in
total, 28 bleeds required
hospitalization.

117 of these 121 children
have recorded location of
their bleeds. Localization
is not known in 4
children.

110 (47.6%) children
recorded no bleed during

Children
Location of bleeds in 2014 E
NW Moy
90 319 loints _'n'B.B‘BIS.
40 104  Muscles -_’A.m
55 131 Subcutaneous -u.w
3 4 Urogenital tract l::.ca.s
2 2 GIT |1-’“>
0 0 NS 0.0%
314 90  Other B -
117 653 Total o son I

year 2014,

There was NO CNS bleed in children with Haemophilia in 2014. Half of children had

no bleed at all.
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Location of bleeds in 2014 :Méi

Npm. Nu'--d..
232 (S0.3%)  adults 155 1564 foints _m.:m
experienced bleeding
requiring treatment at 58 156 Muscles --’9-5“

least once in year; 2238
bleeds were recorded in
total, 58 bleeds required
hospitalization.

15 35 Subcutaneous .:51-.

14 27 Urogenital tract ‘m

200 of these 232 adults

have recorded location of ’ 9 ol l =

their bleeds, Localization

is not known in 32 adults, ? % e l o

229 (49.7%) adults have 44 103 Other -Jm

recorded no bleed during ! '

year 2014, 200 1901 Total i o Lo

Bleeding events in adults.



Preventive administration in 2014 N2

(] amiin

9 46 Stomatology -a.m
116 (16.8%) persons were
given factor to prevent 33 41 Minor surgery _-um

bleeding  during/before

risk situation. 18 | Major surgery i 2.6%
180 preventive adminis-
trations were recorded in [ 16 Risk activity i 0%
total.
37 55 Other prevention [INNNNS <
116 180 Total ™ o B i

Some PWHs were given factor not to treat bleeding, but to prevent bleeding during
risk situations (i.e. surgeries, dental extractions, risk activities/sports etc...). These
event were NOT counted/analyzed as bleeding episodes.
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Children
Preventive administration in 2014 :\“ﬂi

51 (22.2%) children were
given factor to prevent
bleeding  during/before
risk situation.

88 preventive adminis-
trations were recorded in
total.

I
19 24 Stomatology _m
15 20 Minor surgery _ 6.5%

] ] Major surgery i 2.6%

3 11 Risk activity i 1.3%
16 26 Other prevention ﬁ i
51 88 Total ox " s jintas

See comments on previous slide for explanation. This figure refers to paediatric

population.
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Adults
Preventive administration in 2014 :\N“*Si

65 (14.1%) persons were
given factor to prevent
bleeding  during/before
risk situation.

92 preventive adminis-
trations were recorded in
total.

e Madmin
w22 Stomatology - i
18 21 Minor surgery - 19%
12 15 Major surgery i 2.6%
3 5 Risk activity l ]
21 2% Other prevention ﬁ 46%
65 92 Total ox e .

See comments on previous slide for explanation. This figure refers to adult

population.
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Treatment data and factor consumption
2014 data
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Treatment

immunate [ 1o

Fanhdi [ m
Immunine [ ] w

Plasma-derived

Octanate [ 20 s
Octanine [ 20 I:a

Other []7

Feiba []+

Recombinant
Kogenate [ fachios

Recombinate [ 23 M =151

a 50 L0 150
number of persons

All
MN=402

402 persons (58.3% of all
PWHSs]) received factor
concentrates in 2014 (34 of
them received more than one
type/make of concentrate).
Plasma-derived factors were
administered more frequently
—in 269 persons (39% of all
PWHs, 66.9% of treated
PHWSs), whereas recombinant
factors in 151 persons {21.9%
of all PWHSs, 37.6% of treated
PHWSs).

18 persons were treated with
both  plasma-derived and
recombinant factor.

Over one third of PWHSs registered in CNHP registry and treated with any factor

concentrate. were treated with recombinants in 2014.
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Treatment

Immunate [ ]
Fanhdi [ ] =

Octanate [ 10
Octanine ] 7
Other [| 2

Children
M=138

Immunine D 10 :>

Recombinant
factors
N =50

138 children [60% of all
children}) received factor
concentrates in 2014 (12 of
them received more than one
type/make of concentrate).
Plasma-derived factors were
administered in 56 children
{24.3% of all, 40.6% of
treated children), recombi-
nant factors in 90 children
(39.1% of all, 652% of
treated children).

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

Almost two thirds of children, who were given factor concentrate in 2014 were

treated with recombinants.
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Adults
Treatment

T c—

- 264 adults [57.4% of all
Fanhd 70
' [: adults) received factor
imemunine [ 26 Plasma-derived concentrates in 2014 (22 of
Octanate [ 10 |:> factors. them received more than one
Octanine [ ] 13 h=213 type/make of concentrate).
Other )5 Plasma-derived factors were

administered more frequently

folia Y2 ~ in 213 adults {46.3% of all,
""""""""""""""""""""" BO.7% of treated adults),
Advate [ w0 Recombinant whereas recombinant factors
‘::> factars in 61 adults (13.3% of all,

Kogensie g 16 =51 23.1% of treated adults).
Recombinate E & Ten adults were treated with
Other [] both  plasma-derived and

NovoSeven | : recombinant factor.

a 50 L0 150
number of persons

Number of adult PWHs treated with recombinants is increasing (currently 23% of
those treated with factor concentrate in 2014 and registered within CNHP registry).



All
N=592

Comparison of treatment in years
2013 and 2014

%ofall |% treated % of all |% treated
PWs PWs PWs PWs
581 1000 | 383 604 1000

All persons with
treatment

Plasma-derived

Sfoctor

Recombinant
foctor

This table compares data between 2013 and 2014. E.g you can see, that percentage
of patients treated with recombinant concentrates and registered within CNHP
registry changed from 28% in 2013 to 37% in 2014.
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PWHs switched between N=322"
recombinant and pd concentrates

Treatment in 2014
100%
“ D Flasma-derived
- Rt oenbinant
Bl
-
E G0
L 199
4%
o
20%
5%
plasma-derived recombinant
Treatmient in 2003
* P treated in Bath years 2013 and K14

This table compares data between 2013 and 2014. E.g you can see, that 16 PWHs
within CNHP registry were switched from pdFVIil to rFVIIl in 2014.

NB Please note the difference between slide 43 and 42. Data on slide 43 refer to
switched patients ONLY !
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Type of treatment =402

N=4032 N=402
Centre
treatment
E 100% e
E : On demand
AN=I01) o
= & e, N=201
®
[orc
Ay
I
o

type of treatment type of treatment type of prophylaxis

Almost 90% of PWHs treated in 2014 took the advantage of home treatment. Half of
treated PWHs were commenced on any type prophylaxis and 82% out of those on
prophylaxis were on permanent prophy in 2014.



Annual bleeding rate according to N=402
treatment regimen R
m::»rrd-rmndm:nd;";

a0
u n g l:m.pamrv.prmmrﬂm#
35 prophy = permanent prophyforis

% B os..

20

15
10 l 11.5
B
5 4 4
Al M. 3 a 4

oD prophy ©OD  prophy| ©OD  prophy| OD/ITT prophy  frediment

Annual beeding rate

regimen
e CLe T S L R TS| Severe® _inhibitor |
4 toeal m a 51 19 ag' 145 i |
Mean L& 1 45 15.1 EE 6.6 T
Median {min - max) 10— 24) 200-21)  Aj0-17 |10.5 0 - 55) ajo-720 | 4f0-20
Tatsd no of recorded bleeds 121 FiT) &R 1451 258 H
g b o 19 (27.1%) 145 (59.7%) 1(10%) * without inhisar
‘HMW’N | Freguency of
comumed by persons on = 6.2 % MSx 165 % i‘fj-‘;l;:??-sﬂl-ss-w

These data strongly support the positive effect of prophylaxis in Czech PWHs, no
matter what age category they are. Mean number of bleedings per year in severe
haemophiliacs can be decreased from 15.1 in those without prophylaxis to 6.6 in
those, who are taking the advantage of prophylactic factor application. It also shows,
that, in general, consumption of factors is not significantly increased by prophylaxis as
59.7% of treated persons with severe form of haemophilia were on permanent
prophylaxis and they consumed 76.5% of total factor consumption for that particular
group. Difference is thus rather small.
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All
Joint and other bleeds according to N=366'
treatment regimen
Frnauincy o ey Mtild “Modarate®
Treamant regimen o praphiy o0 praghy oo praphy oo preler
N valid 7] a a FE] &0 118 ] 1
JOINT BLEEDS.
Haean 06 2 LF. 1.6 a6 EX] 2.0
Madian {ramge) Qo-5 Go-i4) FO-1R | Bi0-58) Fpo-&4) | 10006 2
Total o of recoeded bleeds 41 03 &1 1009 538 2 2
OTHER BLEEDS
Meean 09 i1 14 2.0 21 i3 50
Madian {range) ofe-1n ole-1x  1f0-7 Jago-ng afe-m) | 2g0-12 L]
Total o o ded blends 66 ag 2% 159 M7 25 5
& &0 * wAThoul Ao
| 15 ! i decation of Beed ia
‘3'_ 0 ‘ 6 P
i 0 meson
2 15 e
Treatment regimen: £ s - E 1 E E
Q0 = on demand and/or temparary if a - 1 1
prophylaxis = oD prophy (alv] prophy  trealment regimen
orophy = permanent prophylaxis joint bleeds  Other bleeds

This important table shows, that the vast majority of bleeds in Czech PWHs
which are influenced/diminished by prophylaxis are JOINT bleeds. The benefit
of prophylaxis, leading to decrease of annual joint-bleeding rate from 8 to 2
(median) is undoubted.

On the other hand, it is alarming to see, that vast majority of bleeds in Czech
PWHS are still joint bleeds (up to 4/5)

If PWH has >1 joint bleed per year in a long term prospective, the locomotory
apparatus deteriorates progressively.

46



& A Children
Annual bleeding rate according to N=138

treatment regimen i o i S
tempovary proghylosis
30 O et peapfey « permonent prophyies
25
| Lo

Annas Bleeding rate
o

o0 prophy ©D  prophy] ©D  prophy | OB/ITT prophy frediment

regimen
Frequendy of bleeding Mild* Moderate® Severs® Inhibitor
M eotal 28 o 23 ] & 4 5 i
Mean 14 18 50 55 58 54 70
Median {min - mas) o0 - 9§ 1p0-21) 4jo-27)| ssu-18 ago-33 | 1o-25
Tatal no of recorded Bleads 39 & 45 53 177 a2
children an pramanant
ok 0 (0%) 9(28.1%) &4 (8B.9%) 1{16,7%}
%% af drugs [PVl and Fix)
wonsumed by children on 0% TREN I K 1IN

This slide supports good effect of permanent prophylaxis in children. Children
with severe haemophilia, who are not on permanent prophylaxis yet shall be
encouraged to do so.

Number of bleeds per year (median) in severe haemophilacs on prophylaxis
decreased compared to 2013 from 6 to 4. This is probably partially due to
better data recording (some preventive factor applications were probably
recorded as bleedings in past), but also by the reflection of 2013 data by
respective centres.

We should, however, still bear in mind, that over 2 bleeds/year lead to
significant joint damage, and we shall further work on this issue! We are likely
able to prevent almost all spontaneous bleeds, but we should focus on trauma
bleeds in still more and more active children. This is true specially for children
with severe haemophilia, regardless of their prophylaxis status in 2014.
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Children
Joint and other bleeds according to N=13a
treatment regimen

Frequency of bleeding Mild*

Treatmaend megimen (44 prophy
N valid 6 [
JOINT BLLTDS
Mean 0.6 16 70 ] ET] 537 20
Median |range) ofo-3) olo-& 1f0-13 | 2fo-m  2f0-15) | 1/0- 16/ 2
Tedal mo of mecordad hleady ] 34 r EF] FEY] % 2
OTHER BLEEDS
Man g 26 19 a4 29 14 5.0
Madian |range) of0=5) L5{0=03) Ip0=-7) | 3f0-20) 2fo-33) | 1f0- 12 5
Total mo of necorded bleeds 2 ] 17 ] 13 17 ]
5 12 * wathaut it
£ ! g degation of Boeds
g 0 in & ehidren
2
g e
£
3 [ median
= 4 o
e : : I R -
Treatment regimen: ] o "
@ = on demand and/or temparary % o
prophylaxis = 00 prophy OO0 prophy treatment regimen
erophy = permanent prophyioxis loint bleeds  Other bleeds

This table shows, that in contrary to adult population, children with haemophilia
in CZ do not have so many joint bleeds and its annual median rate is 2. We,
however, shall work together to get the median number of joint bleeds in
children on prophylaxis below 2!!!

Perhaps, those children with severe haemophilia, who were not on prophylaxis
in 2014, could have even 0 ABR when commenced on prophy??

NB: Please note low joint - ABR in a patient with inhibitors on permanent
prophylaxis with ,by-pass® agents.
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Annual bleeding rate according to

treatment regimen

Adults
N=264

Treatment regimen:
45 0 = on demand andfor
A n i temporary prophylons
£ a0 prophy = permanent prophyloxis
E 35 I 107 = P
® 3 i ——
g
2w
E- 15
g 1
g 0
E 5 a " E a5
= o 4 n 1 4 2
oD prophy ©D  prophy] ©D  prophy | OB/ITT prophy frediment
regimen
T —TT Bl sews oo |
M rotal L3 ] a Fd I s ¥ 4 a
Mean 1& 44 a3 159 1 43
Median {min - mas) 1= 200=18 A(1-d0| 1rp0-55) RpO-F2 |4500-7)
Tots no of recorded bheeds & 123 43 1338 573 w
A o 10 f26.3%) 81 [47.6%) o * without inhibior
Prophy
% of drugs [FV and Fix) | Frequency of
consmed by adulls on B2 N ETEN - Edeeding is missing
i 1 oot

Prophylaxis works very well in Czech adult PWHSs! It is able to decrease

bleedings from 16 to 7 (mean numbers). It will certainly increase the factor

consumption in adults, but the benefit - shown as far less bleedings - is

undoubted.

49



Joint and other bleeds according to
treatment regimen

Adults
N=232!

Freqguency of bleeding Mild® Moderate® Soverg® Inhibitor
_ Treatment L egimen Uoid prephy | OO prophy | 0D prophy o0 prephy
N valid dp 2 20 r) = el : | ]
JOINT BLEEDS.
Mean e 48 14 185 L) 1a
Madian {range) ag=5 Pi0= i) B -8 2 f0=55} Ffo-gd) | 1dF-=07
Todal mo of recorded bleeds 7 69 M agg ddd 3
OTHER BLEEDS
Mhean LI Ly as 18 b4 aa
Madian range) oe- 2 Hi-1n asfo-5| 1@ op-1n | No-6
Total ma o ded blesdts 46 & 3 128 Hel) a
5 50 * ATl AT
£ ! i decation of Beed ia
i an l I+ adults
-
é T
;_:: 0 O medun
-] -k
g 1w g I:':. entie
Treatment regimen: ] L
@0 = on demand and/or temporary T 0 E 1 ﬁ L]
prophylaxis ] 0D prophy 0D prophy freatment regimen
&l = permanent prophyioxis loint bleeds  Other bleeds

This table shows, that the vast majority of bleeds in Czech adult PWHs which
are influenced/diminished by prophylaxis are JOINT bleeds. The benefit of
prophylaxis, leading to decrease of annual joint-bleeding rate in adults from 9

to 3 (median) is undoubted.

On the other hand, it is alarming to see, that vast majority of bleeds in Czech

adult PWHS are joint bleeds (around 8/10)

If PWH has >1 joint bleed per year in a long term prospective, the locomotory
apparatus deteriorates progressively. Prophylaxis in adults, can decrease the

annual joint-bleeding rate down to 3 (median)!
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All PWHs on prophy

Annual bleeding rate on permane -1
prophylaxis in respective centres

Median of frequency of bleeding per year

Centre |M moderate [ N severe] 0.0 10.0 2000 30 40.0

FN Ml = Dipt. of Pediatric Haematology and Oncology (N=1/30) e o

FM Brno — DN - D, of Padistric Heematology (N=0/16) e 20 Haemophilia (A and B)

FN Ostrava - Dpt. of Pediatric Medicine N={309) Tt ¢ without inhibitor on
. < a5 =
CA - Pediatric Dpt. (N=4/5) a0 permanent prophylaxis
FHHE — Dipt. of Pediatric Medicine (N=2/5) & &0 ] Moderate
FN Pizen = Pediatric Dpt. (N=0/d) o & &
Unk = Peciatric Bpt. = Haematology (Ns0/M) s & 5 - Severe
......FH Dlomouc - Dt of Pedintric Medicine (N=1/1) SRR 50 __..._._.........
FM Brno - Dpt. of clin, haem. [N=2/21) '?.;.

FM Ostrava - Biood contre [N=3/16) [l 0
M Plred - UKBH [N=0/12) § o3
FH Clomouc - Haemato-oncology clinic (N=1/5) e 150
CB =Dt of clin, haem. {N=1/4) ’s
KM Libevec - Dpt. of clin. haem. (Na0/5)  — 12 7
unL = opt. of clin, haem. (N=1) Bkl 1o
FH LK Y T N ——— 150
Piref - Haemacentre {M=0/2) w0

Please note different bleeding rates in different centres. Though it may be
influenced by relatively small patient numbers in respective centres, the
differences are present. There are centres with median annual bleeding rate
around 2 in severe haemophiliacs as well as centres with annual bleeding rate
of over 6. On the other hand, the differences are less apparent, than in past
years. This probably reflects the better data recoding (some preventive factor
administrations were probably recorded as bleeding episodes in the past) but
perhaps also the changed approach based on feed-back provided through
past CNHP registry annual reports.



PWHs on prophy

Annual bleeding rate on permanent npacd. centres
prophylaxis in paediatric centres .

] Moderate Frequency of bleeding in PWHs without
- Severe inhibitor on permanent prophylasis
Pasediatric centre o 5 10 15 N Mesn  Median  Min Max Sewetity
FH Mool - Dyt of Pediatric F a0 1 2.0 .0 g 8 Moderate
Haemmalogy snd Gnoalogy 4.5 i 5.5 a5 o 16 Sevene

FM Brno — DN - Dpt. of Pediatric
Haematalogy - 20

16 o
FH Ddtrawa — Dot of Pediatric F Tila] 3 9.3 0.0 1 17 Moderate
Mhedicine 30 9 66 30 2 v

J e e et e -}
R — 1 T S
EMH - Dpt. of Pedistric Medicine .'3':'] - : ':: ':: E : —L
FM Pizen - Pediatric Opt ¢ i 455 i 3 5
Unk = Pediatric Dpt, = Haomatology G i &5 i 5 i
FM Olgmpis: = D.'Jl:.ul'mmrrnc- i -_1--_ -'I-D 4-'6- ; 4- 4-. I'h-idl.';it-l'
Medicine | 50 1 5.0 50 5 Severe

In vast majority of paediatric centres, severe haemophiliacs on prophylaxis
bleed not more, than 5 times per year (median). We should continue in our
focus on individualized/tailored prophylaxis and shall offer it to all, who may
benefit from this approach. Though the situations improved since 2013, it is
still an important challenge for all paediatric centres.
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PWHs on prophy

Annual bleeding rate on permanent i adhlt contres
prophylaxis in adult centres :

[ meoderate Frequency of bleeding in PWHs without
B severe inhibitor on permanent prophylaxis
Adult centre 0 0 A N Mean  Median  Min Max  Sewerity

. z 25 25 1 4 Modente
FH Brng = Dot, of clin, haem i “1" %i £ 20 & o
I’ "3 &0 a0 1 13 Modenate
FM Oatrava — Blood centre i : % aa an o 14 =
FN Pleen = LEEBH I as 1z 15 05 o 10 e
FN Olomouc ~ Hasmato-Oncoiogy | 8 1 a0 RO g B Moderate
opt. | 15 s 176 160 1 & Severe
CB = Dpt, of glin, haem | 35 : ;': ;: '; ; .“E
—
MLbereC | — 12 5 134 120 10 18 Severe
1 1.0 1.0 1 1 MAoderat
inL — Dpt. of clin. haem LI' 3 4 12.3 10 o & 8
P I — 12 2 390 390 B 7 Sever
T | —— 7 2 0 w0 15 3 Sevee

Good news is, that there are adults with severe haemophilia, who have no
bleed per year on permanent prophylaxis. This should encourage us to
promote further prophylaxis in more adult PWHs.



Annual bleeding rate regardless | paed. centres
prophylaxis in paediatric centres

PWHs in

M=140

] Moderate Frequency of bleeding in PWHs without
B severe inhibitor regardless of prophylaxis
Paediatric centre o 5 10 N Mean Medisn  Min  Max “"ml
M Motod = Dot, of Pediapr: 20 14 4.4 .0 o 21 7.1
Hapmatalogy and Oncology i 54 60 5.0 o 18 750
FM Bema = DN = Dgit. af Pediatig I s 6 o7 0.5 o 2 og
Harmatalogy | H 17 38 0 0. .1
FM Otrawa = Dot of Pediatnic 0 a 59 Lo V] 17 333
hbedicine 10 1 L 3.0 o r 0.0
. 1.0 7 23 1.0 i} -] Er1
€8 - Pediatric Dot h a0 . i o5 i .
1 7
FNME — Dpt. of Pediatric Medicine ; H E Lo A i 3 e
- - 18 10 o 4 100.0
FN Pizen — Pediatric Dot I1“_ 5.0 L i 09 0 g 0
! - 10.2 5.0 1 31 a0
0 2 a0
Unl — Pediatric Dpt. - Haematology IM— 00 0 g 00
! s _ 5 52 6.0 1 10 a0
EM Olomou: - Dt of Pediatric 10 3 0 1o 1 4 3313
stedicine 50 2 50 5.0 3 5 500

Ideally, children on prophylaxis should have same (lower) bleeding pattern

as/than those, who do not need prophylaxis. This is in fact the goal of
prophylaxis ! Those, who bleed, should be given prophylaxis to lower the

bleeding rate. Those, who have not more than one joint bleed per year without
prophylaxis probably do not need it. Paediatric centres should work further on
this issue to reflect the fact, that children in these days want to live very active

life.

54



Annual bleeding rate regardless ditouiss
prophylaxis in adult centres =
[ mederate Frequency of bleeding in PWHs without
Bl severe inhibitor regardless of prophylasis
Adult centre u:u 100 2008 M Mot M ":'m
S e—— T TN —
T T e
FN Pizen - LCEH ﬁ“m ; 1:;; E : ;: ::
FN Olomoug = Haemato-Oncciogy 1§ 1 -] 1.5 10 [i] B 125
ogr. | 135 34 &3 135 0 %5 0.8 |
Er—"T O —
ki _h 160 i ::5 0" s ;p e
POy TR —
FN a LF HE — 1¥, IHE k 1! :z ;;; I:,‘: 3 331 ::,
PR HE I ﬂ 150 ; 1:;; 11:: 111 : ;:}

Similar information for adults.
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PWHs in paed.

Prophylactic regimens and tretament centres

outcomes in paediatric centres e
Desing ofprophiass (/i per week) 00Tt T e ey
oy e 14 71 52.9 1 906 W6 &0 B0 42 20
Severe & 750 %0 |30 mia  mo 451 1ams| 5% a5 &1 7.5
e Maderate [ (1] oen | - 0g Ly
Severe 17 sl 59 |16 651 &nF 225 1151 43 0 os oS
FN Dstranca =  Moderate L] 3 657 ¥y 520 M0 4LT  ELD 23 100 4.2 Lo
Ped Dot severe | io s 100 |9 sas 7m0 443 | e 10 oo 0.0
8- Ped. Dt Faderate 7 571 429 4 533 s26 313 769 18 a5 03 [
Severe ] 1000 oo & B3 ELS 498 ELD £ £0 -
FNHE - Ppd. Moderate T IEE Ti4 0 na oo o 20 20
Oy Severe 5 100.0 6o o ma 1% 10 -
FN Plren = Ped, Moderate 1 [T weon | - - ) 0.0
D Severe 5 BOD 00 |4 462 @8 227 &2 115 ES L0 10
Ll Pt g e [ [ 1000 . [ o
Severe 5 B 00 |4 458 3|3 179 &7 53 &5 1.0 LO
N - Modente E] (e [T%] 345 s an a0 1.0 1.0
Fec Dol |wwwral |03 so0  son |0 e 58 50 a

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



PWHs in

Prophylactic regimens and tretament | adun e
outcomes in adult centres .

| | Diosing o prophytass [1kg per M"ﬂ:m::'lq“: porm  Amevaal bleoding rate. | 10
Adult cenire | Severity Total | perm g prop | proph WTHOUT parm proply | o
TREra Do Maderate| 31 a5 0% |2 sis swe soo sas]| as 5 n LB 0 aa
Severe | gy 512 428 |21 s 3ms w7 moy| sa 3.0 S 67 50 51
N Ontrava = Mo [ 333 657 |3 416 s00 133 509 60 a0 &2 40 20 [
Blood centre Senere 29 552 a8 |16 aa9 am3 159 er2] a4a a0 33 109 a0 57
% Plegn -  hecderate s LX) 1o 32 [ k]
UKBH Severe | 25 ap0 s20 a1 232 a7 53 aan| as 05 4 o] 5 s
FH Dlomouc - Modente s s |1 oy ng 8.0 8.0 n .7 1.0 ai
HOC Severe | 4 08 752 |5 421 3 m3 s 17k 16.0 4 134 154 48
o Moderate| 4 0 150 [0 e L0 10 48 i
teeere | 13 pod @82 |0 e 35 15 a8 4l 10 4
Mederate| 3 [ 10000 . L0 1.0 a1
WA Libares Sevare
1 455 545 |5 375 3sy 156 4| 134 120 30 175 165 50
eyt Moderate| 4 50 TR0 50 B0 1.0 1.0 ¥ &0 6.0 5
Severe 1 0.0 B0 Ja 323 HA 69 THE] 123 1.0 Fis mh 150 i)
PN a LE b - [y, Mioderate] 3 [T T . L7 20 19
o Seere | 43 367 833 |2 470 a70 a8 Sia) Mo a0 35 1a s | 37
Ploes .~ Moderate| oo 1000 | - - 1.0 120 a5
Haemacentre  severs |5 o | et |30 1337 Tm7 67 B07| 30 /O 48 57 50 EE]

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



Consumption of drugs

Nurmber of  Average annual  Number of Averdge annual

;‘;‘u’""’”” freated  consumplion per  valid  consumption per
i i persons freqled person  persons walid person
B A58 500 116 T8 367.2 147153
B 622 350 73 B4 5019 11 0006
2 304 000 20 1152000 JgaT2
ma-gdorived 2 130850 T 304 407 .1 3 539.6
Fum .ﬂdlr'IfD G517 104 74 B3 DES.O 802 108258
Kogonate 3950 750 43 &1 8779 5827
Recombinio 1 B17 500 23 80217 30181
Other recombinani 1 050 B 209 4500 21313
FIM'MI![H.IJ 34 086 204 340 100 253.5 56 B21.6
1 BE2 TOO a8 525750 1971586
Fix .--"-'-”'-’-' 2 922 000 20 145 100.0 o8 04375
Other recombinant 00820 & 150 205.0 62585
Fix total (1L} 5415 520 58 93 37T1.0 56 411.7
aPCC  Faiba 252 000 i 63 000.0
Fyila  NovoSeven frmg) 1715 mg & 2858 mg
Plasma-dherived fachors - TOTAL® 24 T30 500 266 82 971.8 35 430.5
Recombinant factors - TOTAL® 14 771 224 145 101 870.5 Gaa 1 162.2
TOTAL CONSLMPTION (1L 39 501 724 388 ¥ 250.6 56 S82.7
immunate, Fanhdi, Gotanate, Immumine, Octanine, Other plasma-derived
recombnant factors = Advate, Kogenate, RecamBinate, BAX 326, Oiher refombinant
*TOTAL E{INSJMPTID‘\I all mentaned drugs exchading Feiba and Novedeven

Absolute numbers of respective concentrates in this figure refer ONLY to the
records within CNHP registry, which have been updated in 2014. The most
important information on this slide is ,Average annual consumption per treated
person” This reflects nation-wide consumption of factor concentrate per
treated haemophiliac.

“Average annual consumption per valid person® gives us an information on the
consumption per patient, regardless of his treatment status. It also enables us
to estimate the national-wide consumption of FVIII. As we do know, that there
were 930 haemophilia A patients in 2014 (WFH survey 2014) the total
consumption will be approximately 52 657 530 IU of FVIlll/year in the Czech
Republic. In other words, it means, that the total consumption was about 5
IU/capita of FVIII in 2014.
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C t_ f d Children
Totslannuar  Mumberof  Averageannual  Numberof  Average annual
Diruig (1L i freated  consumplion per  valid consumplion per
ik persons (redted child PRrSons walid person
1 110 500 19 58 447 4 5552.5
1215000 B 151 875.0 &075.0
L 1 851 500 10 1851500 9257.5
Other plasma-dorived 161 000 2 & 5000 5.0
FUIll  Advate 4 356 604 £ T8 2110 00 217830
Kaogenate 1605 250 27 594537 BO26.3
Recombinio
Other recombinani 1106 g2 " 221 3604 55340
FWIN rodal (1LY 11 426 656 116 88 505.T E7 133.3
Imariting 5548 200 10 E5B20.0 164176
Octlanineg 272 000 Fi 3B 85T 1 B 000.0
A oher recombinant vl W 103 178.0. M 9103.9
FIX total (1L} [ 1138 734] 20 56 986.7 IE2E
aPCC  Faiba 5 000 1 5 000.0
fFyila__ NovaSeven (mg) 1 338 mg 4 334.5 mg
Plosma-dwrivod fachors - TOTAL® 5 1848 200 55 84 3309 22171.8
Recombinant factors - TOTAL® T 378 180 B8 B5 7929 234 3 530.7
TOTAL CONSLMPTION (1L 12 566 390 136 82 3909 53 T02.5
Immunate, Fanhdi, Qctanate Innumse, Ootanine, Other plasma-gerved
recambinant factors = Advate, Kogenate, Recambinate, BAX 326, Other retombinant
*TOTAL CONSUMPTION = oll mestioned drugs excheding Feiba and NovoSeven

Absolute numbers of respective concentrates in this figure refer ONLY to the
records within CNHP registry, which have been updated in 2014. The most
important information on this slide is ,Average annual consumption per treated
child® This reflects nation wide consumption of factor concentrate per treated
child.

“Average annual consumption per valid child“ gives us an information of the
consumption per child, regardless of his treatment status. It also enables us to
estimate the national-wide consumption of FVIII in paediatrics. As we do know,
that there were 200 boys (age 0-18 years) with haemophilia A in 2014 (WFH
survey 2014) the total consumption will be approximately 11 426 600 U of
FVIll/year for children with haemophilia A in the Czech Republic. This
represents around 21,7% of total national consumption, when children
represent around 21,5 % of haemophilia population.

This information also suggests, that - in absolute numbers - prophylaxis in
children does not cost more, than OD treatment in adults (Please note the
difference in body weight between children and adults, though)
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c t_ f d Adults
Total annual Nurmbar of Average annual  Number of Averdge annual
i freated  consumplion par  valid conswmplion per
Rt persons freqled person  persons walid person
T 748 100 o7 T9ATT.3 18.273.89
5 407 350 70 24T 134511
452 500 10 45 250.0 112586
foriviod 1 S48 850 5 368 #r0.0 4 B50.4
Fuam 2 180 500 19 MHATI0SE 402 53744
Kogonate 2 345 500 16 146 5593.8 5E34.6
Recombinafe 1817 500 23 TH0T 4511
Other recombinani 778 248 4 184 5620 Le359
FWIl hodal {iL]) 22 659 548 224 101 158.7 56 267.0
lrarinstinne 1334 500 26 513269 215242
ppr _Octanine 2650000 13 HIBE2 427418
Other recombinant 281 266 1 281 286.0 4 653.2
Fix total (1L} i 4 375 TN-I Bl 112 520.7 68 9643
aPCC  Faiba 247 000 2 B2 3333
fFyila__ NovaSeven (mg) 1715 mg & 2858 mg
Plasma-dherived fachoers - TOTAL® 19 542 300 211 82 617.5 42 117.0
Recombinant factors - TOTAL® T 353 034 59 1;_53']5.7 464 155333
TOTAL CONSLMPTION (1L 26 535 334 262 102 B06.6 58 050.3
immunate, Fanhdi, Gotanate, Immumine, Octanine, Other plasma-derived
spepambinant factar = Advate, Kogenate, RecamBinate, BAX 326, Other refombinant
*TOTAL COMSLBAPTION = all mentianed drugs exchading Feiba and NoveSeven

Absolute numbers of respective concentrates in this figure refer ONLY to the
records within CNHP registry, which have been updated in 2014. The most
important information on this slide is ,Average annual consumption per treated
person This reflects nation wide consumption of factor concentrate per treated
adult.

“Average annual consumption per valid person® gives us an information of the
consumption per adult patient, regardless of his treatment status. It also
enables us to estimate the national-wide consumption of FVIII in adults. As we
do know, that there were 730 adult haemophiliacs A (over 18 years of age) in
2014 (WFH survey 2014) the total consumption will be approximately 41 147
910 IU of FVlll/year for adults with haemophilia A in the Czech Republic.
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Part B

Persons with Von Willebrand’s disease
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Sample size

All valid” persons

; --------------------- 1 1
N-698 | N=77 | N=476 |
¥ Wl J
Hasronkilia Hereditary deficiency of Von Willebrand's
ks other clotting factors disease

Ca V000 symptomatic WD thould be im £2
476 of them are in CNHP registry so far
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Number of patients in

participating centres (tetzs |
Walid patients Wakd patiems
Paediatric centres L} % Adult centres L} =
P Brig = DN = Dt of Pediatic Haematology Er 6.7 FHN Brog - OKH i 416
FM Plzen — Pediatric Dpt. FL Y 0 FM Pleen — UKBEH B 139
FH Motel - Dt of Pedistric Haematalogy and FM Ostrava - Blood cenitr 59 124
Oneal 15 18
Foh “‘I':"'p AR = e KN Uberes - OKH M 50
HE — L @l iatnge MedsCing L A
FN Qlomou = Haemato-Oncology Dpt, 12 L5
P Dsgrarea = Dt of Pediatnie Medicine 13 3.7
A p ; CB- OKH i o2
unL - - olagy J
P 3 FMHE = IV, HE 1 0.
FM Clomos = Dpt. of Pediatri; Medicing 1 .2

Centres participated in VWD survey within CNHP registry



Type of Von Willebrand’s disease |

=a76 |
Patients

Type of disease N %

Tpe 1 134 324
[ e 2 169 355
Tepe 2A 71 149

Tvpe 28 1o 21

Type 2M 24 50

Type 2N 1 23

Twpe 2 (not specified) 53 1.1

I Tvpe 3 1“4 2%
D I:;e"::r determined f 139 292
.‘!'n.:H,aI ate 1000
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Sex and current age of patients

Sex
B wenin=220)

] women (n=256)

M=154  N=169 M=14 N=139 | N=d4T&

Current age™

Mean 315 350 326 398 | 363
Median 0.5 EL) 325 EE) EL]

N=476

S e NO| Total
154 169 14 139 476

EERRE

Typed TypeND| Total

Trpe ND = pot detérmingd o vafifed

min-max 2-8 1-77 7-63 3-55|1-88
o 17.2
. 1
:: 155 25
» 4+
i 13,
2 u 1ni
L s a0 8.6
- |
#
B
: |
3 L —
«id 1018 §9-25 }5-35 36-45 4655 5665 =65
age (years]

* oge

reached bn yeor 2004

Median age of Czech vWDs is below 40 years.
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% of patients

Blood group

85
eos| 611
5] . =
413
ama EER] g
Typel Type2 Typed  Typed

[a]Ce]Eso]

Tats

%! - % of roral N
%4« % of valid N

| N=476 : |

Blocdgroup A B AR O ND Valid N Total N
N 29 9 2 B2 52 102 154
Typel %' 188 538 13 403 338 100.0
N' 284 88 20 608 100.0
N 45 16 & 42 &0 109 169
Trpe2 %' 266 95 36 249 355 100.0
' 413 147 55 385 100.0
N 2 o 1 3 ] B 14
Teed %' 143 00 71 214 571 100.0
%' 333 00 167 500 _

N 28 12 2 &6 31 108 138
Type ND %' 201 B6 14 475 223 100.0
%' 359 111 19 611 100.0

N 104 37 11 173 151 325 476
Total %' 28 78 23 363 307 1000
%' 120 114 34 53.2 1000

Well known predominance of BG 0 is confirmed within the registry.
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| N=476 |
] o
& - O medean
15
L 107 = 4
perceniile
&0 2.0
30 2
i ) £ 15
40 a
1] Lo
il
= 0.5 4
10
Q 0o 4
i RCa AR CRA RCafAg CHASAg PuliAg
Factor IVIR®  Rio Ag EBA RCofAg CBASAE Fumilfag
d58 244 a4 125 N A4 12 £
482 ME mr 360 Mean a5 0Er 150
S-RI0) 19 M-IRN AR (0-1TR) R g0-027) Maedian [min - max) R 0-15.80 082 (0-1L1) 1.9 (0-424)
* Factor FYM wot misessrd by coogulation method b 425 potiesds, by
chromogenic method in 16 potients and method (3 mirdng e 18 potiends

This slide is giving just general overview as it is not linked to different VWD
subtypes.



Factor levels according to type of _
VWD disease I. Sl

0

a

L]
Miean
Mbechanm

Factor FVIII

b

25

Typel Typel Typeld
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This and further slides show factor levels in accord with respective vWD
subtypes and correlate well with published data.
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Factor levels according to type of
VWD disease |l [ness |
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Bleeding score?! according to type
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Type 3 has obviously the most heavy bleeding score.
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Other diseases (s ]

Experienced hepatitis | None of the patients is HIV positive,
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Hepatitis and/or HIV prevalence in VWD patients within CNHP registry
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p g y N=476
| ; Total annual Average annual

_"umhw :uf treated pationts consumption consumption per

total (typel/type2/typed/typeND) [ treated pathent (IU)
Fanhdi 21 (14/4/2/1) 99 250 4726.2
Haemate P 81 (16/38/7/20) 1 128 500 139321
‘Wilate 2 (0/1/a/1) 28 650 14 325.0
Willfact 1 (ofof1/0) 215 000 215 000.0
Total 105 {30/43/10/22) 1471 400 14 0133
Total - type 1 E 1] 175 750 5 B5E.3
Total - type 2 43 449 600 10 455.8
Total - type 3 10 599 000 53900.0
Total - type ND 22 247 050 112295

Absolute numbers of respective concentrates consumption in this figure refer
ONLY to the records within CNHP registry, which have been updated in 2014.
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
vWD. Please note, that the numbers of treated patients are relatively small and
do vary significantly between different concentrates. This is 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 (around
14 000 IU/year) relatively well.
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