Hemofilie — drive a nyni?



Souhrn

Historie hemofilie?
 Hemofilie jako nemoc slavnhych a mocnych

Co je podstatou hemofilie?

« Kde je chyba

* Pro¢ hemofilik krvaci a jaky je rozdil v krvaceni oproti ¢lovéku bez
hemofilie

Lécba v minulosti, nyni a v brzké budoucnosti
* Od podptirné lécby ke krevnim derivatim

Jaka je v soucasné dobeé situace u nas?
« Data o ceské détské populaci hemofiliku
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Historie

<

. Y 55;'
Tajemno? I
« Hemofilie je znama jiz z Talmudu ¢i Bible o L 3
« Hemofilie - nemoc aristokracie ' h 4

— Anglické, Spanélské a Ruské kralovské rodiny
— Abraham Lincoln a Cingischan?

Vyzva! V “centru zajmu védy” od 19. stoleti!!!

 Nazev Hemofilie poprvé pouzit Shoenleinem v 1820s
 Prodlouzeny ¢as srazeni krve hemofilikli poprvé popsan v 1893
« Deficit FVIIl prokazan jako pri¢ina Hemofilie A v roce 1947

» Deficit FIX prokazan jako pricina hemofilie B v roce 1952

« Zacatek prumyslové vyroby koagulac¢nich faktori od roku 1965
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Pro¢ hemofilik krvaci?!

Hemofilik krvaci déle, ne vice?

« Deficit faktoru (FVIII, FIX) vede k nedostate¢éné pevné krevni srazeniné,
ktera se vytvori az za dlouho po uraze

« PriliSné a predéasné rozpusténi nestabilni krevni zatky

Co je podstatou krvaceni?

« Poskozena céva (uraz, i nevédomy)
 Nedostate¢né vytvorena krevni srazenina
 Pozdni a nedostate¢né vstrebani hematomu

Cim je krvaceni nebezpeéné
« Vlastni ztrata krevni (jen pfi masivnim krvaceni)

« Ukladani krve v kloubu — snaha o jeji odstranéni — zanét a dalsi
poskozeni kloubu (ukladadni Fe, zanétlivé zmény) — sklon k dalSimu

y v v eawry
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“Pocatky” lecby hemofilie

Prvni léCebné pokusy
 Podpurna lécba
 Nedostatec¢ny/zadny efekt

Lécba zalozena na védeckych diikazech

 Plasma koriguje prodlouzeny €as krvaceni u
hemofilika

« Transfuse plné krve a plasmy od 1930s

 Objeveni kryoprecipitatu v roce 1964
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“Moderni milniky” Iécby hemofilie

1965
« Poprvé uzity koncentraty faktoru (FVIlI+vWf)

1980s (HIV “tragedie*)

* Snizeni rizika chorob prenesenych transfusi
— Lepsi vybér darcu
— Protivirové osetreni koncentratu teplem
— Lepsi ¢istota koncentratu (,,purifikace)

1985
* Klonovany geny pro FVIil a FIX

1989

* Prvni klinické pouziti koncentratu rekombinantniho FVIII

 Konec ,,Studené valky*“
— Koncentraty dostupné v celé Evropé
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Lécba hemofilie v poslednich 10 letech

PIné dostupné vysoce cistéené koncentraty
(vsechny, které nyni pouzivate)

Siroce uzivané rekombinantni FVIII
 Mnoho zemi pouziva JEN rekombinantni produkty

Dostupny jiz i rekombinantni FIX (zatim ne v CR)

Maximalni bezpe¢nost soucasné lécby
NENI NEDOSTATEK faktorti v ramci Evropy!!!

Efektivni Iécba pacientl s s inhibitorem
* Imuno toleranéni protokoly
« ,by-passing“ léky
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Jak zabranit trvalemu poskozeni

Predchazeni urazum
* Pravidelné cvic¢eni
 Obratnost
 Rehabilitace

Vcéasna a ucinna lécba
« Okamzita a dostatecna domaci lécba

 Konsultace s |ékafem, neni li prvotni lécba dostate¢na
- DAT SI DERIVAT NENi OSTUDA ANI PLYTVANI PENEZI. Je to jediny

Maximalné bezpecna lécba
« Vysoce ¢&isténé a IDEALNE REKOMBINANTNI PRIPRAVKY

V budoucnu genova lécba

Do té doby si zachovat télo v co nejlepsim stavu!!!!!
 Léky s prodlouzenym polo¢asem
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The current status of care for persons
with haemophilia and von Willebrand’s
disease registered within CNHP registry

Jan Blatny, Petra Ovesna, Petr Brabec
on behalf of

Centres contributing to common database
of the CNHP (Czech National Haemophilia Programme)




All

Age o
Age at diagnosis (years) Current age (years)
N 477* N 644
Mean 7.6 Mean 30.5
Median (min - max) 2(0-69) Median (min - max) 26 (0—90)
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* Missing information on year of diagnosis in 167 persons.
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Children

Type and severity of haemophilia | =2

Type of haemophilia Severity of haemophilia (N=216)
Haemophilia A (N=204) Mild (N=101)
- Haemophilia B (N=29) Moderate (N=48)

- Severe (N=84)
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Adults

Type and severity of haemophilia | =

Type of haemophilia Severity of haemophilia (N=404%*)
Haemophilia A (N=358) Mild (N=173)
- Haemophilia B (N=53) Moderate (N=54)

- Severe (N=177)
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Children

Actual age according to type and  [n-2s3
severity of haemophilia
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Haem A Haem B Mild Moderate Severe Inhibitor
Haemophilia A Haemophilia B Current age* (years) Mild* Moderate* Severe* Inhibitor
204 29 N 101 48 84 5
9.8 9.6 Mean 9.8 10.5 9.3 5.4
10(0-18) 9(2-18) Median (min — max) 10(0-18) 11(0-18 9.5(0-18) 5(1-11)
*Current age = age reached in year 2012 * including persons with inhibitor
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Haem A Haem B Mild Moderate Severe Inhibitor
Haemophilia A Current age* (years) Mild* Moderate*
358 53 N 173 54 177 4
42.3 41.5 Mean 44.2 42.5 39.7 38.0
39.5(19-90) 43 (20-67) Median (min —max)  44(19-90) 43(19-71) 38(19-73) 38(20-56)

*Current age = age reached in year 2012
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* including persons with inhibitor




All

Hepatitis experienced =
Experienced hepatitis
B Yes (N=169)
No (N=455) "
Not known (N=20) § 100% -
a 78,7%
S 80% -
®
60% -
39,1%
N=169 I 40% -
0% 17,2%
0% |
Hep A Hep B Hep C type of hepatitis
(N=29) (N=66) (N=133)
Data from last annual report of each person. Type of hepatitis not specified in 5 persons. One

person may have recorded more types of hepatitis.
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Children
N=233

Hepatitis experienced

Experienced hepatitis

- Yes (N=2)

No (N=230)
Not known (N=1)

N=2
‘ One child has hepatitis C, type of

hepatitis not specified in one child.
0,4%

0,9%

Data from last annual report of each person.
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Adults

Hepatitis experienced =
Experienced hepatitis
B Yes (N=167)
No (N=225) "
S 100%
Not known (N=19) 2
a 79,0%
S 80% -
®
60% -
39,5%
N=167 I 40% -
0% 17,4%
0% |
Hep A Hep B Hep C type of hepatitis
(N=29) (N=66) (N=132)
Data from last annual report of each person. Type of hepatitis not specified in 3 adults. One

person may have recorded more types of hepatitis.
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HIV

HIV

- Positive (N=2)

Negative (N=494)
Not known / not available (N=148)

Data from last annual report of each person.
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Both HIV-positive persons are adults.

All
N=644




All valid persons
N = 644

<

| Children
N=1233

Adults
N=411

Czech National
Hemophilia

o>
C>

Persons with annual
report in 2012

N =584

Children
—> reported in 2012
N =215

Adults reported
—> in 2012
N =369

C>

Data from year 2012 — sample size

Persons examined
in 2012
N =453

9 of them with inhibitor

Children examined

— in 2012

N =201

5 of them with inhibitor

Adults examined

—> in 2012

N =252

4 of them with inhibitor

Program



All

Persons with haemophilia E—
with inhibitor

* inhibitor was recorded in 8 persons in year 2012

e other 1 person has recorded inhibitor in 2011 (data from
2012 are not available)

> currently 9 persons with inhibitor

(5 children and 4 adults) + 6in other centre




Children

Frequency of bleeding requiring =2
treatment in 2012
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0 1 2-3  4-5 6-10 11-15 16-20 >20 0 1 2-3  4-5 6-10 11-15 16-20 >20
Bleeds per year Bleeds per year
Haemophilia A Haemophilia B Frequency of bleeding Mild* Moderate* Severe* Inhibitor
175 26 N total 79 47 70 5
170 26 N valid 77 47 67 5
4.3 4.4 Mean 0.8 3.6 8.0/6.1" 15.2
1(0-49) 1(0-26) Median (min — max) 0(0-12) 2(0-30) 6/5(0-49) 11(3-32)
* without inhibitor
Frequency of bleeding is missing in 19 children. 1t mean and median of frequency of bleeding in children with

severe haemophilia without inhibitor on permanent prophylaxis
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Adults

Frequency of bleeding requiring  [=22
treatment in 2012
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Bleeds per year Bleeds per year
Haemophilia A Haemophilia B Frequency of bleeding Mild* Moderate* Severe* Inhibitor
211 41 N total 64 36 144 4
157 24 N valid 51 26 98 4
10.5 15.3 Mean 0.8 6.5 17.7/6.3" 8.5
. . 12.5/4
5(0-144) 5(0-132) Median (min — max) 0(0-7) 3.5(0-31) (0-144) 3.5(1-26)
* without inhibitor
Frequency of bleeding is missing in 188 adults. t mean and median of frequency of bleeding in adults with
severe haemophilia without inhibitor on permanent prophylaxis

Czech National
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Location of (any) bleeds in 2012

131 (66.8%) children experienced
bleeding requiring treatment at
least once in year; 840 bleeds
were recorded in total, 50 bleeds
required hospitalization.

65 (33.2%) children recorded no
bleed during year 2012.
Information on frequency of
bleeding is missing in 5 examined
children.

Overall 143 persons have
recorded location of any bleeds*.

*all recorded bleeds, regardless of requirement
of treatment

Czech National
’{ Hemophilia
Program

Children
N=201

sints (-s6) | N co.1%

Muscles (N=50) |IR] 35,0%
Subcutaneous (N=57) — 39,9%
Tooth extraction (N=27) ﬁ 18,9%

Urogenital tract (N=2) l 1,4%

GIT (N=0} @ 0,0%

0% 20%

60% 20%

% of persons




Adults

Location of (any) bleeds in 2012™**

143 (79%) adults experienced Joints (N-91) ) 77,1%
bleeding requiring treatment at Muscles (N=49) [ 41,5%

least once in year; 2009 bleeds subcutaneous (N=12) ilﬂ*z%
were recorded in total, 28 bleeds -

required hospitalization.

Tooth extraction (N=11) i 9,3%

38 (21%) adults have recorded no Urogenital tract (N=7) i 5,9%
bleed during year 2012. GIT (N=4) i 3.4%
Information on frequency of @

. . .. . 1,7%
bleeding is missing in 71 -
examined adults. Other (N=25) ﬁ 21,2%
Overall 118 persons have surgery (N=10) [ 8,5%

recorded location of any bleeds*.

Without bleeding (N=38) | | 21,0%

0% 20% 40% 60% 20%

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

of treatment
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All
N=453

Type of treatment
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Home treatment Prophylaxis /
e of treatment 6,6%
(N=325) ~ _(N=151) HP
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Type of prophylaxis (N=151)

Temporary (N=30)

i Permanent (N=111)
Not available (N=10)
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Bleeding requiring treatment

according to prophylaxis
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Frequency of bleeding Mild* Moderate* Severe*
N 77 38 9
Mean 0.8 3.9 2.2 13.2 6.1 16.3 11.0
Median (min — max) 0(0-12) 1(0-30) 2(1-4) | 75(0-49) 5(0-25) :15(3-32) 11
children on permanent
S 0 (0%) 9(19.1%) 51 (72.9%) 1(20%)
% of drugs (FVIII and FIX)
consumed by children on 0% 9% 70 % 4%

permanent prophylaxix

<

Czech National
Hemophilia
Program

Children
N=201

permanent
prophylaxis

* without inhibitor




Adults

Bleeding requiring treatment N=252
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no ves no ves no ves no ves prophylaxis
Frequency of bleeding Mild* Moderate* Severe® Inhibitor
N 50 1 20 6 68 30 2 2
Mean 0.8 3.0 6.3 7.5 22.8 6.3 1.5 15.5
Median (min — max) 0(0-7) 3 1(0-31) 6(2-16)|15.5(0-144) 4(0-31) [1.5(1-2) 15.5(5-26)
dult t
adu :rgglf;':;‘ii“e“ 1(1.7%) 8 (22.9%) 38 (27%) 2 (50%)
% of drugs (FVIII and FIX)
consumed by adults on 1.4% 6.5% 42.8% 0.9%

permanent prophylaxix

Czech National
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Letni hemofilicky tabor 2008
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