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Sample size, valid records

N=1623

Persons registered in
HemIS/CNHP in whole
history until 21.12.2016

o>

Validation* <;:\J>

@I N=1425

All valid persons

Records excluded from further analyses;
deceased persons

- persons lost from evidence
persons switched to other centre, which
does not participate in CNHP

- "Entrance form” not filled

- women - carriers of haemophiha
persons with changed diagnosis
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This slide describes the process of records’ validation within the registry.
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Persons with haemophilia (PWH)




Centres participating in CNHP

Valid persons Valid persons
Paediatric centres N % | Adult centres N %
Prague - Dpt. of Pediatric Haematology 8 114 Brno - Dpt. OF Clin Hamatol, UM Bmo 146 195
and Oncology, CUH Motol
Brno - Dat, of Pediatric Hasmatology, CUH Bmo 51 68 “;:‘K':“": cantra; UH Osoee 77 303
Usti n.L. — Pediatric Dpt. — Haematology, M Hea fové ~ IV. internal and
H:wli\..,' ediatric Dpt sematology, Masaryk 27 16 Hematology Dpt.. UH HK 62 g3
' £ :
Hradec Krdlové - Dot, of Pediatric Medicine, UHHK 25 33 g:m"""’;‘ semato-Oncology Opt. UH - &5 a2
Ostrava - Dpt. of Pediatric Medicine, UM Ostrava 21 28 Pilsen - Dpt. of Biochemistry and 8 s
Coské Budejovice - Pediatric Dpt., Hospital CB 14 19 Hematology, UH Pilsen
Pilsen - Pediatric Dt., UH Pilsen 14 19 t::::: “OpL OVClnHibmiiol tosphet 4y gy
Oloemoue - Dpt. of Pediatric Medicine, UN Olomouc 13 1.7 Ceské Budijovice - Dpt. Of Clin Hematol, G %
Hospital CB 2 -
Usti n.L, - Dpt. OF Clin Hematol, Masaryk 36 5%
Hospital A
Pilsan - Hemacentrum G 1.2
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Centres contributing to the CNHP registry.



Basic demographics N=747
Type of haemophilia
Actual age* (years)
N 747 D Haemophilia A (N-649)
- s Bl Haemophilia B (N-98)
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Though the percentage of PWH over 65 years has not been increasing dramatically over
last several years, dealing with elderly people with haemophilia will be the challenge for
treaters.



Persons with haemophilia
and inhibitors in 2016

Active inhibitors were recorded in 19 persons in year 2016 (+ 5in anaother centre, not reportad here)
¢ QOut of them, 4 inhibitors (all in children with severe HA) newly developed in 2016
* Allin PUPs onrFVIll, 3 x HT/HR, 1 x LT/LR
* Two of them started ITlin 2016

PWH with inhibitors:

* 10 children and 9 adults

* 18 haemophilia A and 1 haemophilia 8

* 16insevere, 1 in moderate and 2 in mild haemophilia

* 16 high-titre and 3 low-titre (<5BU),

* 13 HR and 3 LR inhibitors; this information not available in 3 PWH with inhibitors

¢ patients were treated with rfVila, 2 patients with aPCC and 4 patients both with rFViia and aPCC
* 5 patients were without any .by-pass” therapy and 2 patients were without any recorded treatment at all

T

*  Fourof above mentioned 19 persons (all children) startedITT in 2016
v Two developed inhibitors in 2015, two in 2016

*  Two childrenare currently on-going ITT (started earlier)

*  ITT was successfully finished in 2 children during 2016, these children are inhibitor free now
v Another one child finished ITT successfully during 2016, but inhibitors relapsed at the end of 2016
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Summary description of the PWH with inhibitors within registry. There are five other
PWH with inhibitors in the centre not participating in CNHP registry.

Please note further increased number of PWH with inhibitors in 2016. Four children with
haemophilia A, (all severe PUPs) developed inhibitors in 2016. Most of them were HR
inhibitors (only 1 was LR) . All inhibitors developed on rFVIIl, as recombinant factors are
treatment of choice in PUPs in Czech Republic

Six children were on ITl in 2016. Two of them started earlier, four started in 2016. ITI was
successfully finished in 3 children in 2016, however, in one patient inhibitors relapsed at
the end of 2016. No adults were on ITl in 2016.

The number of new inhibitors was thus higher, than the number of successfully achieved
ITls in 2016.



ABR and treatment regimen in
patients with inhibitor
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This slide describes in more details all PWH with “active” inhibitors within CNHP registry.
Most, but not all of children with HT inhibitors are on ITI for different reasons. (Reasons
not reported here, but often: previous ITl failure, waiting for inhibitors <10BU to start
ITI, no consent for ITI provided by parents etc...) No adult PWH was on ITl in 2016.

Patients with inhibitors will be reported separately in details later in 2017.



ABR according to treatment
regimen in PWH with inhibitor

"By-pass” ABR ABR Joint / other bleeds

Diagnosis

N
prophylaxis (mean) | (median) (mean)

Haemophilia A Yes Permanent 1 7.0 7 2/s
Temporary 4 33 1 0/1
oD 1 6.0 6 0/6
No Parmanent 2 150 15 11.5/35
Temporary 3 1.7 0 0/0
oD 7 29 ] 0/o
HaemophiliaB Temporary 1 25.0 25 15/10
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Patients with inhibitors, who have frequent joint bleeds, are on permanent prophylaxis
with by-passing agents. Despite this, some of them have still high ABR.



Part A.1l
Demographic characteristics
Haemophilia A




Severity of haemophilia A

Haem A
N=649

| Children(N=213) | [ Adults (N=436)
[ mild (n=99) ] mitd (N=232)
] Mmoderate (N=32) 2] Moderate (N-38)
Bl severe(n-82) Bl severein-166)
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Age at diagnosis according to
severity of haemophilia A

Severe*

Age at dlagnasis (years) Mild* .|
2 3 s 9 N valid 151 i 17
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Mild Moderate Severe inhibitor Mid Moderate Severe Inhibitor

10)

32 2.5 ae a6 Mean 203 6o 23
2(-7-11) 1{0-212) 0{0~e) oo-q Median (min - mux) 15 (0 - 76) 1(0-32) 1{-2~38)
* Missing informarionon year of dagnosis in 17 persons, * including persorns with mhibitor
* Missing infanmation on year of lognas ¥ 37 persans. */n 2026
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Median age at diagnosis is different for adults and children with HA. (In the past,

the diagnostic options were worse, than they are today.)
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Actual age according to severity of Nesds
haemophilia A

| Children (N=213) | | Adults (N=436) |
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Mild Moderate Severe inhibitor Mid Moderate Severe Inhibitor
Al Curront age™ (yoars) Mild*
9 i 82 9 N valid i
89 102 5.0 3.6 Mean 442 Erd g 22 423
Wf~14 105(1-18) S0~ 1(0~13) Median (min - max) 415719 -%) 11(19-75) 2 (19-77) 45[28~75)
* Inchefing persons with inhidior
*in 2015
**age reached oy year 2016

Mean age of Czech adults with HA is around 40 years. Mean age of children with
HA is around 10 years.
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Hepatitis (ever) experienced

Experienced hepatitis

- Yes (N=0)
D No (N=211)
D Not known (N=2)

No child has hepatitis C

Date fram last annual report of each person,

Children
Haem A
N=213

No HepC infection in children since late 90’s. None of Czech children with HA is infected

with Hepatitis C.
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Adulits
1+1 H Haem A
Hepatitis (ever) experienced
N=436
Experienced hepatitis
B ves (n-153)
] noin=257) B~
& 309
[ ot known (N-26) 3 eiasies
2 2%
6.0% st * 0%
V‘Yﬁ . - 15.4%
: . N=153*
se9% | | % e
\ i- 5% ‘ |
0%
Hep A Hep B HepC type of hepatitis
(N=33) {N=67) (N=119)
Date fram last annual report of each person, *Total of 219 coses of hepatitis In 153 persons. One
person may have move types of hepatitis recorded,
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There has been NO NEW HepC infection in 2016.
119 PWHA ever experienced hepatitis, though some of them may have been
successfully treated (numbers of successfully treated not shown here).
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HIV Haem A

N=649

HIV

Bl Fositive (N-2)
D Negative (N=517)
D Not known / not available (N=130)

N=2 {+ 1 in another centre)

- All HIV-positive persons are adults.

Date fram last annual report of each person,
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Very low number of HIV positive PWH due to low/no access to contaminated
concentrates in 80s and 90s. Our current treatment is on a very high safety level. No
new HIV+ PWH reported since late 90s.
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Part A.2

Treatment outcomes and bleeding frequency
Haemophilia A

16



All

Haem A

Data from year 2016 — sample size =549

Valid persons Persons with Persons Persons
with annual report examined treated
haemophilia A in 2016 in 2016 in 2016
% N
All 649 100% - 633 975% 2> 478 73.7% - 347 53.5%
of themwith inhibitor 18 18 17 14
Children 213 100% -~ 211 99.1% - 182 854% —» 124 58.2%
Of them with inkibitor L] ] L] 9
Adults 436 100% > 422 96.8% - 296 679% - 223 51.1%

of themwithinhibitor L} . | ] 5

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 2016. Not all patients came to the centre (especially adults) and
not all centres fully reported all data in 2016. Thus not all records have been
updated and used for further analyses. Though the data completeness has
further improved in 2016, it remains our task to get as close as possible to 100%
in future years. This goal shall be reached by introducing of the data monitoring
in 2017. (Ideally, percentage of PWH with annual report should be equal to PWH
examined and both should be 100%.)

One adult is not included in further detailed analyses of treatment due to only
partially filled 2016 annual report.
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Frequency of bleeding requiring N
treatment in 2016

Children (N=211) |

100% |
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Bleegs peryear

| Adults (N=421)
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23 43 610 1115 1620 >0

Bleads paryear

T

L et s Savere®
%8 1 7 g N valid
a1 33 a4 59 Mean

0fo-2) 2(0-19) 20~ 23) 5 (0~ 22) Median (man - max)

Mild* < - ¥ Inhibitoe
Fod) s 155 s
c2 23 73 ED |

0fo~8) 0(0~-34) 2 (0~60) 00~ 10)

* without mhibitor

IFrequency of biseding is missing m 1 odull
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Data shown document good efficacy of care provided to Czech PWH, no matter what
age category they are. Mean/Median number of bleedings per year (ABR) is 7,3/2 for

adults and 4,4/2 in children with severe HA.

In 2015 the numbers for children were 4,7/3 and for adults 7,4/3.
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Children

Location of bleeds in 2016 Haem A

N=211

100 (47.4%) children 59 265 Joints —59“

experienced bleeding 1%.0%
requiring treatment at ” . Muscles ﬁ
least once in year; 510 46 108 Subcutaneous ﬁ“’“
bleeds were recorded in 10 16 Oral cavity i 10.0%
total, 30 bleeds required
hospitalization. 5 6 Urogenital tract . 5.0%
All 100 of these children 8 28  Epistaxes e
have recorded location of 5 5 it l oA
their bleeds.
111 (52.6%) children 1 1 CNS | Lox
recorded no bleed during 17 27 Otbias i e
year 2016. !
100 510 Total % 0%  40% W% 80%

% of parsons

There was one CNS bleed in children with haemophilia in 2016. 52,6% of children had no
bleed at all.



Location of bleeds in 2016

153  (36.3%)  adults
experienced bleeding
requiring treatment at
least once in year; 1286
bleeds were recorded in
total, 38 bleeds required
hospitalization.

141 of these 153 adults
have recorded location of
their bleeds. Localization
is not known in 12 adults.
268 (63.7%) adults have
recorded no bleed during
year 2016.

IFreguency of bieeding s mising in 1 odul.

=

i 78%
B o

' 11%

Nears  Niicos:
105 934 Joints
35 72 Muscles
11 17 Subcutaneous
15 20 Oral cavity
6 8 Urogenital tract . 4.3%
3 a Epistaxes |
5 5 GIT
2 2 CNS
17 24 Other
141 1086 Total

Adults
Haem A
N=421*

wK 80%
% of persons

Bleeding events in adults.
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Preventive administration in 2016 Haem A

48 (22.7%) children were
given factor to prevent
bleeding  during/before
risk situation.

98 preventive adminis-
trations were recorded in
total.

Children

N=211

pors Naden

12 15 Stomatology ﬁ 5.7%

21 25 Minor surgery _ 10.0%
2 2 Major surgery l 0.9%
5 12 Risk activity i 24%

12 44 Other prevention _ 57%

48 98 Total ms o %of pcrlsoo‘;

This figure refers to preventive factors administration in children with HA.
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Preventive administration in 2016 Haem A

80 (15.0%) persons were
given factor to prevent
bleeding during/before
risk situation.

115 preventive adminis-
trations were recorded in
total.

Adults

N=422

pers Nadmin
24 24 Stomatology ﬁ 5.7%
17 21 Minor surgery - 40%
13 15 Major surgery - 3%
7 19 Risk activity i L%
25 36 Other prevention _ 59%
80 115 Total o~ ST ...

This figure refers to preventive treatment in adults with HA
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ABR according to treatment regimen
Haemophilia A without inhibitor
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"~ Children
Annual bleeding rate according to thom A
treatment regimen
24
£ 2 9
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0 $ g1 © ’ <41
OD prophy OD prophy OD prophy 7rvﬂmmr¢gimu:‘/
- - m— 00 = on demand and/or
Frequency of bleeding Mild Moderate* Sy eilatads
N total @ 0 26 6 10 62 prophy = permanent prophylaxis
Mean o1 EX 2.7 28 47
Median (min - max) -37/-7? ')},. ! 1 i_(n - 19,‘7 2 i!'{) - 6‘}_ .'”'..w' - :n?; |{|v - ""“, * without iahitytor
Total no of recorded bleeds " 90 16 2% 291
children on permanent
prophylaxis 0(0%) 6(18.8%) 62(86.1%)
% of tactor [PV consimed
by childron on permanont 0.0% 54.9% 853N
prophylaxis
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This slide supports good effect of permanent prophylaxis in children. Rate of
prophylaxis decreased from 94,1% in 2015 to 86,1% in 2016 among children with
severe haemophilia A. Those children with severe haemophilia, who are not on
permanent prophylaxis yet shall be encouraged to do so. (see comment below)
Number of bleeds per year (median) in severe haemophilacs A on prophylaxis
decreased from 3,5 in 2015 to 3/year in 2016. ABR in children with severe
haemophilia A on OD decreased from 3 to 1,5.

We should, however, still bear in mind, that over 2 bleeds/year may 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.
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Joint and other bleeds according to

treatment regimen

Children
Haem A
N=201"

Frequency of bleediag * without nhittor; mésing
1 locotion of biveds in I child
N valld 87 0 26 6 10 o2
JOINT BLEEDS
Mean 0.0 18 12 L3 22
Medlan [range) ofo-1) 0f0-18 200-3 |os@-7 1{0-1N)
Total no of recorded bleeds 3 ] 10 13 169
OTHER BLEEDS
Meoan oz 17 10 L 20
Median {range) ofo-2) 1/0-5} oOfo-4) | 1.4 1f0-9)
Total no of recorded biveds 0 4 5 0 122
10
; 9
- 8 2
& 7
-
s o o
s o
0
s 6 ®
? 3 @ 1= pecemie
Treotment regimen: § 2 . e
0D = on d d and/or temporery g 1 é 1 ®:4
+ s
prophyloxis w g S50 e o
prophy = permanent prophyloxis 0D prophy 0D prophy treatment regimen
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Joint bleeds

Other bleeds

Children with HA on permanent prophylaxis had median of joint bleeds per year
below 2 for the first time in the history of CNHP registry. This is, indeed, a great
success, however, there are still children, who have over 10 joint bleeds per year!
Please note also very high - and thus unacceptable - number of joint bleeds in
some children with moderate HA, when treated ,on-demand® (interval range 0-
18)! These children definitely deserve prophylaxis.
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Adults

Annual bleeding rate according to Hoem A

treatment regimen

24
2 2 °
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OD prophy OD prophy OD prophy
Frequency of bleeding Mild* loderate ‘ Severe*
N total 2 0 29 7 72 8¢
Mean 0z La 41 12 a0
Median (min - max) 0f0-8§) 0{0-34) 1(0~2)| Sjo-60) 1f-42)
Total no of recorded bleeds 43 52 9 790 335
“"",‘;';,,M""“"“" 0(0%) 7(35%) 84 (59.6%)
% of tactor [FVIIN] consusmed
by children on pesmanent o.0% 83.6% 788N

N=413*

®o0

Treatment regimen:

00 = on demeand and/or
temporary prophylaxis

prophy = permanent prophylaxis

* without ahittor

Prophylaxis works very well in Czech adult PWHs! It is able to decrease bleedings
from 5 to 1 (median numbers). In 2015 median ABR in adult PWHSs with severe

haemophilia was 10 on OD and 2 on prophylaxis.

Rate of prophylaxis increased from 54,8% in 2015 to 59,6% among adults with

severe haemophilia A.

Use of prophylaxis will certainly increase the factor consumption in adults, but

the benefit shown as far less bleedings is undoubted.
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Joint and other bleeds according to
treatment regimen

Mean 02 16 21 a4 2.9
Median [range) 0fo-4) 0(0~34) O0(-8 | 1fo-60) 1(o-23)
Total no of recorded bleeds 17 47 15 580 F77)
OTHER BLEEDS
 Mean 01 02 20 08 06
Median (range) 0(0~5) 0f0-1) 0-12)| op-2 ofo-:)
_Totalno of recorded bleeds | s —f Ml 8 -
36

32
©
28

Frequency of bleeding per year
>

Joint bleeds Other bleeds
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Adults
Haem A
N=398*

Treotment regimen. 8 * s .
0D = on d d and/or temporery 4 ®: *
prophylexis 0 e *: $°&°
prophy = permanent prophylaxis 0D prophy OD prophy treatment regimen

* without nhittor; mising
locotion of bieeds in 15 oduks

Median of joint bleeds per year is below 2 also in adults with severe HA on
prophylaxis. It is however seen, that some adult PWHA still have significant

number of joint bleeds despite the prophylaxis. Wide interval range for those with
severe and moderate HA treated “on demand” suggests, that more adults with

HA should be commenced on prophylaxis.

As described later in this report, doses for adults (in 1U/kg/year) are still

significantly lower, than in children with the same disease.
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Adults
ABR according to treatment o
H * without inhibvtor
regimen and age
Froquency of bieeding Mild* Moderate® Severe” [
Treatment regimen 00 Prophy oD Prophy
N total 150 o Pl s L) a1
Mesn 02 25 64 mny 41
Medinn (min - max) 0(0~-a) a(0-34) 25{0-20)
Total no of recorded bieeds 4 45 27
adults on permanent 7
m OW ‘M “M
% of factor (FVIl) consumed by ¥ =
chilldren on permanent 2.0% 77.6% 732%
prophylaxis
Frequency of bleeding Mild*
Trestment regimen op Prophy ‘ 0D Prophy
N total a 0 | 1 3 3 23
Mean 03 | 0.6 07 03 16
Median {min - max) 0(0-3) | 1(0-2) 1f0-1) | ofo-1) 1jo-a
Total no of recorded bleeds 1 | 7 2 1 81
adults on permanent
propbylais 0(0%) 3(21.4%)
% of factor (FVII) consumed by
children on permanent 0.0% 20.3%
prophytaxls

This important table shows in general significant difference in bleeding rates
between adult PWH born before 1990 (when concentrates and thus also
prophylaxis became available in CZ) and PWH born later.

This difference, however, disappears, when comparing adults with severe
haemophilia A on prophylaxis. In both groups the medians and interval ranges
are similar. In other words, prophylaxis works very well also in those, with already
damaged joints. We advocate for more tertiary prophylaxis in adult PWH.
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Adults

Joint and other bleeds according to e A
treatment reglmen and age Pl e

24 i o8 Lt
0f0-34) 1.5{0-8) uo uu 1f0-33) Mmm

L2} 15 169

8 30 os L)
0f0-1) ofo-12})| efo-73 0f0-3j
2 19

Severe*

Lovophy

1 F] 3

03 00 01 24
of-2 ofo-o | of-2 1(0-22)

] 0 1 3]

a4 07 0o 13
ofo-1 10-1)| ojp-0 oo-2m

s 2 0 29

The same is true for joint bleeds in adults. Situation significantly improved
compared to 2015, some frequent bleeders however still remain, especially
between adults with severe HA born before 1990 and still treated “on demand”.
They are, indeed, the candidates for tertiary prophylaxis.
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Part A4

ABR according to centres
Haemophilia A (PWHA)
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. PWHA on prophy
Annual bleeding rate on permanent | s cenes
. N=76
prophylaxis
D Modarste Frequency of bleeding in PWHA without
Bl severe ABR fosiend inhibitor on permanent prophylaxis
Paedistric centre 0 2 4 6 N Mean Median Min  Max  Severity
S == + 2 a0 40 2 6  Moderate
o S . sS4 450w e
0
7 R 0 15 66 S0 0 24 Sevws
. 3 1 30 3.0 3 3 Moderate
Ostrava ; & 24 20 1 s

s “démi“'a 2 20 20 1 3 Moderate

3 e 30 1 8 Severe

I ;n ) 2 00 00 0 0  Moderate

' ._E 2 10 10 0 2 Severo

Ustl nad labemd_ 2 ___;_. 27 20 0 6 .

0

S E 4 08 10 0 1 Sees

Olo 5 1 50 50 5 S Modarate

g o T S
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In vast majority of paediatric centres, severe haemophiliacs on prophylaxis bleed
not more than 4 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. This should also minimize the differences in ABR between centres.

It is still an important challenge for all paediatric centres.
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. PWHA on prophy
Annual bleeding rate on permanent | s cenes
. N=83
prophylaxis
[ Moderate Frequency of bleeding in PWHA without
B severe ABR (medsan) inhibitor on permanent prophylaxis
Adult centre 0 4 8 12 16 20 N Mean Median Min Max Severity
i 1 4.0 4.0 4 a4 Moderat
- a H,J 0 28 15 S
> 2 100 100 0 20 Moderate
7ﬁ°‘"f“i1”77_ 121 10 0 7 Severe
0
Plzed | 12 48 00 0 40 Severs
0
- e s 18 10 0 5 Severe
] 1 10 10 1 1 Moderate
AL ﬂi L3 & 15 15 3 Severe
Hradec Kradové - a : 84 a0 o 1
, | I 1 00 0.0 0 0 Moderate
rinedlster SN 13 273 0 W @ sewe
Plzed — Haemacantre - s g 77 50 3 1%
Cesieé Budbjovice 0 g 7Y 55 5 &
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In centres using prophylaxis in adults, the ABR differs significantly. There are also
adults with severe haemophilia, who have no bleed per year on permanent
prophylaxis. This should encourage us to promote further prophylaxis in more
adult PWH.



PWHA
Annual bleeding rate regardless | s cenes
. N=114
prophylaxis
m Modarste Frequency of bleeding in PWHA without
Bl severe inhibitor regardiess of prophylaxis
ABR | median)
Paediatric centre 0 5 10 15 N Mean Median Min  Max
T i 2 TRETTESE SR
j 33 32 a8 35 0 15
ey s 10 0.0 0o 3
B 0 % &3 56 o
2 13 S 114 130 3 19
Coskd Buddjovice 2223 : i: :: : :
Hradec Kralové .° ; : i; :z : ;
Usti nad Labem 0- 2 : ::: gﬁ : :
| 0
Plzen . 1 5 18 10 0 5
— -

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 decrease 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.
The discrepancy between centres should be minimized or should even disappear
to guarantee the same level of care nation-wide.



PWHA
adult centres
N=181

Annual bleeding rate regardless

prophylaxis
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Similar information for adults. High ABR in some centres might be due to an
individual with very severe phenotype and/or perhaps poor compliance. On the
other hand, dealing with those patients should be a challenge for respective
centres.



. o PWHA
Prophylactic regimens paed. centres
N=114
and treatment outcomes

ON-DEMAND /
PERMANENT PROPHYLAXIS TEMPORARY PROPHY
Poediatricoomtre | Severity Tokal N ‘
Modorate w2 9 10
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| Sevem B | s & MO0 772 524 54 24 20 0 0.0 0.0
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More detailed description of prophylactic dosing/regimens used by different
paediatric centres within CNHP and its correlation with annual bleeding rates in
respective centres.



. . PWHA
Prophylactic regimens adult centres
N=182
and treatment outcomes

ON-DEMAND /

PERMANENT PROPHYLAXIS TEMPORARY PROPHY
Adult contre | Sewerity |Totatn ‘ Ui; =
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More detailed description of prophylactic dosing/regimens used by different adult
centres within CNHP and its correlation with annual bleeding rates in respective
centres.



Children

Type of treatment Haem &
(subgroup of treated patients)

N=124 N=124

100% N=88

0% Temporary

% of treated children

type of treatment type of treatment type of prophylaxis

Over 80% of children treated in 2016 took the advantage of home treatment. 71% of
treated children were commenced on any type of prophylaxis (was 64% in 2015) and
78% out of those on prophylaxis were on permanent prophy in 2016 (was 92% in 2015).
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Adults

Type of treatment Haem A

N=223
(subgroup of treated patients)
N=223 N=223
¥ 100% !r;:;;:lr:nl N=111
S (N=38);
'R 20.6% On gemand
T 8% (N=112j;
% SO.2%
E o i
N et
0% L/ AN
20%
o%
type of treatment type of treatment type of prophylaxis

80% of adults treated in 2016 took the advantage of home treatment (no change
compared to 2015). 50% of treated adults were commenced on any type of prophylaxis
(was 45% in 2015) and 83% out of those on prophylaxis were on permanent prophy in
2016 (was 79% in 2015).



O s O
rFart 8.1

Demographic characteristics
Haemophilia B
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Haem B

Severity of haemophilia B N=s8
| Children(N=35) | [ Adults (N=63) |

[ mild (n=13) ] mild (N=17)

Moderate (N=12) [ Moderate (N-18)

Bl severe(N-10) Bl severein-28)

& 95
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Age at diagnosis according to severity
of haemophilia B

< X
n o
O T
o0 3
(e

Age at dlagnosis (years) Mid*
N valid 0
23 25 e 2.0 Mean 68 13 17

1(0~11) 2(0-8) 0.5~2) 2(2~2) Median (min - max) 24 (0 -67) 6(1-61) 1L5(0-8)

| Children (N=35) | | Adults (N=45%)
8 70
g 7 - ‘5‘ &0
= =
; 6 n =adlinn : S0
2 5 e
@ - P 40
"« 4 percantile o5
= = 30
s 3 <
1 T 10
0- E 0 - . i
Mid Moderate Severe Inhibitor Mid Moderate Severe Inhibitor

0.0

(=)

* including persons with mhibitor
*n 2016

£ Missing infarmation an year of diagnosss i 18 persans.

There is no major difference in demographics between HA and HB.
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Actual age according to severity of N
haemophilia B

| Children (N=35) | | Adults (N=63)
20 90
a8 .. 80
< <
3 16 g
Z 14 D =adlinn >
¥ u it
1
£ 10 poriata g 0
B o
o o
6 30
4 20
2 10
0+ 0 - . .
Mild Moderate Severe inhibitor Mid Moderate Severe Inhibitor
i3 n 10 i
8.0 102 a7z 5.0
7(1~18) 11(2-17) &5(1-18) 35(9~9)
* Inchafing persons with inhibitor
*in 2015
**age reached it year 2016

Canxh Natred
Hemaphle
Migran

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

Experienced hepatitis

- Yes (N=0)
D No (N=35)

‘-0.0%

No child has hepatitis C

Date fram last annual report of each person,

Children
Haem B
N=35

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

with Hepatitis C.
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Adulits
ae . H 8
Hepatitis (ever) experienced o
Experienced hepatitis
B ves (v-30)
] noin=32) .
T A%
D Not known (N=1) g o beccas
;:. 1B%
16% * 20
: 25%
20%
15% 17
5% | I
o~
Hep A Hep 8 HepC type of hepatitis
(N=4) (n=8) (N=26)

Date fram last annual report of each person,

*Total of 38 cases of hepotitis in 30 persons. One parson
may have more types of hepatitis recorded.

There has been NO NEW HepC infection in 2016.

26 PWHB ever experienced hepatitis, though some of them may have been successfully

treated (numbers of successfully treated not shown here).
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All

HIV bt

HIV

Bl Fositive (N-0)
D Negative (N=79)

D Not known / not available (N=19)

No HIV-positive person.

Date fram last annual report of each person,

Canrh Natured
Hemaphle
Priguan

Very low number of HIV positive PWH due to low/no access to contaminated
concentrates in 80s and 90s. Our current treatment is on a very high safety level. No
new HIV reported in any PWH since late 90s.
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Treatment outcomes and bleeding frequency
Haemophilia B
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Data from year 2016 — sample size N-38

Persons with Persons Persons
Valid persons annual report examined treated
in 2016 in 2016 in 2016

All
Haem B

%\ N 9 (4]

cfthemwithinhibitar - - =

All 98 1006 = 95 969% > 84 857% - 63 64.3%

of themwith inhibitor 1 1 1 1
Children 35 100% - 34 971% - 33 943% - 19 543%

of them with inkibitor 1 1 1 1
Adults 63 100% - 61 968% - 51 810% - 44 69.8%

See previous comment for the same slide related to HA.
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Frequency of bleeding requiring N
treatment in 2016

1]
w3

3

Adults (N=61)

l[l.l-

-3 43 &10 3115 1620 >0

Bieads paryear

135 5.6 0.0

1{0-8) 1 (0~ 36) (=)

Caarh Natgred
Hemophle
Prigan

- | Children (N=34) l _— |
0% 0%
80% W%
“ 0% w 70N
€
g 60% § 0% |
o 50% E 0% |
T oaox 3 0w
30% T 0%
0% [I 0% 4
0% 1Ww0%
» UM M0l n B ool | IIL
0 1 22 45 6-10 11-15 16-20 >0 a 4 2
Bleeds per year
Froquency of bloeding Misd*
N valid 16
az 11 24 250 ol
ofo-2) a(0-5) 1(0-13) 25(25-25) Median (min - mux) 00~
* without mhibitor

Data shown document good efficacy of care provided to Czech PWH, no matter what
age category they are. Mean/Median number of bleedings per year (ABR) is 5,6/3 for

adults and 2,4/1 in children with severe HB.
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Children

Location of bleeds in 2016 Haem 8

N=34

Nporx th

13 (38.2%) children o 38 oints | -
experienced bleeding 7 11 Misiclss _ o

requiring treatment at
Subcutaneous ﬁsass

least once in year; 63
bleeds were recorded in 1 Oral cavity -7.m
Urogenital tract  0.0%

(%]
o

w

total, 2 bleeds required
hospitalization.

All 13 of these children . . Epistaxes 0.0%
have recorded location of B - &t i
their bleeds.
21 (61.8%) children - - CNS 0.0%
recorded no bleed during 5 2 : i S
year 2016. !
13 63 Total o% 20% 0% wH 80%

% of parsons

There was no CNS bleed in children with haemophilia B in 2016. 61,6% of children had
no bleed at all.



Adults
Location of bleeds in 2016 gl
Nparx th
31 (50.8%)  adults 18 99 Joints I -
experienced bleeding 7 11 Misiclss - Ay

requiring treatment at

least once in year; 185 . 1 ‘Subcutaneous I"‘”‘
bleeds were recorded in 3 4 Oral cavity ixz.ose
total, 2 bleeds required

hospitalization. 2 2 Urogenital tract -Bm‘

25 of these 31 adults 1 8  Epistaxes [ eox
have recorded location of '

their bleeds, Localization ¥ - Ll 2
is not known in 6 adults. 1 1 CNS I 0%
30 (49.2%) adults have '
3 3 Othe
recorded no bleed during ! i gl
year 2016. 25 129 Total o% 0%  40%  @0%  80%

% of persons

Bleeding events in adults.



Preventive administration in 2016

Noon Naﬂ'nn

9 (26.5%) children were

bleeding  during/before

risk situation. 1 1 Major surgery - 2.9%
14 preventive adminis-
trations were recorded in 1 1 Risk activity i).eu
total.
1 1 Other prevention - 2.9%
9 14 Totalm‘ -

3 4 Stomatology ﬁa“
given factor to prevent 4 7 Minor surgery _11‘4%

Children
Haem B
N=34

10% 15%
% of parsons

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

Preventive administration in 2016 Haem 8

N=61

15 (24.6%) persons were

given factor to prevent 2 2 Minor surgery -3.256
bleeding during/before

risk situation. 2 2 Major surgery - 3.2%

17 preventive adminis-

trations were recorded in 3 4 Risk activity ﬁ a.8%
total.

o% % 10%

15 17 Total % of parsons

This figure refers to preventive factors administration in adults with HB.
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ABR according to treatment regimen
Haemophilia B without inhibitor
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Children
Annual bleeding rate according to foss
treatment regimen
24
£ @
® -
5 12 >
L
3
<
4
0
Treatment regimen:
wTe ?;:andcmndond/x
N total n 0 I 1 2 7 prophy = permanent prophylaxis
Mean 0z 0s EX) ns 10
Median (min - max) 0{0~-2) 0(0-5 31{3-3) |esp-1 2m-13 * without hitvtor
Total no of recorded bloeds 2 10 : 1 21
el g 0(0%) 1(16.7%) 7 (87.5%)
% of tactor [FX) consumed by
childron oo permanant 0.0% 80.6% 87N

Canxh Natred
Hemaphle
Migran

The data on bleeding rate in children with HB. The interval range in children with
severe HB should be smaller, though. In general, less bleeds in children with HB.



Children

Joint and other bleeds according to o
treatment regimen

Frequency of bleeding Mild* _ Moderate® Severe* * without inhitsitor
Treatment regimen oo prophy oo prophy oo prophy
N valld 7} 0 1 1 2 7
JOINT BLEEDS
Mean 0.0 04 3.0 0o 23
Median [range) of-9 0f0-2) 1(3-3) 0f-0) 1(0-12)
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I 0.2 05 o0 05 0
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P @ 1 pene
Treatment regimen: § & o
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The same is true for joint bleeds.



2 > Adults
Annual bleeding rate according to Haem
treatment regimen
24
T: 20 @ -
g 16 ® .
H
312
L
3 4 o: *
4
® 2
0 $ ' 1 &0 @ °
OD prophy OD prophy 0D prophy Tmmmm
- g 0D = on demend or
Frequencyof bleeding Mild _ Moderate* temporary prophylaxis
N total 16 0 15 1 15 1" prophy = permanent prophylaxis
Mean o1 Le 0.0 a2 20
Median (min - max) 0o-~1 1(0-8 ofo-0) |6f0-38 2{0-10) * without Mhivtor
Total no of recorded bloeds 2 26 4 s M
children oo permanent 4
prophylaxis 0(0%) 1(8.3%) 13(a5.4%)
% of tactor [FIX) consumed by
childron oo permanant 0.0% 11.0% 721N

Canxh Natred
Hemaphle

Piagan

As well as in HA, adults with severe haemophilia B, who bleed frequently should
be commenced on prophylaxis.



Joint and other bleeds according to
treatment regi

men
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Adults
Haem B
N=55*

Frequency of bleeding Mild* ~ Moderste* Severe* * without nhixtor; masing
Treatment regimen oo prophy oD prophy oo prophy docation of biveds i & odults
N valid 15 14 1 " u
JOINT BLEEDS
Mean 0.0 ol 0.0 55 15
Median [range) 0(0-9) of0-1 ow-0 [25(0-15 0p-7)
To ' g 2 0 77 17
I 0.2 10 o0 0z as
m e-1) 0fo-8 o0fo-0p | ofp-5 ofe-2
_Totalno of recordedbleeds 1 0 20 s
14 °
5
£ o l
2 g0
$
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5 oa o erner
Treatment regimen: v . & e S &
0D = on demand and/or temporary ,‘_'-3 °
prophylaxis 0 e $ ®00o0 P
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= permanent laxis
prophy = per prophy Jointbleeds  Other bleeds
- * L T e

The same is true also for joint bleeds in PWHB.
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PartB.4

ABR according to centres
Haemophilia B (PWHB)
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: PWHB on prophy
Annual bleeding rate paed. centres
. N=8
on permanent prophylaxis
m Modarste Frequency of bleeding in PWHB without
- Severe inhibitor on permanent prophylaxis
Pacediatric centre 0 2 '\BR""“’"’": N  Mean Median Min Max Severity

" : 1 30 20 3 3 Modarata
Praha =0 - —
1 3 az 1.0 0 13 Severe

Not all centres treat children with HB. The median ABR is relatively low, but at
least one child with severe HB has ABR over 10 despite of prophylaxis.
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: PWHB on prophy
Annual bleeding rate adult centres
i N=14
on permanefit prophylaxis
[ Moderate Frequency of bleeding in PWHB without
B severe inhibitor on permanent prophylaxis
ABR [meadian)
Adult centre 0 B 4 © N  Mean  Median Min Max Severity
: b - i ;.
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Similar situation for adults with HB. HB, though, means significantly less burden
for patients, compared to adults with HA.



PWHB
Annual bleeding rate pacd. centres
. N=20
regardless prophylaxis
E Moderste Frequency of bleeding in PWHB without
- Severe inhibitor regardiess of prophylaxis
ol A% (Badlen) N M Mi % on purmanent
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This slide describes the treatment of children with HB regardless of prophylaxis in
those centres, which treat PWHB.



PWHB
Annual bleeding rate adult centres
. N=46
regardless prophylaxis
Moderate Frequency of bleeding in PWHB without
B severe inhibitor regardless of prophylaxis
ABR [madian) )
At ountee 0 10 20 N Mean  Median Min  Mar SRS
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This slide describes the treatment of adults with HB regardless of prophylaxis in
those centres, which treat PWHB.
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Prophylactic regimens
and treatment outcomes

PERMANENT PROPHYLAXIS

Severity

bbb

Tokal N

PWHB
paed. centres
N=20

ON-DEMAND /
TEMPORARY PROPHY

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

respective centres.
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PWHB

Prophylactic regimens adult centres
N=46
and treatment outcomes

ON-DEMAND /

PERMANENT PROPHYLAXIS TEMPORARY PROPHY
Adult contre | Severity | Total N i ‘ Dotingof proptyylaxn 1 AR ‘ Agm .
ANt 8t
puvienea 1\/11 an th‘-Zlm" M | Man | Moan V~-n~4lu‘TMm:un | Moan | Mectiar ‘ Median
£ 00N 0 4 a
s 60.0% 3 05 480 2 €l
2 | oo% o 2 2
6 | MIK 2 458 S35 09 5T W w 43 4 53
3 ooN o a0 00 0 3 1 34
4 750% 3 &l 61 533 1310 40 20 40 1 360 34
1 | o0% o 1 o0 a
1 0% o 1 160 u
o |oo% o 6 0 a
4 ooN 0 4 0 as
1 ooN o 1 >
3 66.7% 2 1082 1082 1082 1082 45 as s 1 0.0 060
0
2 |500% 1 453 M3 433 493 00 0.0 n 1 30 30 45
o
1 [1000% 1 S 1S 35 18 &0 a0 5 0
1 |wo0% 1 67 67 &7 A7 00 o0 50 0
2 | S00% 1 421 @1 a1 a1 00 00 53 1 20 20 a

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



Children

Type of treatment Hoom
(subgroup of treated patients)

N=19 N=19
N=10
c io0%
= Centre
=2 treatment
E BO% (n=3);
= §7.4% Temparary
2 0% prophylaxis
& (N=21:
s s
-
” 0% Home
treatmont
20% (N<30)
S20N
0%

type of treatment type of treatment type of prophylaxis

Only 52,5% of children treated in 2016 took the advantage of home treatment. 52% of
treated children were commenced on any type of prophylaxis and 80% out of those on
prophylaxis were on permanent prophy in 2016.
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Adults

Type of treatment Hasm 8
(subgroup of treated patients)

N=44 N=44
Centre
treatment
200 {N=t): N=
3 13.6% 18
.g 5 Qn demand
3 ™ (N=26);
s 53.1%
2 0% Temporary
z prophylaxss
(N=3);
a0% .
2%
o

type of treatment type of treatment type of prophylaxis

86% of adults treated in 2016 took the advantage of home treatment. 40% of treated
adults were commenced on any type of prophylaxis and 78% out of those on prophylaxis
were on permanent prophy in 2016.



Part C.1
Treatment data and factor consumption
Haemophilia Aand B
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All
Treatment 408
tmmunste [ 57
02": @s I ed 408 persons (54.6% of all
Hosmate | 2 :> R PWH) received factor
Immunine ) 30 N=241 concentrates in 2016 (29 of
Octanine ) 21 = %
Other-PD |} 2 them received more than one
.............................. type/make of concentrate)
u::“:': - 97 Plasma-derived factors were
Recombinate [ 12 administered more frequently
""": g Recombinant —in 241 persons {32.3% of all
— T :> factors PWH, 59.1% of treated
Other—standardREC ] 3 N=173 PHWS), whereas recombinant
‘m’; 2 factors in 173 persons (23.2%
Other—rFVINEHL ) 6 of all PWH, 42.4% of treated
Other-rFIXEHL | 1 PHWs).
T Noweseven @1 Eleven persons were treated
Feiba [J ¢ with both plasma-derived and
Othar-28| J1 recombinant factor.
0 50 100 150
numbar of persans 2 missing type of trectment in 2 persons

Caarh Natgred
Hemophle
Prigan

42% of PWH registered in CNHP registry and treated with any factor concentrate were
treated with recombinants in 2016. The number of PWH treated with recombinants is
gradually increasing over last several years. This is not only due to the recommendation
of CNHP to treat PUPs with recombinants (since 2006), but also reflects switches of
older children and adults to rFVIIlI in some cases.



Children
Treatment s
Immunste [T 8
Fanhdi 3 s
Octanate [ 9 Plasma-derived 142 children (57.3% of all
Heemate [} 2 ) £ £
ouries. T8 i factors. children) received  factor
Octanine [3 4 . N=38 concentrates in 2016 (15 of
OtherPD )1 them received more than one
""" e type/make of concentrate),
Kegenate 7] 75 Plasma-derived factors were
Recombinate © inte 1 i
Refacto [} 3 administered in 38 children
Risubis [J 4 @ factors (153% of all, 268% of
- m';‘:’!‘; 1 N=107 treated children), recombi-
e Aol _',J’ nant factors in 107 children
Elocta 0 (43% of all, 75.4% of treated
Other—rFVIIlEHL ) : X
Other—rFIXEHL | 1 c!uldten}
.............................. Five children were treated
Nwm C',’ with both plasma-derived and
Other-BP | 1 recombinant factor.
0 0 ) 0 80
numbar of persans  missing type of trectment in 1 child

Canrh Natgred

Over 75% of children, who were given factor concentrate in 2016, were treated with
recombinants.



Adults
Treatment oo
Immunate [ s E]
o T —» - , 266 adults (53.3% of all
Heemate o Plasma-derived adults)  received  factor
o— g” m m concentrates in 2016 (14 of
Other—PD 1 —_— them received more than one
""" ;;,;' E‘n" e e Siacc e type/make of concentrate).
Kogenate ol 20 Plasma-derived factors were
Me-::::: F 1 administered more frequently
Rixubls 1o @ 'mm'“"hm"m - in 203 adults (40.7% of all,
Benefix o N=86 76.3% of treated adults),
m"“‘““‘::':l!lf ) » whereas recombinant factors
Elocta |0 in 66 adults (13.2% of all,
Other—rFVILEHL J§ 3 24.8% of treated adults).
_?t':'l‘_"_"‘_ _°_ ___________________ Six adults were treated with
NovoSeven [ 4 both plasma-derived and
m'::: .lo’ recombinant factor.
0 ) 100
number of persans : missing type af trectment in 1 adult

Canrh Natgred
¥ Mle

Number of adult PWH treated with recombinants is slowly increasing (currently 25% of
those treated with factor concentrate in 2016 and registered within CNHP registry).



Comparison of treatment in years
2015 and 2016

% of all % treated % of afl | % treated
! PWH | PWH PWH | PWH

All persons with

treatment 2.3

100.0

Plasma-derived

factor 241 323 58.2 261 355 61.7

R binant
ecombinan 173 23.2 41.8 162 22,0 383

factor

moome | w oas
747 100.0 ; 736 100.0 :

This table compares data between 2015 and 2016. E.g. you can see, that percentage of
patients treated with recombinant concentrates and registered within CNHP registry
changed from 38,3% in 2015 to 41,8% in 2016.
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Comparison of treatment in years
2015 and 2016

% of all % treated % of afl | % treated
! PWH | PWH PWH | PWH

All children with
treatment : - 363

100.0

Plasma-derived 18 15.3 26.2 42 17.1 304
Jactor

Recombinant
107 43.1 73.8 96 39.2 69.6
factor

103 415 : 107 437 .
us w00 - | s 1000

This table compares data between 2015 and 2016. E.g. you can see, that percentage of
patients treated with recombinant concentrates and registered within CNHP registry
changed from 69,6% in 2015 to 73,8% in 2016.
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Comparison of treatment in years
2015 and 2016

% of all % treated % of afl | % treated
! PWH | PWH PWH | PWH

All children with 1163 2065

treatment

Plasma-derived 203 819 140.0 219 89.4 158.7
Jactor

Recombinant
s 66 26.6 45.5 66 269 478

factor

mo  mr - | we w1

This table compares data between 2015 and 2016. E.g. you can see, that percentage of
patients treated with recombinant concentrates and registered within CNHP registry

changed from 47,8% in 2015 to 45,5% in 2016.
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Consumption of drugs il

Numberof Consumption Average annual

Drug ) Tomiannudl  “ueaed  pertreated NUTOrofvald congumption por

persons person i xalid person

FVN (U) Immunate 6317 635 87 726165
Fan 7376 500 mn 103894 4
2 825 500 28 100 910.7
pe 2 475 500 2 1237 7500
Dther plasma-derived 312 500 1 3125000
FVN PO total 19 307 635 185 104 3656
Advate 12574 800 o7 1296371
Kogenarte 6 114 500 a5 1358778
Recombinate 2149 000 12 1790833
Refacto 374 000 4 835000
Other recombinant 859 000 3 2086 3333
FUl REC total* 22 071 300 158 139 691.8
FIX U) mmunine 1723 200 36 478567
2101 000 21 100 047 6
Other plasma-derived 28 500 1 26 5000
FIX PD total J 850 700 56 687625
Rixubis 128 000 4 320000
Benefix 156 000 1 158 000.0
Other recombinant 271 506 3 85020
FIX REC total* 557 506 8 69 688.3

X total* 4 408 206 60 734704 58 449817
EHL(U) FVN 1508 1010 3 251 350.2
FIX 166 381.0 1 166 381.0
«by-pass” Folba (U) 1752 475 6 2020792
NovoSeven (mg) 41210 " 3746

r V82 (m 124 4 1 134 4 * extioding patents eoted with FM1

(=
Hemaghle

Prigan

Absolute numbers of respective concentrates 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 reflects nation-
wide consumption of factor concentrate per treated PWH.

»2Average annual consumption per valid person® gives us an information on the
consumption per patient, regardless of his treatment status and severity of the disease. It
also enables us to estimate the national-wide consumption of FVIIl. As we do know, that
there were 937 haemophilia A patients in 2016 (WFH survey 2016) the total
consumption was approximately 59 741 246 IU of FVlll/year in the Czech Republic.
(SUKL reported 64 235 500 units of FVIII purchased in CZ during 2016). In other words,
it means, that the total consumption was about 5,6 |U/capita of FVIIl in 2016 (SUKL
reported 6 1U/capita). This is a significant increase (over 1l1U/capita, cca 20%l) compared
to 2015, probably due to 4 ITI (some of them high dosed) commenced in children in
2016 as well as increased number and perhaps dose of prophylaxis in adults.

Number of haemophiliacs B in the Czech Republic was 139 in 2016, the total
consumption was approx. 6 252 498 IU of FIX/year, i.e. 0.59 |U/capita, thus no major
change compared to 2015 (SUKL reported 6 944 750 1U of FIX purchased in 2016).
New recombinant FIX were introduced in 2016.

EHL (Extended Half-Life) products are currently used only through clinical trials, though
two of them were registered in CZ in 2016

Significant increase in aPCC consumption is caused mainly by aPCC prophylaxis in
two children with inhibitors (in one as a part of Bonn ITI regimen), but more aPCC was
used also in adults in 2016.
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Consumption of drugs S
Numberof Consumption Average annual

Drug ) Total annual treated per treated Number of vaiid onsumption per
| L Sonsumpnion _persens ___persen e xalidperson
FYN (W)  Immunate 850 750 8 813438

Fanhd: 1 260 500 6 2100833

Octanate 1689 000 9 1887778

Haemate P 2 475 500 2 1237 7500

Other plasma-dentved 312500 1 3125000

FVE PD total 6 398 250 26 246 086.5

Advate 6822 800 0 o7 468 8

Kogenate 2 468 000 25 295200

Recombinate 0

Refacto 154 000 3 513333

Other recombinant 0

FVN REC totai* § 464 500 96 96 591.7

FV toral* 15 863 080 120 132 1521 213 TA4T44
FIX (V) Immunine 463 200 8 579000

Octanine 90 000 4 2500

Other plasma-daenived 0

FIX PD total 553 200 12 46 100.0

Rixubis 128 000 K 320000

Benefix 158 000 1 158 000 0

Other recombinant 221 508 2 1107530

FIX REC total* 507 506 7 72 500.9

FIX total” 1 060 706 16 66 2941 8 30 308.9
EHL(W) FwW 516 2560 3 1720853

FIX 166 381.0 1 166 381.0
«by-pass"” Feiba (U) 1508 975 4 3772438

NovoSeven (mg) 15200 7 2184 )

Other rFVila mg 1344 1 124 4 * exdiuding patients eoted with £M1

Canrh Natgred
Hemaphle
Prigran

Absolute numbers of respective concentrates 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 reflects nation-wide consumption of factor concentrate per treated

child with haemophilia.

Please note, that amount of FVIII is higher in children (median age 10 years),
than in adults (median age around 40 years)! Thus, children with average weight
around 25 kg had comparable or even higher consumption of FVIII to an adult
weighting around 75 kg in average. Situation is similar for FIX

75



A
Consumption of drugs
Numberof Consumption Average annual
Drug (U) Total annual treated per treated Number of vaiid consumption por
P persons person_
FVN (W)  immunate 5 666 865 79 717327
Fanhdi 6 116 (00 85 240823
Octanate 1126 500 19 502895
Haemate P 0
Other plasma-dgenvest 0
FVE PD total 12 909 385 158 811811
Advate 5752 000 21 2130370
Kogenate 3626 500 20 181 3250
Recombinate 2 148 000 12 1790833
Refacto 220000 1 220 000.0
Other recombinant 859 000 3 286 33313
FVN REC total* 12 606 500 62 203 330.6
FYN total* 25515888 218 118 1291 48 58 522.7
FIX (W) Immunine 1 260 000 8 450000
Octanine 2011 000 17 118284 1
Other plasma-denived 26500 1 25000
FIX PD total 3297 500 44 745432
Rixubis 0
Benefix 0
Other recombinant &0 000 1 50 000D
FIX REC total* 50 000 1 50 000.0
EHL(V) Fw 9918450 3 3306180
FIX 0.0
«Dby-pass” Feiba (U) 243500 2 1217500
NovoSeven (mg) 25620 4 648.0
Other rFVila (mg 0 * exdluding patients beoted with M1

The same data for adults with haemophilia in 2016.
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