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1. Thrombopénie auto-immune acquise
2. Primitive ou secondaire

3. Touche toutes les tranches d’age

4. Clinique variable selon I’'age

5. Stratégie thérapeutique W & W -

analogues thrombopoeitine
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Standardization of terminology, definitions and outcome criteria in immune
thrombocytopenic purpura of adults and children: report from an international

working group

Diagnosis and management of immune
thrombocytopenic purpura (ITP) remain
largely dependent on clinical expertise
and observations more than on evidence
derived from clinical trials of high scien-
tific quality. One major obstacle to the
implementation of such studies and in
producing reliable meta-analyses of exist-
ing data is a lack of consensus on stan-
dardized critical definitions, outcome cri-
teria, and terminology. Moreover, the
demand for comparative clinical trials has
dramatically increased since the introduc-

tion of new classes of therapeutic agents,
such as thrombopoietin receplor ago-
nists, and innovative treatment modali-
ties, such as anti-CD 20 antibodies. To
overcome the present heterogeneity, an
international Working Group of recog-
nized expert clinicians convened a 2-day
structured meeting (the Vicenza Consen-
sus Conference) to define standard termi-
nology and definitions for primary ITP
and its different phases and criteria for

the grading of severity, and clinically
meaningful outcomes and response.

These consensus criteria and definitions
could be used by investigational clinical
trials or cohort studies. Adoption of these
recommendations would serve 1o im-

prove communication among investiga-
tors, to enhance comparability among

clinical trials, to facilitate meta-analyses
and development of therapeutic guide-
lines, and to provide a standardized frame-
work for regulatory agencies. (Blood.
2009;113:2386-2393)

Blood 2009; 113: 2386-2393



Abecédaire des thrombopéenies immunes

Thrombocytopénie immune Remplace le terme purpura
Immune ThrombocytoPénia ITP  thrombopénique
immunologique ou idiopathique

PTI récemment Remplace le terme PTI aigue

diagnostiqué

PTI persistant PTI avec plaquettes < 100 000/
mm3
Pendant 3 a 12 mois

PTI chronique PTI avec plaquettes < 100 000/
mm3

Pendant plus de 12 mois

Breakey. Semin in Thromb & hem 2011
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Cumulative incidence of remission.
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» Incidence 3 — 5 / 100 000 enfant/ an

» Incidence variable selon

- 1°' pic d’'incidence entre 1 — 6 ans

» TI secondaires sont « rares » chez I’enfant
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Figure 2. Incidence of ITP in France during the period from mid-2009 to mid-
2011 by age and gender. Females, white bars; males, black bars. Stars indicate
statistically significant differences among males and females (« = 5%).

Moulis G et al, Blood 2014




Seasonality of ITP in children
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Symptom Number of children presenting
with symptoms

Brulsing 386 (90-4%) Ecchymoses

Pumpura or patechlae 310(72:6%) Pétéchies

Nosa bleads a5 (19.0%) Epistaxis

Bleading from meuth, gums, or tongue 68 (15-9%)

oOther 11 ( 2-6%)

Gastrointestinal bleeding* 10 ( 2:3%)

Other non-bleeding-ralated symptoms 8(1.9%)

confunctival haemorage 7 (1-6%)

Hasmaturla 6 (1-4%)

Heazvy perods 3(0:7%)

Bleeding ear 2 (0-5%)

*Haematemes!s, melaana, rectal bleading, or blood on Napy.
Table 1: Symptoms at presentation in 427 children

Bolton-Maggs The Lancet 1997



Severite en fonction de la clinique

sévérité Manifestations clinique

absente Absence de signes hémorragiques

minime Pétéchies et ecchymoses
Epistaxis modéré occasionnel
Peu de répercussions sur la qualité de vie

modérée Lésions cutanées plus séveres
Quelques lésions muqueuses

sévere Syndrome hémorragique nécessitant une hospitalisation et/
ou transfusion
Retentissement sur la qualité de vie

Buchanan, J Pediatr Hematol Oncol, 2003



Score de Buchanan

Grade Severité du saignement Description clinique

0 Aucun Aucun signe
Peau : < 100 pétéchies ou < 5 ecchymoses (< 3 cm de diamétre)
1 Mineur
Muqueuses : normales
Peau : > 100 pétéchies ou > 5 ecchymoses (> 3 cm de diameétre)
2 Peu sévere
Muqueuses : normales
Atteinte des muqueuses
3 Modére
(épistaxis, bulles intrabuccales, hématurie, métrorragies...)
Atteinte des muqueuses nécessitant un geste
4 Sévere

Suspicion d’hémorragie interne

3] Pronostic vital en jeu Hémorragie intracranienne ou hémorragie interne



Pas de corrélation entre la profondeur de la
thrombopénie et la sévérité du tableau clinique

180 -
160 - ¥ Pas de symptomes
140 - Mineurs
120 - .
100 - Modérés
80 - Séveres
60 -
40 - ‘I
20 - I
oct-50 20 - 50 51 -100 > 100

Taux de plaquettes



Hémorragie Intra-Craniennes?



- Intercontinental ITP study group HIC = 0.17%

- Facteurs de risque

- HIC survient indépendamment du traitement

- Mortalité inchangée avant/ apres introduction

des Immunoglobulines



Etude récente, EU, en partie prospective < 17 ans, 1987 2000
Incidence 0,2 a 0,8 %

Phase de survenue :

Facteurs de risque :

Evolution :

Diapo Guy Leverger



Platelet function tests, independent of platelet count, are associated with
bleeding severity in ITP

Andrew L. Frelinger Ill,"? Rachael F. Grace,? Anja J. Gerrits,"? Michelle A. Berny-Lang,"? Travis Brown,?
Sabrina L. Carmichael,"? Ellis J. Neufeld,? and Alan D. Michelson'?

Unactivated Platelet:
PAC1-negative,
O P-selectin-negative

high surface GPIb
| 3 2 Activated Platelet:
— — S n ; 7~ PACl-positive,
Low % of PAC1-positive and P-selectin-positive platelets, | w P-selectin-positive
high platelet surface GPlb low surface GPIb

High Bleeding Score

>Z5-3<  Collagen

BLOOD, 13 AUGUST 2015 - VOLUME 126, NUMBER 7

High % of PAC1-positive and P-selectin-positive platelets,
low platelet surface GPIb
Low Bleeding Score



. Activated Platelet:
7 7.~ PACl-positive,
?/P " A . ey e

P-selectin-positive
low surface GPIb

Prédictif d’un faible risque de saignement



Quelles explorations?



Numeration formule sanguine

« Thrombopénie isolée

Taux de GB + formule ( PNN) normaux

Hémoglobine et hématocrite

Plaquettes

Frottis sanguin - aspect des plaquettes



Meédullogramme ?




Medullogramme indiqué si:

- Présentation clinique atypique
Anomalies squelettiques/dysmorphie
Fievre, douleur osseuse
Anomalies des GB
VGM élevé

- Avant la corticothérapie?

Dubansky 1989 = sur 2000 cas de leucémie aucun cas
de thrombopénie isolée

Watts 2004 - 296/402 médullogramme sans aucun
impact sur le Dc/traitement

- Non réponse au traitement



Autres explorations a discuter

Ac antiplaquettes 2 aucun apport
Groupage ABO — Rh

TCD

LDH et acide urique

Ionogramme, fonction hématique et rénale
Recherche H Pilori chez I'enfant ?

Serologie HIV
Dosage pondéral des Ig

Ac antinucléaires..



Effects of eradication of Helicobacter pylori infection in patients with immune
thrombocytopenic purpura: a systematic review

Whether the eradication of Helicobacter
pylori infection can increase the platelet
count in patients with immune thrombocy-
topenic purpura (ITP) is still a controver-
sial issue. To provide evidence-based
guidance, we performed a systematic
review of the literature published in En-
glish, selecting articles reporting 15 or
more total patients. We identified 25 stud-
ies including 1555 patients, of whom
696 were evaluable for the effects of

H pylorieradication on platelet count. The
weighted mean complete response (plate-
let count =100 x 10°/L) and overall re-
sponse (platelet count = 30 x 10°/L and
at least doubling of the basal count) were
42.7% (95% confidence interval [CI],
31.8%-53.9%) and 50.3% (95% CI, 41.6%-
59.0%), respectively. In 222 patients with
a baseline platelet count less than
30 x 10°/L, the complete response rate
was 20.1% (95% Cl, 13.5%-26.7%) and the

overall response rate was 35.2% (95% CI,
28.0%-42.4%). The response rate tended
to be higher in countries with a high
background prevalence of H pylori infec-
tion and in patients with milder degrees
of thrombocytopenia. These findings sug-
gest that the detection and eradication of
H pyloriinfection should be considered in
the work-up of patients with seemingly
typical ITP. (Blood. 2009;113:1231-1240)

Pays a haute prévalence H Pylori
Thrombopénie modérée



Toute thrombopénie n’est pas obligatoirement PTI:

Table 3 Isolated Thrombocytopenia: When a Low
Platelet Count Does Not Mean ITP®

« Pseudothrombocytopenia (platelet clumping)
— Laboratory artifact
— Type 2B VWD
« Congenital thrombocytopenias
— Large/giant platelets (MPV =11 fL)
* MYHS-related thrombocytopenia
= Bernard-Soulier syndrome
* Gray platelet syndrome
= VelocardiofaciallDiGeorge syndrome
* Paris-Trousseau thrombocytopenia/Jacobsen syndrome
— Normal sized platelets (MPV 7-11 fL)
« CAMT
= TAR syndrome
= Thrombocytopenia and radial synostosis
= Familial platelet disorder/acute myeloid leukemia
— Small platelets IMPV < 7 L)
= Wiskott-Aldrich syndrome
= X-linked thrombocytopenia®
« Miscellaneous
— Splenomegaly
— Storage disorders, e.g., Gaucher disease




Quand mettre en doute le diagnostic?

Age jeune enfant (< 12-18 mois)

Découverte systématique

Eléments cliniques discordants :

Atteinte d'une autre lignée a la 1ere NFS

Thrombopénie modérée > 50 G/L
Caractéere réfractaire d'emblée
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Possibilités therapeutiques

1. Abstention
2. Corticoides

3. Immunoglobulines
4. AntiRh D

5. Splénectomie
6. Ant1 CD 20

7. Les analogues de la thrombopoeitine
8

. Immunosupresseurs
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la medecine consiste a
le malade pendant que

ATLIY ‘ ‘III_-.!"'/
nature le guerit~.

Voltaire




La vie est
dangereuse; la
preuve..
Personne n’en sort
vivant!



International consensus report on the investigation and management of primary

immune thrombocytopenia

Table 8, Grade of severity and management of patients with TP

Bleeding/quality of life

Management approach

Grada 1. Minor bleading, few patachias (< 100 total) and/or < 5 small bruisas (= 8-cm ciametar)

no mucosal bleading

Gradk 2, Mid bleeding many petachias (> 100 total andor » § arge bruises (> 3-cm diametar);

Consant for obsanvation
Gonsant for obsarvation or for raatment in selected childran

Intervention to raach grade 112 n salected children
Intervention

Moxified from Buchanan and Adix™, Bolton-Maggs and Moon'™ Imbach etal ¥

Provan D, Blood 2010



Autres facteurs influencant la
décision

1. L’age de I'enfant

2. Impact sur la qualité de vie

3. L’anxiété des parents
4. L’anxiété du médecin

5. Le cotit +++



ITP et qualité de vie

Fatigue in immune thrombocytopenia

British Journal of Haematology, 2015, 170, 141-149

- Blatt et al en 2010 - fatigue
0)

Fatigue is an important aspect of health-related quality of life dans 22 /O deS enfants ont

from the patient perspective and can have significant socio- I‘apporté une fatigue

economic consequences. It is a common feature of chronic

illnesses and a significant number of both adults and children ¢ DyS reg ul ati on i mmune %

Summary

with immune thrombocytopenia (ITP) suffer from fatigue. impact neuroendocrinien
Reliable, validated fatigue scales have been developed for use . .
in ITP. These will facilitate future investigation of its patho- ° Traltement ITP 9 reductl()n

genesis and the effectiveness of intervention. Acute inflam- .
mation acts on neural and endocrine systems resulting in de 1a fatlgue

‘sickness behaviour’, an adaptive response to infection and ° Autres drogues E\l considere:
injury. Inflammation is also thought to cause fatigue in

chronic disease and immune dysregulation in ITP appears to

have a number of pro-inflammatory components. Clinicians

should consider fatigue when assessing the burden of disease.

Although effective ITP-directed therapy can improve fatigue,

a number of fatigue-directed strategies may also need to be

considered.



Anaemia & iron
deficiency

Underlying disease
(secondary ITP) and co-
morbid medical disorders

Pre-morbid factors

. Lack of activity

. Psychological symptoms

. Cytokine gene polymorphisms

Peripheral
Inflammation

CNS neurv-endocrine

disturbance

A 4

Drug therapies
. Steroids
. Immunosuppression

Sleep disturbance

Bruising & activity
restrictions

l

Fatigue

Social factors

. Work/carer
responsibilities

. Social support

Cognitive/behavioural
. IlIness beliefs

. Perceived stress
. Mood




Thrembepénie lmmune.
39 \\a“iig]w;e« et
Nouvellement diagnostique



1. Prednisone 4mg/Kg/jour x 4jours
2. Immunoglobulines 0.8 g/Kg une

seule dose

3. Les anti Rh-D 75 pg/Kg chez les
patients Rh+



CORTICOSTEROIDS VERSUS INTRAVENOUS IMMUNE GLOBULIN FOR
THE TREATMENT OF ACUTE IMMUNE THROMBOCYTOPENIC PURPURA
IN CHILDREN: A SYSTEMATIC REVIEW AND META-ANALYSIS OF
RANDOMIZED CONTROLLED TRIALS

Carouyn E. Bacx, MD, MSc, FRCPC, PauL C. NatHan, MD, MSc, FRCPC, Patrima C. Paran, MD, FRCPC,
Victor S, BuancsTE, MB, BCHr, FRCPC, AND Coun MacarTHur, MBCHB, PHD

Objective To compare the effectiveness of corticosteroids with intravenous immune globulin (IVIG) for the initial
treatment of children with acute immune thrombocytopenic purpura (1'TP).

Study design A systematic review and meta-analysis of randomized controlled trials comparing corticosteroids with IVIG.
Studies were identified from cight electronic databases, meeting abstracts, expert consultation, and hand-scarched reference
lists. Two authors independently reviewed potentially eligible studies and extracted data. The number of patients with a platelet
count >20,000/mm?, 48 hours after treatment initiation, was the primary outcome. Relative risks ( RR) and risk differences were
pooled using a mandom effects model, and numbers needed to treat (NNT) were calculated.

Results A total of 1248 abstracts were reviewed., 55 articles were retrieved, and 10 studies were included. The RR (steroids
vs IVIG) of achieving a platelet count =20,000/mm™ at 48 hours was 0.74 (95% CI: 0.65. 0.85). and the NNT was 1.55 (95% CI:
3.23. 7.69).

Conclusion Children treated with corticosteroids for acute I'TP are 26% less likely to have a platelet count >20,000/mm™
after 48 hours of therapy, when compared with children treated with IVIG. Given the importance of low platelets in the
pathogenesis of intracranial hemorrhage (ICH). this difference may hold important clinical implications. (J Pediatr
2005:147:521-7)



CORTICOSTEROIDS VERSUS INTRAVENOUS IMMUNE GLOBULIN FOR
THE TREATMENT OF ACUTE IMMUNE THROMBOCYTOPENIC PURPURA
IN CHILDREN: A SYSTEMATIC REVIEW AND META-ANALYSIS OF
RANDOMIZED CONTROLLED TRIALS

CAROLYN E. Beck, MD, MSc, FRCPC, PauL C. NatHaN, MD, MSc, FRCPC, PaTriaa C. ParkiN, MD, FRCPC,
VicTor S. BLancHeTTE, MB, BCHR, FRCPC, AND CoLIN MACARTHUR, MBCHB, PHD

* 1248 abstracts
« 55 articles
* 10 études
» Essais randomisés
* Age: 3 mois — 18 ans
« PTI aigu
» Evaluation de :
* End point primaire: Taux de plaquettes > 20.000 a H48
« End point secondaires:
« Taux de plaquettes > 20.000 a H24 et H72
« Nombre de patients développant un PTI chronique
* Nombre de HIC
« Mortalité

J Pediatr, 2005,147: 521-7



Conelusien

Un PTI traité par corticoides a 26% moins
de chances d’avoir un taux de plaquettes

> 20 000 dans les 48 h



2011 117: 4190-4207
Frepublished online February 16, 2011;
doi:10.1182/blood-2010-08-302984

The American Society of Hematology 2011 evidence-based practice
guideline for immune thrombocytopenia

Cindy Neunert, Wendy Lim, Mark Crowther, Alan Cohen, Lawrence Solberg, Jr and Mark A. Crowther

Initial management of ITP
1.2.A. We recommend:
# Children with no bleeding or mild bleeding (defined as skin manifestations only, such as bruising and petechiag) be managed with observation alone regardless of
platalet count (grade 18).

Initial pharmacologic management of pediatric TP

1.3.A. We recommend:
# For pediatric patients requining fraatment, a single dosa of [Vlg (0.8-1 g'kg) or a short course of corticosteroids be usad as first-line treatmant (grade 18).

# [Vlg can be used if a more rapid increase in the platelet count is desired (grade 1B).
# Anti-D therapy is not advised in childran with a hemaoglobin concentration that is decreasad due to bleading, or with evidence of autoimmune hemolysis (grade 1C).

1.3.B. We suggest:
# A single dose of anti-D can be usaed as first-line treatment in Rh-positive, nonsplenaciomized children requinng treatment (grade 28).

Immunoglobulines si nécessité d'une augmentation
rapide du taux de plaquettes



Table 3. Individual agents for treatment of ITP and the time to the first and peak responses if using the reported dose range

Agentitreatment Reported dose range Time to initial responsa® Time to peak response®
Prednisong®4 1-4 mg'kg po daily = 1-2 wk 4-14d 7-28d
Daxamethasong 40 40 myg po or iv daily = 4 d for 4-6 courses every 14-28 d 2-14d 4-28 d
[Wig* #&se 0.4-1 gfkg per dose iv (1-5 doses) 1-3d 2-7d
Anti-Da247 75 po'kg per dose iv 1-3d a-7d
Rituximak12.42.51 ars mg/m? per dose iv (4 weekly doses) 7-56d 14-180d
Splenectomy*? Laparoscopic 1-56d 7-56 d
Vincristing® up to 2 mofdose iv (4-6 weakly doses) 7-14d 742 d
Vinblasiing= 0.1 mg'kg per dose iv (6 weakly doses) 7-14d 7-42d
Danazols2 400-B00 mg po daily 14-90 d 28-180d
Azathioprings® 2 mg'kg po daily a0-90d 30-120d
AMGS5318.7.0 3-10 po'kg weekly sc 5-14d 14-60d
Effrombopag? 50-75 mg po daily 7-25d 14-90d

Neunert, Blood, 2011: 4190 - 4207



Efficacy of combined intravenous immunoglobulins and steroids in children
with primary immune thrombocytopenia and persistent bleeding symptoms

Blood Transfus 2014; 12: 340-5

Background. The aim of this study was to investigate the effect of the combined administration
of intravenous immunoglobulins and steroids as a second-line therapy in 34 children with primary
immune thrombocytopenia and persistent. symptomatic bleeding.

Materials and methods. Combined therapy (intravenous immunoglobulins 0.4 g/kg daily on days
1 and 2, and methylprednisolone 20 mg/kg daily on days 1-3) was administered to 12 patients with
newly diagnosed ITP who did not respond to the administration of a single therapy (either intravenous
immunoglobulins or steroids) and to 22 children with persistent and chronic disease who required
frequent administrations (i.e. more frequently than every 30 days) of either immunoglobulins or
steroids (at the same standard dosages) in order to control active bleeding.

Results. A response (i.e. platelet count >50x10°L and remission of active bleeding) was
observed in 8/12 (67%) patients with newly diagnosed ITP. The clinical presentation of responders
and non-responders did not differ apparently. Patients in the chronic/persistent phase of disease had a
significantly longer median period of remission from symptoms compared with the previous longest
period of remission (p=0.016). The treatment was well tolerated.

Discussion. Our data suggest that the combined approach described is a well-tolerated therapeutic
option for children with primary immune thrombocytopenia and persistent bleeding symptoms that
can be used in both emergency and/or maintenance settings.



Thrembepénie immune
chrenigue



1. Corticoides, Immunoglobulines et anti D
2. Splénectomie

3. RITUXIMAB

4. Immunosuppresseurs

5. Analogues de récepteurs TPO

6. Immuno-supresseurs



Traitement des PTI chroniques de I’enfant
Etat des lieux des pratiques Mars 2011

314 observations de PTIC enregistrées depuis 2008
;TI C 30 centres d’hématologie pédiatrique
=314 Suivi médian 4.2 ans (1.5 — 18.5)

| |
f\bstention /1g/ cortico'l'dei [Deuxiéme ligne]

N =182 N =132

Splénectomie Rituximab mmunosuppresseur] |Chimiotherapies| | Analogue dela TPO 4 )
N =89 N =38 -Imurel N=14 -Velbé N=19 -Romiplostim N=9 Pl ALI‘.(;SN_
-Cellcept N=11 -Vincristine N=8 -Eltrombopag N=2 ~oaquent _39
-Ciclosporine N=8 -Endoxan N=2 -Co} chicine N=6
-Disulone N=6
-Purinethol N=1

Données rétrospectives non exhaustives +++
1995-2011, en moyenne 15-20 enfants / an ont besoin d’un ttt de 2éme ligne

Diapo G Leverger



Traitement des PTI persistants ou chroniques de I’'enfant

Buchanan > 3
Qualité de vie altérée
Plaquettes < 20 — 30 000

| 1 1 1 1 |
( ) ( ( ) ( ) )
. . o Analogues TPO| |Analogues TPO
Plaquenil Velbé Rituximab Imurel Celicept 9 g
NPlate Revolade
\_ J \_ \_ J \_ J J
( ) ( I( } ( ) ( ) ( ) ( )
Pas d’AMM Pas d’AMM as d’AMM, PTT 200 AMM mal dvsl (PTI Pas d’AMM MM PTI réfr ad SP MM PTI réfr ad SPX
Lupus, PR Cancer, histiocytos Enfant/ado : Enfaant)gK( ) Rejet d’organe <18 ans : <18 ans :
Cl<6 ans Enfant : OK non recommandé Enfant OK non recommandé non recommandé
\_ J \_ \_ J \_ J \_ J \_ J \_ J
4 N\ 4 \ [ \ [ \ [ N\ p
10 75 6850 29 307 1627 2220
\ J \\ \ J \\ J \\ J \\ J \\ J

Colt en euro pour 1 mois de traitement pour un adulte de 1.73 m?

Diapo G Leverger



1 - La splénectomie

» 70 a 80% de rémission

» Seuls 15 — 20% des PTI chroniques seront
splénéctomisés

- Pas de facteur prédictifs de réponse

- Risque majeur = sepsis



Table 4 CR Rates Following Splenectomy in Children

Number
Author, Reference of Cases CR (%)
ASH review’ 271 72
Blanchette et al* 21 81
Ben-Yehuda et al® 27 67
Mantadakis et af°® 38 76
Kiihne et al* 131 69
488 715 (349/488)

CR, complete remission.

Breakey Semin Thromb Hemost 2011



La splénectomie

- ASH guidelines 2007

= PTTI chronique ou persistant avec
saignement important ou persistant et une
absence de réponse ou intolérance aux
traitements conventionnels .

- Recommandé apres 12 mois d’évolution,
sauf autre pathologie grave associée ou
considérations en rapport avec la qualité de
vie.




2 - RITUXIMAB

» Chez ’adulte

» Chez ’enfant



RITUXIMAB

Complete response rate to rituximab in children with ITP,

D

wang (2005)
Taube (2005)
Sharma” (2005)
Bennett (2006)
Rao (2008)

Parodi (2009)
Dogan (2009)

Kim* (2009)
Sampaio* (2010)
Pospisilova™ (2010)
Citak (2011)

wang " (2011)

Xu (2011)

Yang (2011)
Overall (l-squared = 56.7%, p = 0.005)

NOTE: Weights are from random effects analysis

ES (95% Cl)

0.63(0.41,0.81)
0.32 (0.14, 0.55)
0.40(0.12, 0.74)
0.23 (0.10, 0.42)
0.53 (0.29, 0.76)
0.53 (0.38, 0.67)
0.20 (0.03, 0.56)
0.27 (0.06, 0.61)
0.43 (0.10, 0.82)
0.40(0.12, 0.74)
0.50 (0.21, 0.79)
0.14 (0.03, 0.36)
0.67 (0.30, 0.93)
0.33 (0.07, 0.70)
0.39 (0.30, 0.49)

T
-93

0

Liang Y, PLoS One. 2012
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Recommandations ASH 2011

Question: What treatments should be considered for children
who are unresponsive to initial treatment and/or who have

persistent or chronic I'TP?

2.1.A. We suggest:

¢ Rituximab be considered for children or adolescents with ITP
who have significant ongoing bleeding despite treatment with
[VIg. anti-D. or conventional doses of corticosteroids (grade
2C).

e Rituximab may also be considered as an alternative to
splenectomy in children and adolescents with chronic ITP or
in patients who do not respond favorably to splenectomy
(grade 2C).



3 - Elthrombopag et Romiplastim

Tableau 1 Données galéniques et pharmacologiques des ARTPO.
Romiplostim Eltrombopag
Dosages Ampoules pour sous-cutanée de 250 et Comprimés de 12,5, 25et 50mg non

Dilution ou administration

Posologie initiale

Adaptation thérapeutique

Dose maximale
Criteres d’arrét

500 ug

Reconstitution dans 0,7 (ampoule de
250ug) ou 1,2 mL (ampoule de 500 ug)

1ug/kg/semaine
3 ug/kg/semaine si signes hémorragiques
menacants

Augmentation de 1 ug/kg/semaine pour
obtention pq>50G/L

Si pq entre 150 et 400G/L: dose
identique

Si pq>400G/L: baisser de
1ug/kg/semaine

10 ug/kg/semaine

Absence de réponse clinique et
biologique aprés 4 semaines de
traitement a dose maximale

sécables

Pas de suspension buvable

Per os

Au moins 4 h avant ou apres la prise
d’anti-acides ou de produits laitiers
Age 12—17 ans: 50mg/j (patients d’Asie
SE 25mg/j)

Age 6—11ans: poids <27kg, 12,5mg;
poids > 27 kg, 25 mg (idem Asie SE).

Age 1—5ans: 0,7 mg/kg

Augmentation de 12,5 mg/semaine pour
obtention pq>50G/L

Si pq entre 150 et 400G/L : dose
identique

Si pq>400G/L, baisser de

12,5 mg/semaine

75mg/j

Absence de réponse clinique et
biologique aprés 4 semaines de
traitement a dose maximale

Pq: plaquettes.

Pasquet. Journal d’Hématologie et Oncologie Pédiatrique 2015



Eltrombopag for children with chronicimmune

thrombocytopenia (PETIT2): a randomised, multicentre,
placebo-controlled trial

Lancet 2015;386: 1649-58
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Les agonistes des recepteurs TPO

» Brussel et al en 2011

$

Long terme?



Pediatr Blood Cancer 2015;62:208-213

Long-Term Use of the Thrombopoietin-Mimetic Romiplostim in Children With
Severe Chronic Immune Thrombocytopenia (ITP)

Background. Treatment of chronic severe pediatric ITP is not well
studied. In a phase 1/2 12-16-week study, 15/17 romiplostim-treated
patients achieved platelet counts >50 x 10%/L, and romiplostim
treatment was well tolerated. In a subsequent open-label extension
(€109 weeks), 20/22 patients received romiplostim; all achieved
platelet counts >50 x 10”/L. Twelve patients continued in a second
extension (<127 weeks). Longitudinal data from start of romiplostim
treatment through the two extensions were evaluated to investigate
the safety and efficacy of long-term romiplostim treatment in chronic
severe pediatric ITP. Procedure. Patients received weekly subcuta-
neous romiplostim, adjusted by 1 pg/kg/week to maintain platelet
counts (50-200 x 10%/L, maximum dose 10 ug/kg). Bone marrow
examinations were not required. Results. At baseline, patients were
median age 10.0 years; median ITP duration 2.4 years; median
platelet count 13 x 10°/L; 73% were male; and 36% had prior
splenectomy. Median romiplostim treatment duration was 167 weeks

Key words:

(Q1, Q3: 78,227 weeks), and median average weekly dose was
5.4pug/kg (Q1, Q3: 4.3, 8.0 pg/kg). Seven patients discontinued
treatment: four withdrew consent, two were noncompliant, and one
received alternative therapy. None withdrew because of adverse
events (AEs). After the first 12 weeks, median platelet counts
remained >50 x 10%/L. Eight (36.4%) patients received rescue
medication, and 14 (63.6%) used concurrent ITP therapy. Seven
patients (31.8%) reported serious AEs, and two (9.1%) reported life-
threatening AEs (both thrombocytopenia); there were no serious AEs
attributed to treatment and no fatalities. Conclusions. Long-term
romiplostim treatment in this small cohort increased and
maintained platelet counts for over 4 years in children with ITP
with good tolerability and without significant toxicity. Pediatr Blood
Cancer 2015;62:208-213. © 2014. The Authors. Pediatr Blood & Cancer
published by Wiley Periodicals, Inc.

autoimmunity; bleeding; platelets; thrombopoietin




Recommandations CEREVANCE

1. PTI aigue, persistant ou chronique a syndrome hémorragique sévere
mettant en jeux pronostic vital ou fonctionnel

2. PTI Chronique avec score Buchanan > 3 altérant la QOL avec asthénie et
taux plaq < 10 000, réfractaire aux corticoides et IG et a au moins une
o¢me Jjgne

3.  PTI chronique dans le but de retarder la splénectomie ou en attendant
I'efficacité des immunosuppresseurs

4.  PTI Chronique en préparation dun geste chirurgical

5.  Exceptionnellement PTI chronique altérant la QOL chez un adolescent ou

jeune adulte a une période ou le PTI peut altérer 'activité



RSB
ITP Adulte vs pediatrique

114 In children In adults

Clinical Extensive purpura
Hemorrhagica (petechiae and hematoma ), epistaxis, hematuria, bloody stools, metro- menorrhagia,
conjunctival purpura, retinal bleeding, [CH (<0.5%)

Prevalence Prevalence of males Prevalence of females
Bleeding tendency: 30% Bleeding tendency: 70%
Diagnostic tools Increased platelet size, reticulated platelets (Platelet-associated immunoglobulins, IPF)
Platelet-associated immunoglobulins (PAlgs ), MAIPA
Spontaneous remission approx. 80% within one year Approx. 20-30% within one year
First-line treatment “Wait and see” (if platelets are >20x107L) Corticosteroids
MG (if platelets are <20x10%L and mucosal MG
bleeding symptoms ) anit-D
Other treatment options Corticosteroids, anti D, Platelet concentrates and high dose Rituximab
corticosteroids in critical situations
Splenectomy in refractory chronic ITP Should be avoided in children because of lifelong risk Remission induction rate: approx. 5%
of OPSI syndrome
Remission induction rate: 70-80%
Thrombomimetics First studies published Approved for chronic ITP

Schulz e. Hematologica 2011



En conclusion

- Pathologie

- Spontanément réesolutive le plus souvent

- Retentissement sur la qualité de vie (anxiété,
fatigue)

- Plusieurs possibilités thérapeutiques mais ..

» Nécessité de facteurs PREDICTIFS



