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o Who Is the “young adult™?

- adulto (dal latino adultus "cresciuto")

Muatteo Lancam
Fafro Madeddu

Giovane adulto - giovane (dal latino luvenis): che e nell’eta della vita
i successiva alla puerizia
% » 11 . J "L X" .
R Gt Eta compresa fra 'adolescenza e la maturita” (Treccani)

(Lorenzo de Medici, Trionfo di Bacco
e Arianna)

Quanto e bella giovinezza,
che si fugge tuttavia!
Chi vuol esser lieto, sia

Di doman non c’e certezza




Young Adult with ITP

* Newly diagnosed ITP during the age 18-35 (?)

* |TP Patient diagnosed during childhood: the Issue of transition to adulthood

-



Newly diagnosed ITP Iin young adult
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Transition from childhood to adulthood in ITP
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Increasing perception of the disease SN S
Progressive reduction of parent’s role in 8
decision making .. Treatment Shared
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In some patient: underestimation an everlasting
condition
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Pre existing burden of being a “frail” child or at '




Bleeding In ITP: a matter of age?

L0

Estimated annual rate of fatal (left) and major nonfatal -
(right) hemorrhages according to patient age group, based

on pooled analysis from idiopathic thrombocytopenic | e
purpura case series. .,
?l' |
Cohen Y et al, JAMA 2000 .
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Bleeding In young adult with newly ITP

652 adolescent and young adult (AYAS)
from CARMEN French ITP reqistry:

- 82 % suffered of bleeding at diagnosis

. I . - Median plt count at diagnosis without

P bleeding was 38 x 10*9/L (IQR 16-62)

] - Median plt count at diagnosi with bleeding
Ty was 15 x 10*9/L (IQR 7-26)

Figure 1. Occurrence of bleeding symptoms

at diagnosis in patients with initial profound
versus moderate thrombocytopenia. Median
platelet count for patients without bleeding
at initial diagnosis was 37.5x%10%L and

No Yes M=10%/L for patients with some bleeding
Initial bleeding symptoms (P<0.001).
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Do young patients with ITP achieve remission?
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How To Select the second & third line In young patients
with ITP?




Rituximab in (young?) adult ITP

Table 1. Most relevant studies with rituximab administered at a standard dose of 375 mg/m* weekly for 4 weeks in patients with immune thrombocytopenia.
6 months 12 months 24 months 36 months  Last follow-up

Stasi 20017 22 46 (22-74) 4%:36%  Chronic ad% (20% CR)" NA MNA NA NA NA
Cooper 2004** 57 46 (21-79) 68%32%  Chronic 4% NA NA NA NA J2% at a median FU of
(32% CR)” 72 weeks (18 months)
Zaja 2006+ 3 NA NA Median ITP T3% NA MNA MNA NA 40.5% at a median FU
duration: 34.5 (4% CR)*® of 25 months (3-35)
(1-264) months
Medeot 2008* 26 oo (18-76) 81%:1%%  Median ITP 69% NA 0% 4% 41% Ja% at a median FU
duration 34.5 (4% CR)® of 37 months
(4 - 264) months
Godeau 2008-* 60 48 (18-84) 67%:33%  Chronic MNA NA  40% (30% CR)® 33% NA NA
Cervinek 2012%% 114 ao (21-89)  53%:d4T%  16% ND; 84% chronic MNA T2% (48% CR)* ORR 6% NA NA NA
or persistent phase (45% CR)
Patel 2012** T2 39 (18-78) 65%:d5%  Most chronic phase STk NA J8% 31% NA 21%at 5 years FU
Arnold 2012=7 33 40 (30-39) 5E%cd2%  50% ND NA 62.0% (53% CR)* NA NA NA NA
Mahevas 2013 6] a2 (34-T0) 64%:36%  18% ND; 26% 4% NA J6% (28% CR) NA  31% (26% CR) NA
persistent phase; (32% CR) median FU of
26% chronic phase  at 3 months™ 36 months
Khellaf 2014*" 173 ol (21-T1)  64%:36%  26% chronic ba%™ 8% 2% )% J8% NA
Ghanima 2015*" 55 46 (27-61) Ta%dT%  33% ND; 24% T3% Bil% 45% NA NA 24% at 78 weeks FU
persistent phase; (21% CR)*
44% chronic phase
Marangon 2017+* 103 46 (15-82) 59%:41% Median ITP duration aa% NA NA 42% 4% 21% at 96 months
20 (1 - 403) months  (36%CR)*

Lucchini et al, Haematologica 2019




A Long—term response: Female vs Male B
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Female < 40 years

Marangon M et al, Eur J Haematol. 2016
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Young adult are excellent candidates...

i W ANT YOU

FOR SPLENECTOMY

NEAREST RECRUITING STATION




Indication of splenectomy in ITP according to guidelines

Country and first author
UsA, Georges
United Kingdom, BCSH

LISA, Neunert

International consensus,
Prowvamn

USA, Updated guidelines,
Meunert

International consensus,
Updated guidelines,

Provamn

China, Liu

Aunstralia—New feeland,
Chod

apain, Lozano

Germany, Switzerland,
Austria, Matzdorft

Korea, Park

Belgium, Janssens

Japan, Kashiwagi

Dhate

15996
2003

2010

2010

2019

2019

2019

2019

2021

2018

2022
2021

2019

Second-line treatment(s)

Splencctomy

Splenectomy

Splencctomy

Splenectomy or medical
treatment(s)

Splencctomy or TPO-RAs
or rituximab

Splencectomy or TPO-
FAs or rituximab or
fostamatinib

Splenectomy or TPO-RAs
or rituximab

Splencctomy or TPO-RAs
or rituximab

TPO-EAs or fostamatinib
or rituximab

TPO-HEAs

TPO-BAs or splenectomy

Splencctomy or TPO-RAs
or rituximab

Splenectomy or TPO-REAs
or rituximab

Delay for splenectomy after

the date of ITP diagnosis
{months)

4—Gweeks
Not specitied

12

12-24

12

12

12

12
12

Not specified

Comments

Splenectomy considered as reference second-
line treatment but other possible options
(vinca alkaloids, dapsone, ciclosporin,
immunosuppressive agents, etc.)

TPO-B.As and rituximab for patients who
tailed to splenectomy or contraindication to

cplenectomy

Medical treatments classified by alphabetical
order including TPO-RAs and rituximab

Choice of second-line treatment personalized
according to patient values and preferences

Choice of second-line treatment personalized

Choice of second-line treatment personalized.
Avoid splenectomy after 65 years

For second-line treatment, preterence for TPO-
EAs. Splenectomy when at least one second-

line treatment has failed

Medical treatment classified by alphabetical

order or splenectomy. 5plenectomy possible
as second line for emergency situations

Splenectomy possible for elderly




The role of splenectomy In ITP today
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Overall, 144/185 (77.8%) patients had an initial response to
splenectomy and 23 (12.4%) showed relapsed during follow-up,
which led to an over-all sustained response in 121 (65.4%)

patients.

Time in months

Mageau A et al, Am J Hem 2021

TPO-RAs treatment

n =100
b .
Failure® Response®
n=43 n=>57
Splenectomy
i Rel ducts 1 f the TPO-RA
. . Nt t the -
Reintroduction of the TPO-KA ST EEHEHnT T EE
. - which had previously
which had previously failed
n =71 succeeded
'ﬂ n =31
AN N
- Y
P % # \
~ N, / %,
\ .
/
o ™ ” h L%
B u - < a
Failure Response Failure Response
n=28 n=13 n=3 n=28

* Characteristics of the last 10 patients

« Median age: 39 years [20-63]
* Primary ITP: 9/10
» Severe French bleeding score (>8): 6/10

* Median number of ITP treatment before

2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021

splenectomy: 7 (6-9)

» All patients failed to respond to rituximab

and eltrombopag and romiplostim I

IR

Godeau B. Br J Haem 2023



Patient Characteristic, Bleding and Treatment In refractory vs non refractory young ITP

Patient characteristics Non-refractor Refractory
g TABLE 2 Treatments in refractory and non-refractory patients.
Total patients 367 60
Female (%) 239 (65) 34 (57) Patient characteristics Non-refractory Refractory
Number of patients receiving treatment at each time-point (%)"
Number of patients with platelet count <20 x 10%/L (2)° Initial 205/367 (56) 47160 (78) Bleeding and treatment according to disease refractoriness
Initial 200/ 348 (57) 37/58 (64) Drug used (% of treated paﬁents] 100%
6-month FU" 68/329 (21) 20/54(37) Corticosteroids 107/205 (52) 22/47 (47) o
B a 3 3(3 0%
2-month FU 339 (18) 19053 (36) [VIG and/or Ad 126/205 (61) 37147 (79) )
24-month FUP 40/292 (14) 17/47 (36) 7%
Second line 2/205 (1) 347 (6) -
36-month FU® 25/232(11) 11/44(25) o - e o
Third line or more - 1/47 (2) 50% = =
48-month FU? 11/158 (7) 7i31 (23)
Between 1 and 6 months 199/367 (54 25/60 (92 %
Number of patients with bleeding at each time-point (%)" 7(34) ’ 52 0
; 30%
T 2771367 (75) 48/60 (80) Drug used (% of treated patients)
- rr = 20%
Cutaneous h]EEdll‘jg 170/367 {ﬁl} 38/60 {63} EDI'tiL{hEtEI'EIldS 143]‘199 ( i) 2:] d.-:l.IfSS {EE)
- _ - = 10%
Wet or internal bleeding® 155/367 (42) 38/60 (63) IVIG and/or Ad 107/199 (54) 34/55 (62)
o 0%
1-6 months 207/367 (56) 47/60 (78) Second line 26/199 “3] 14/55 {E:::I Initial 1-6 months 6—12 months 12 =24 months 24-36 months 3648 months
Cutaneous h]EEdl]‘jg 167/367 (46) 40/60 (67) Thirdline or more B 16/55 [29] m———f leeding = Non-refractory Bleeding = Refractory
Wet or internal bleeding” 123/367 (34) 33/60 (55) Between 6 and 12 months 159/365 (44) 51/60 (85) = = Treatment - Non-refractory Treatment - Refractory
6-12 months 178/365 (49) 37/60 (62) Drug used (% of treated patients)
Cutaneous bleeding 137/365 (38) 31/60 (52) Corticosteroids 98/159 (62) 29/51 (57)
Wet or internal h]EEdlt’lgc 95/365 (26) 29/60 (48) IVIG and/or Ad 58/150 (36) 22/51 (43)
12-24 months 151/319 (47) 34/56 (61) e I it 36/159 (23) 11/51 (22)
Cutaneous bleeding 116/319 (36) 26/56 (46) Third line or more _ 24/51 (47)
Wet or int | bleeding® 92/319 (29 30/56 (54
cLoriniernalbleeding (29) (54) Between 12 and 24 months 136/319 (43) 41/56 (73)
24-36months 1017275 (37) 31/52 (60) _
Drug used (% of treated patients)
Cutaneous bleeding 71/275 (26) 22/52 (42)
Corticosteroids 63/136 (46 21/41 (51
Wet or internal bleeding® 64,275 (23) 23/52 (44) - (46) (51)
3648 months 52/210 (25) 22/40 (55) IVIG and/or Ad 52/136 (38) 19/41 (46)
Cutaneous bleeding 36/210 (17) 16/40 (40) second line 56/136 (41) 10/41 (24) | _




Fostamatinib in “young” ITP

Treatment with fostamatinib in patients with immune
thrombocytopenia: Experience from the Andalusian region in

Spain—The Fostasur Study
Br J Haem 2024

Fostamatinib effectiveness and safety for immune
thrombocytopenia in clinical practice

Tamas José Gonzmler-Laoez. Mura BermeioVeaoa.” Rocio Cardesa-Cabrera.” Violeta Martinez-Robles.” Gerardo Aauilar-Monserrate.”

Blood 2024
Reyes Jiménez-Barcenas' | Gloria Garcia-Donas-Gabaldén® | Rosa Maria Campos-Alvarez’
138 patients (pITP and secondary ITP) 44 pts
The median age of our cohort (55.8% women) was 66 years Age (years) 58 (18-86)
(Interquartile range [IQR], 56-80). newly diagnosed ITP 6.8%; persistent 13.6%; chronic
76,6% of response in younger patients (aged <65 years) vs 80.5% 79.5%; median four prior treatments

In population aged 265 years

Overall 53. 6% of CR CR mR mTR

43.2

38.6
6.4

29.5

% Patients Responding

20

2 weeks 4 weeks 12 weeks EOS




Second (and third) line In young ITP patients

Patient’'s TPO-RA RITUXIMAB
characteristics
Male, female, Preferable Suggested in

relapsed/refractory to

FOSTAMATINIB

SPLENECTOMY

steroid, <1 yrfrom female
diagnosi
Female, possible Try to assess tapering and Preferable Suggested If concomitant Suggested as
planning of pregnhancy suspension ormonal contraceptive ‘preparation” to
Indicated(?) pregnancy
Female, ANA or other | Try to assess tapering and Preferable Suggested if AP Ab Suggested as

Ab postivity

suspension

positivity

‘preparation” to
pregnancy

Male, female very active

Try to assess tapering and

Suggested if high priority

Assess tolerability

Suggested if high priority
to reduce “hospital
dependence’

lyfestyle suspension to “one shot therapy” (but (diarrhea)
best in young female)
Male, female with high | Avoid if high arterial thrombosis | Only if high probability of Preferable

thrombotic risk

risk, to be considered in VTE
risk if no response to other
drugs

response (female < 40-45
yrs)

Pregnant patients,
refractory /intolerant or
need high dose steroid

Romiplostim to be
considered in late
gestational age and to
prepare delivery

After failure of
splenectomy

Preferable if pre-existing
response before
splenectomy

ISP: immune suppressant drug (CyA, azathioprine, MMF, ciclophosphamide

M. Carpenedo - Personal point of view- unpublished

Preferable if no previous
response to TPO-RA or

anticipated thrombotic risk

Only is specific situation

with bleeding ongoing and

Nno response to other
therapy

ISP

Cyclosporine or
azathioprine only

Not applicable

Preferable, alone or In
combination with TPO-RA
or fostamatinib in
multirefractory pt

OuE
L|AIB




of being a
young woman
with ITP

Menstrual bleeding:
» abdominal pain and headache: the need of painkiller drugs
» psycological, social and practical issues
» Iron deficiency and supplementation
Contraception:
» yes or not, what, when, how long, thrombotic risk increase
Pregnancy:
» yes or not, the right moment, how to start with a proper plt count,
» what If ITP treatment Is ongoing
» what If ITP Is multirefractory

» management of plt count during gestation, delivery and lactation




ITP Treatment during pregnancy: when and what

Corticosteroids * Corticosteroids

* IVIG
VIG :
: * Consider:
Platelet transfusion if
i &t *TPO-RA
clinically significant e
R * Rituximab
bleeding z
* Cyclosporine
Immunosuppressants

* Azathioprine
» If necessary:
* Splenectomy

Azathioprine
Cyclosporine

2™ trimester

i

3 trimester

* Corticosteroids
« VIG

« TPO-RA?

* Rituximab

TTPO-RA wark faster and have
a higher response rate than

rituximab. If choosing TPO-RA,

romiiplostim has by fae the
maost safety data

Treat if symptomatic
with bleeding if platelets
<20-30 x 10%/L

Treat if symptomatic
with bleeding if platelets
<20-30 x 10%/L

Treat if symptomatic
with bleeding if platelets
<20-30 x 10°/L

Ax\

The same rule we use in non
pregnant patients

Table 1. Treatment of Matemal lmmu ne Thrombocytopenia (I TF) during P regnanc y.*

At term-
near
delivery

Treatrnent

First lina

Prednisone

M1

Second linet
Thrombopoigtin Teceptor

agon stsy
Romipl ostim
Eltrombopag
rhTPC
Fh, (D) immune globulin
Ritueirmab

Azathioprine

Capsone

Cyclos porine

Splenectormy laparo-
SCOPIC)

[iase

Initial dose
10-20 mg'dar

0.4 gfkg/day for upto

5dags or 1 g'kg/day
forl or2 days

1-10 g kg once weekly
25-75 myg/day

300 U fkgfday
07 Spgkg
375 mg /e weekly

for 4 wk
S0-75 mgday

100 mg daily

1-5 mgkg day

Early in second Timester

Most Common Reason

for Use of Agent
during P regnancy

ITP, 5LE, allergies

MP, CVID, FNAIT

ITP
ITP
TP, renal transplantation

I TR, leprosy

ITP, salid-organ
transplantation, IBD

ITP, AlHA

Patients
with Res ponse

4070

4030

J0-30

70
4060

Too few cases
to calculate

40-50

Too few cases
to cal culate

50-80

Time to
Response

3-14 days

1-3 days

7-14 days

4—5 dars
1-8 wik
&-16 wk

7-14 days

d- 12 wk

1-60 dags

Drug-Related Adverse Events of Particular Concern

Women

Diabetes, hypertension, prema-
ture delivery, sleeplessness,
weight gain, fluid overlcad

Fluid cwerload, hypertension,
pos sible worsening of head-
ache and aseptic meningitis

Thrombocgtosis, pos sibly throm-

bosis (reported in 3 cases™™)
Myalgias and headaches

Elavated liver-erzyme levels,
which may simulate HELLP

Pain at injection site, develop-
ment of antibodies to rhTPO

Hemaolysis, anemia, indision
reactons

Infusion reactions, hypogamma-
g@lobulinemni g infection

Transaminitis, neutropenia, in-
fection

Hemolysis, anamia jmay be ag-

g@ravated by malaria, GePD
deficiency, or HIV infecti an)

Renal injury, fremaor, by perten-
sion, hypertrichosis, gingival
by perplasia

Bleeding, infection, thrombosis,
rmiscarriage, preterm labor
and premature rupture of
membranes

|nfarts

Hypoglycemia, pramaturity

Thrombocrtosis

Anemia, jaundice
Reduction in B cells, hypo-

gammagobulinemia

Prematurity; anemia {may
be aggravated by malaria
or GePD deficiency)

Frematurity

Target 50 x 10 °/L

Bussel J & Cines D, NEJM 2023

OuE
L|AIB




Use of thrombopoietin receptor agonists for immune
thrombocytopenia in pregnancy: results from a
multicenter study

Marc Michel,! Marco Ruggern ? Tomas Jose Gorzalez Lopez,* Salam Akindi,* Stéphane Cheze,* Waleed Ghanima, *
Tor Henrik Anderson Tvedt® Mikael Ebbo,” Louis Temiou,™ James B. Bussel,"" and Bertrand Godeau’ Blood,2020

15 pregnancies: 8 eltrombopag; 7 romiplostim

- median duration of use 4.4 weeks
- 58% to obtain a safe plt count prior delivery
- (/% response
- No thrombotic events in the mother

- 1 newborn with thrombocytopenia; no other AE in the newborns

| Use of thrombopoietin receptor agonists

in pregnancy: A review of the literature

Jude Howaidi®’, Abdullah M. AlRajhi?, Ali Howaidi °, Fouad H. AINajjar ®,

Imran K. Tailor”
Hematol Oncol Stem Cell Ther, 2021

- 10 more cases other than the previous described (2
started in 1° trimester, 3in 2° trimester, 5in 3°
trimester
- Low fetal weight and preterm birth occurred in 2
patients

. . . . > Known
Romiplostim use in pregnant women with immune Mother
v outcome:
thrombocytopenia 56188
Bussell J et al, Am J Hem, 2022
(A) o
47% B Normal pregnancy
45 1 B ITP-related abnormal pregnancy First trimester
40 4 a7 B Non-ITP-related abnormal pregnancy n =74 [40%) Sacond trimester
n = 22 (12%)

19% 19%

17%
12%

Pregnancy Ouicomes (%)
[ ]
(%]

5%

0%
n=8 n=5% n=0
Second Trimester

n=15 n=10 n=4
Third Trimester

n=40 n=32 n=14

Known Pregnancy
Outcomes®

n=16n=16 n=7
First Trimester

THROMBOPOIETIN-R AGONISTS EFFICACY AND SAFETY IN PREGNANT
ITP PATIENTS AND THEIR NEWBORNS:

A MULTICENTER RETROSPECTIVE ITP-NET ITALIAN STUDY

M.Carpenedo, G. Carli, A. Patriarca, M. Napolitano, M. Bellini, A. Condorelli, F.
Mendicino, V. Sammartano, F. Zaj

MILANO. 23-25 Settembre 2024
Response rate and maternal outcomes

Outcomes
TPO-RA therapy ORR — n (%) 16 (100)
CR (all) 11 (69)
CR with romiplostim 6
CR with eltrombopag 5
PR (all) 5(31)
PR with romiplostim 4
PR with eltrombopag 1

Median plt count @delivery (range) x 10 °/L 112 (58-250)

Cesarean section — n (%) 5 (31)

-
EE]
L1kl

VTE prophylaxis with LMWH after delivery 4 (25%)




Immune thrombocytopenia and pregnancy:

an exposed/nonexpo

Stéphanie Guillet,” Valentine Loustay,’-* Emmanudlle Boutin®+* Anissa Zarour,” Thibault Comont,” Odile Souchaud-Debouverie®

- 131 pregnant women with ITP were matched to 131 nonpregnant women with ITP by history
of splenectomy, ITP status (no response, response, complete response), and duration

- The primary outcome was the first occurrence of ITP worsening defined by a composite end point
including bleeding events and/or severe thrombocytopenia (<30x10°/L) and/or ITP treatment

- We also analyzed the occurrence of multiple events of ITP worsening and each criterion of the

sed cohort study

modification.

composite end point

A

ITP worsening

~d
LA
I

ITP worsening free probability
(single event)
LA

P=.15
25 -
—— Pregnant ITP women
od — Mon-pregnant ITP women

0 3 & 9 12 15

Time (months)

MNurmber at risk (svents)
Pregnant ITP womean 131 (22) 105 (18 82 (12) &7 @) &4 (1) 42
Mon-pregnant ITP women 131 (23 107 (9) 93 (3) &% (@) &4 () 82

Guillet S et al, Blood 2023

Primary end point: (single event)
No significant ITP worsening during pregnancy

A

ITP worsening based

on recurrence of events was more

frequent in pregnant pts,with more need of treatments and
severe thrombocytopenia

ITP worsening

~J
A
|

(multiple events)
N
|

ITP worsening free probability

.25
P = .001 Th—
—— Pregnant TP womean
ol — Mon-pregnant ITP women
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Gestione del paziente giovane adulto con ITP

“Per andare dove non sai, devi
passare per dove non sai”

Il Colibri, Sandro Veronesi

@u» HANDLE

WITH CARE
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