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1) Xpwotiva Kavakd-Gantenbein (Empiénovoa) - Kabnynrpua Habrotpiknic-
Hudwrpikng Evéoxpvoloyiog kat Awvbovipr A Tladwatpikie Khaving
latpucrc Zyodne. EKIIA

2) Boowuakiy Emovkov - Kabnyfirpua Mudwrpikng  Aopwéoroviag, A’
Modrrpucng Khavikig latpicng Tyoing, EKITA
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H awpoppoeikio anotehei ondvia pviocivéeT) Swutapayh ™ aUOGTACNC, OV
0QeileTol 6TV avemdpkeld TOL mopayovre VIII 1 IX. H véoog yapaxtnpiCeton
Koping and apoppayiec os apBpmosic (aipapBpa) 1 otoVC pVC (CUpATOUATY), n
AVTIUETOTION TOV 0MOIOV Yivetal e evooQLEPL yopTiymon CUUTUKVOUATOS TOV
QVETOPKOVVTOG TUPAYOVTQ, ETL AVAYKNS 1 ¢ TPOPLAAKTIKY Bepamneia.

T tehevtaieg dv0 Sexuetiec omig QVERTUYHEVES  YMpeG  epupuoletar mhéov
TPOTOYEVIS  TpoPUAaln  otovg  acbeveig HE  capoppo@iric,  pe  ypron
AVOOLVOVUSLEVOV  TOPAYOVIOV OfO TOAD HKkpn MAkia (< 2 etdv). H n mo
ONHAVTIKY  emmhokn g Oepomeiag g apoppoPiriag  eivar 1 avémtuén
ECOVOETEPMHTIKDV UVTICOUATOV (aVaSTOAE®V), £vavTl Tov eyyedHEVOD ToPAYoOVTQ,
mov kabhotd v Bepansia avanoteleopaTicy.

Hapddinia, v televtaio teviaetia XPNOIUOTO0VVTAL VER TPOTdVTE Ve T Bepaneia
Kat  m Peltioon g wowwtyrac (ofc oV acOevdv HE  aHOppOPIAic
(avacvvévacpévol mapdyovieg VI kar 1X HE TapouTETApEVO Xpovo Muoeiog (mng
Kol 10 povokhoviko (bispecific) avticopo emicizumab, mov yivetar vrodoping ki
Hmopel vo yopnynBei o aobeveic pe aypoppoeihio A ue N yopic avaotoria.

Xe KMviké eminedo o éheyyog ™S KOTAoTAoNnS Tev apbpdoemv Tov achevév [TE
ALOPPOPIAI Yot TNV £ykaipn aviygvevon ™G apoppoPiikic apbpomdbeiag, yiveton
He MV eQuppoy Tov kAvikod okop [Haemophilia Joint Health Score 2.1 (HJHS)].

[a my aneikoviotikn a&ohdynon EKTOS amd TIC AmAEG UKTIVOYPOQiES, N xXPNON TOV
omoimv mepopiletal Kuping oTIC apBpdoeig pe mpoyopnuévn apbponddeia. Kt m
HayVNTIKY Topoypagia (mov mpaypatomosital ce CVYKEKPIUEVEG TEPITTOGELS), Td
tehevtaia £ ypnowonotsitar Gho Kot TEPIGCOTEPO TO LREPNXOYPAPNua (Point-of-
Care Ultrasound). mov exteheitan dlebvirg amd emoyyedpatiec vysiog o omoiot
GCYOAOVVTOL e TN PPOVTISe achBevdv e QLLOPPOPIALL,



H agordynon e movmrag {omg otovg mandiotpikoie acBeveic pe apoppoeihia
uropel vo mpaypatonombei pe ™ ypfon epemuatoloyimv, otabucuévov yia myv
nAia Toug.

H Bdon dedopévav Pednet (Pednet Registry) cuykevipdvel mpoontika (unselected)
dedopéva yioo 6hovg tovg aobevels pe aypoppoeiic A ko B (smimeda TAPAYOVTU,
VIIVIX<0.251U/dl), pe nuepopnvia yévimong petd v 1" lavovapiov 2000 mov
mopakorovbovvtar oe 31 GUpPETEYOVTO KEVTPU apoppogiriag oe 18 ydpeg ¢
Evphmng.

Méypt onpepa om Paon dedopivev  éxovv  kataypagei 2409 acBeveic pe
apoppo@irio A kat B yevvnuévor peta&n tov 2000 kat tov 2020, evi 441 ££° autdv
£xovv eppavicel avactoréa évavtt tov mapdyovra VIII i IX. Ocov aPopa 6N YOpo
Hag, ovt ™ oTiypn mepthapPavovtal ket cvppetéyovy oto Pednet 143 acbeveic pe
atpoppo@iric AN B (29 and autolg pe 16Topikd avacToréa).

L mopovow Sidaktopikn StpiPh, mov Ou Paciotei ota ctoein tov PedNet, Bo
copmepun@odv acbeveig pe apoppogiria A pe 1 yopic avaotoréo amd ta 31
GUUHETEXOVTO. KEVTpa (08 18 evpomaikés ydpec, cvpmeptapfovopévor kol tov
Kévtpov Ayoppogiriog yia Iodid ko Eerifovg tov Nocokopgiov IMaidmy «H Avyia
Zopiay) pe nhkia > 12 e1dv.

H perén B SievepynBei pe m ovvepyasia tov Sucov pag kévipov apoppoPIAiag yio
nadia ko eprifovg oto Nocokopeio [aidwv « H Ayia Zogia» kat tmv vrokoimwy 30
CUUUETEYOVTOV KEVIP®V 0poppoiriag amd 18 ydpeg e Evpdnng mov CUUUETEXOVV
oto PedNet. Ta stoygeio mov apopoidv ot paxpoypévia vysia tov apBphoemv ko
™ GUVOAIKT Lyeid Tov madidy nhikiag 12 £1dv ke dvo pe apoppoeikia A, fa
avadvBovy 6TaTeTIKG pe okomd va eayBodv cupmepdonata. H Sidpkewa ™C HEAETNG
npoPriéneton va ivar 3 £,
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Haemophilia is a rare congenital X-linked bleeding disorder caused by deficiency of
clotting factor FVIII or FIX. The hallmark clinical characteristic is bleedings
(spontaneous or after trauma) into major joints or muscles, which are treated with
intravenous replacement of the missing factor, on demand or as prophylactic therapy.
Prophylaxis is the golden standard of treatment in children with severe and in many
cases moderate haemophilia A or B, in order to prevent joint and muscle bleeds as
well as joint alterations and arthropathy.

During the last two decades primary prophylaxis with recombinant concentrates is
implemented in patients with haemophilia A from very young age (< 2 years), while
the most severe complication of treatment is the development of neutralizing
antibodies against FVIII, which turns prophylactic treatment with FVIII concentrates
ineftective.

In addition, during the last 5 years new recombinant products are used, such as
extended-half life factors FVIII in order to improve the quality of life of young
patients, mainly by increasing the time period between factor infusions or aiming for
higher through levels. Besides, a bispecific monoclonal antibody- emicizumab-which
is administrated subcutaneously is now used as prophylactic treatment in children
with severe haemophilia A with and without FVIII inhibitors.

Haemophilia Joint Health Score 2.1 (HJHS 2.1) is used in patients with
haemophilia for the clinical early detection of haemophilic arthropathy.

Parallelly, in recent years, imaging and follow-up of joints in patients with
haemophilia, apart from the use of simple radiography and in selected cases MRI, is
feasible with Point-of-Care ultrasound (POCUS), implemented by trained physicians
as well as non-physician operators in Haemophilia Centres. This time-efficient and



easy applicable method for routine monitoring of joints, can be used systematically
together with other parameters (HJHS 2.1 and in selected cases MRI) in order to
evaluate joint health and often contribute to clinical decisions concerning the
therapeutic approach.

The evaluation of quality of life in children and adolescents with haemophilia can
be performed with the use of validated for their age questionnaires.

The Pednet Registry is collecting prospective unselected data on treatment,
bleedings as well as joint status and quality of life in children and adolescents with
severe, moderate and mild haemophilia (FVIIVIX < 0.25 1U/dl), born after 1% of
January 2000 and treated in 31 participating haemophilia centres in 18 European
countries. Until now 2409 patients with haemophilia A and B born between 2000 and
2020 are registered in the database, while 441 of them have developed inhibitor
against factor VIII or IX. Concerning our country until now 143 patients with
haemophilia A or B are included in the study (29 of them with history of inhibitor).

In the present thesis, which will be based in PedNet Registry, will be included

children and adolescents over 12 years old with haemophilia A with or without
inhibitor from the Haemophilia Centre of Aghia Sophia Children’s Hospital, as well
as from the rest of the 30 Haemophilia centers participating in Pednet Registry.
The aim of the study is to provide an insight into the overall and joint health of
paediatric patients with haemophilia A. Clinical and imaging data concerning children
and adolescents over 12 years old with haemophilia A will be analyzed statistically
and conclusions will be drawn. The duration of the doctoral thesis will be 3 years.



