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Frailty and unfitness: definition and implications

The prevalence of frailty ranged
from 5% to 58% in a systematic
meta-analysis?

which heightens an
individual’s vulnerability
to stressors!-?

~ Minimize
Older age -
treatment options

@ increases the risk
of adverse

outcomes

Reduction in functioning
oncomitant
diseases

across multiple

physiological systems,
L2Dent E, Lancet. 2019 Oct 12;394(10206):1376-1386; Rockwood K, et al. A global clinical measure of fitness and frailty in elderly people. CMAJ. 2005 Aug 30;173(5):489-95.
3Sternberg SA, The identification of frailty: a systematic literature review. J Am Geriatr Soc. 2011 Nov;59(11):2129-38.




Frailty is a dynamic process that goes beyond age

Weakness Slow walking Low level of Fatigue or Unintentional
speed physical activity exhaustion weight loss
" Frailty is not an inevitable consequence of ageing " |ndividuals can transition in and out of frailty states.
and, even at advanced ages, many people do not " Prevention is possible, especially during the early
become frail. stages, and prompt identification is crucial to maximise
" Frailty and prefrailty can exist in individuals < 65 year opportunities for intervention

Dent E, Lancet. 2019 Oct 12;394(10206):1376-1386



Frailty assessment in ITP is rarely performed

A number of methods can be used to FRAIL SCALE RISK ASSESSMENT
assess frailty in patients with e e T

hematological diseases, but these methods FATIGUE

. . . . How much of the time during the
are mainly used in patients with past 4 weeks did you feel tired?
malignancies

Clinical Frailty Scale

A = All or most of the time
B = Some, a little or none of

the time

- Robust, active, energetic - No active disease symptoms
and motivated - Less fit than category 1

= Commonly exercise = Exercise or are very

- Have medical problems that
are well controlled
= Are not regularly active

RESISTANCE

In ITP, assessment of frailty and its
severity is mainly based on personal
clinical savvy of the treating hematologist!

In the last 4 weeks by yourself
and not using aids, do you
have any difficulty walking up
10 steps without resting?

AMBULATION

In the last 4 weeks by yourself
and not using aids, do you
have any difficulty walking
300 metres OR one block?

regularly
= Among the fittest for
their age

Vulnerable

Not dependent on others
for daily help

Symptoms do, however,
limit activities

A common complaint is
being ‘slowed down’,

active occasionally,
e.g. seasonally

More evident slowing
Need help in high-order
IADs

Mild frailty progressively
impairs activities outside
and inside the home

beyond routine walking

Moderately Frail

= Need help with all

outside activities and
with keeping house
Often have problems
with stairs and bathing
in the home

ILLNESS and/or being tired Might need minimal
Did your Doctor ever tell you 0-4 during the day assistance with dressing
that you have? answers ¢/
0 Hypertension =0
CJ Diabetes 5 -1 9
$ ] Cancer (not a minor skin AR Severely Frail Very Severely Frail Terminally Il
v cancer)
O (] Chronic lung disease =1 = Completely dependent = Completely dependent = Approaching the end of life
o for personal care = Approaching the end of life = Alife expectancy of
‘“ (] Heart attack - However, are still - Typically, could not recover from <6 months
z 0 Congestive heart failure staple a-nd not a-t even a minor illness = However, they are
=t , a high risk of dying not otherwise
z LJ Angina (within 6 months) evidently frail
() L] Asthma

] Arthritis
] Kidney disease

Scoring frailty in people with dementia

The degree of frailty corresponds to the degree of
dementia. Common symptoms vary for the degree.

In moderate dementia

= Recent memory is very impaired

- Though they seemingly can remember past life
events well

= Can complete personal care with prompting

LOSS OF WEIGHT

Have you lost more than 5kg In mild dementia
or 5% of vour body weight in = Forgetting the details of a recent event
» Y A y 4 - Though still remembering the event itself
the past year: => Repeating the same question/story
= Social withdrawal

Sternberg SA, Schwartz AW, Karunananthan S, Bergman H, Clarfield AM.
The identification of frailty: a systematic literature review. ] Am Geriatr
Soc. 2011;59(11):2129-2138; Morley JE, Malmstrom TK, Miller DK. A
simple frailty questionnaire (FRAIL) predicts outcomes in middle aged
African Americans. | Nutr Health Aging. 2012;16(7):601-608

In severe dementia
= Cannot complete personal care without help

TOTAL SCORE

Source: Canadian Study on Health and Aging Revised 2008; K. Rockwood et al. A global clinical measure of fitness and frailty in elderly people. CMAJ.
2005;173(5):489-95. Used with permission.

SCORING: ROBUST =0 PRE-FRAIL =1-2 FRAIL =>3




Frailty in ITP —main clinical issues

High thrombotic
risk and need for
antithrombotic

Contraindications
to corticosteroids

rophylaxis

Older age ...diabetes Prop y
....osteoporosis ...Previous
thromboses

....Infections
...APS

Psychological status (depression, anxiety)
(pre-existing discomfort, psychiatric symptoms or syndromes induced by steroids and/or by ITP)

Dent E, Lancet. 2019 Oct 12;394(10206):1376-1386; Kenna HA, Psychiatry Clin Neurosci. 2011 Oct;65(6):549-60



ITP is frequent in the elderly
@ The incidence of ITP is 2.68-

o 3.9/100.000 inhabitants per year.
I | Female
LB 10 I | Male @ |t is a disease with two modal peaks,
ST . one in pediatric age and one in old
}—% g . age. Incidence increases with age
£ 4 (from 1.94 to 4.62/100.000 over the
§: age of 60 up to 9/100.000 over the
2 2
= age of 75).
0
& P 5P e P PP P e T ® @ @® With the increase of age, the
Age group (vears) prevalence between the two sexes

tends to overturn.

Frederiksen H. Blood 1999;94:909-913. Moulis G. Blood 2014,;124:3308-3315.
Schoonen WM. Br J Haematol 2009;145:235-244.



ITP is at higher risk of bleeding in the elderly

The incidence of GI/CNS bleedings increases Grade 3-4 bleedings are more frequent In
with age patients aged=265 yrs
97 11 Fatal bleed % .
I 1 Major nonfatal bleed E ol
S e E
E . % P =0-01
. :
E 20 _ ] I E .
0 B J I l E = T T T T T ' T r
<40 I 40-60 I >60 I E 0 48 96 144 192 240 288
(n=571) (n=240) (n=183) Q Time to 1st event (months)
Age group (years) Age <65 years Age =65 years

@ Inretrospective studies, elderly ITP patients showed increased incidence of overall, major and fatal bleedings
@ Bleedings occur more frequently <3 months from ITP diagnosis with PLT count comparable to younger patients

Cohen YC, et al. Arch Intern Med 2000;160(11):1630-1608. Michel M, et al. Am. J. Hematol. 86:980-984, 2011. Moulis
G, et al. Blood 2014;124:3308-3315. Palandri F et al Br. J. Haematol. 2019; 184: 424—-430



ITP is at higher risk of thrombosis in the elderly

The incidence of thromboses increases with age G3-4 thromboses are more frequent If age2635 yrs
All events 2 -
Age (years) n =43 %
< 40 years (n = 322) % N
Event number (%) 3 (0.93) E . P =001
Incidence rate (95% C1) 0.2. (0.08-0.73) E )
40-60 vyears (n = 285) g -
Event number (%) 8 (2.80) % ;
Incidence rate (95% CI) 0.67 (0.33—1.34) s _
= 6I() years (n = 379) E 0 28 96 144 192 240 288
Event number (%) 32 (8.40) N Time to 1st event (months)
Incidence rate (95% CI) 2.47 (1.75-3.50) e 65 years P 285 years

@ Inretrospective studies, elderly ITP patients showed increased incidence of overall, major and fatal thrombosis
@ Thromboses occur regardless of PLT count; in 54% of patients, PLT<100 x 10°/I at the time of thrombosis

Ruggeri M, Journal of Thrombosis and Haemostasis, 2014, 12: 1266—-1273. Palandri F et al Br. J. Haematol. 2019; 184: 424—-430



ITP is at higher risk of hospitalization and death in the elderly

Patients with One-year risk among
cITP, n (%) patients with cITP, % (95% CI)
/;Tntal 407 (100) 15.3 (12.0-18.9) N
/ Age at cITP diagnosis, y h
=60 225 (55) 8.9 (5.6-13.1)
. > 60 182 (45) 23.1(17.3-29.5) )
Sex
Female 254 (62) 13.4 (9.5-17.9)
Male 153 (38) 18.3 (12.7-24.8)
Year of cITP diagnosis
1996-2001 167 (41) 10.2 (6.2-15.3)
2002-2007 240 (59) 18.8 (14.1-24.0)
Comorbidity score
0 247 (61) 8.5 (5.5-12.4)
=1 160 (39) 25.7 (19.2-32.6)

@® Age was significantly associated with all events

Ngrgaard M et al. Blood. 2011, 117(13):3514-3520)

No. of cITP Five-year mortality in patients
deaths with cITP, % (95% ClI)
ity 87 24.3 (20.1-29.2) _
o o h
Age at cITP diagnosis, y
= 60 11 5.6 (3.1-9.9)
L > 60 76 47.1 (39.5-55.4) Y.
Sex
Female 47 20.4 (15.7-26.3)
Male 40 31.4 (23.8-40.6)
Year of cITP diagnosis
1996-2001 31 18.6 (13.5-25.4)
2002-2007 56 29.7 (23.0-37.7)
Comorbidity score
0 26 11.9 (8.2-17.1)
=1 61 44.9 (36.6-54.2)

A population-based cohort study included 407 patients with primary chronic ITP and 4069 matched controls

For cITP compared to controls, the adjusted 1-year RR of hospitalization was 4.5 (infection), 3.2
(intracranial hemorrhage), 4.4 (other hospitalized hemorrhages), and 2.3 (mortality).



Dobbiamo modificare tempi e modi della
terapia di prima linea nel paziente
fragile?



The timing of therapy start may be earlier in elderly ITP

PLT < o
30x10°/L PLT 30 — 50 x10°/L

Bleedings? History of

bleedings?

Antithrombotic agents?

Comorbidities?

Start |
therapy

YES

L

NO

Mahevas M et al, British Journal of Haematology, 2016, 173, 844-856; Zaja F et al,

European Journal of Internal Medicine 58 (2018) 70-76

PLT >

50x10°/L




HD-DXM

Total 260 y Total 260y
Adverse events, n (%) (n = 95) (n = 18) (n = 97) (n = 20)
ALT 1(1.1) 0 (0) 0 (0) 0(0)
Arthrailgia 0 (0) 0 (0) 2 (2.1) 1(5.0)
Cushingoid appearance 0 (0) 0 (0) 13 (13.4) 2(10.0)
Diarrhea 0 (0) 0 (0) 1(1.0) 0 (0)
Dizziness 2(2.1) 1(5.6) 5(5.2) 2 (10.0)
Edema 0 (0) 0 (0) 4(4.1) 2 (10.0)
Fatigue 1(1.1) 0 (0) 4(4.1) 1(5.0)
Fever 1(1.1) 0 (0) 0 (0) 0(0)
Hyperglycemia 4 (4.2) 1(5.6) 6 (6.2) 3 (15.0)
Hypertension 4(4.2) 2(11.1) 8 (8.2) 3 (15.0)
Infection 0 (0) 0 (0) 3(3.1) 1(5.0)
Insomnia 8 (8.4) 3(16.7) 5(5.2) 2 (10.0)
Mood disorders 7(7.4) 2(11.1) 4(4.1) 1(5.0)

tolerability was lower in elderly patients

Wei Y, et al. Blood 2016;127:296-302. Palandri F et al Br. J. Haematol. 2019; 184: 424—-430

Front-line corticosteroids in elderly ITP

@ In a retrospective Italian cohort of 456 ITP patients,
154 (33%) were aged =65 years.

@ Elderly patients received more frequently PDN than
DEX (I.R 1.31 vs 0.04 x 100 pt-yr)

@ Prednisone starting dose was significantly lower in the
elderly (208 mg/kg/day in 69% vs 89% in younger pts,
p=0.005)

In a randomized controlled study, PDN and DEX had the same rate of responses and toxicities. In both arms,

In real-life, DEX is less used and PDN dose is lower in the elderly



Early use of TPO-RAs in frail ITP patients

 Donna di 83 aa * Uomo di 91 anni

* Uso precoce Romiplostim (1mcg/kg) al giorno L : :
10 in associazione con prednisone ed Ig vena * Comorbidita: FAC in terapia

(iniziato per concomitante emorragia con warfa rin, all’accesso al PS,

subaracnoidale) S emorragica
* Giorno 14 incremento PLT 76 x 109/L

* Trombosi vena soleale (PLT 300 x 109/L)
risolta con terapia eparinica a bpm

* Uso precoce Romiplostim
(3mcg/kg) al giorno 8 per

* Romiplostim interrotto in via definitiva alla rISOIVere\ > .er.norraglca € per I.a
settimana 5 necessita di riprendere terapia

» A 6 mesi dall’interruzione PLT stabili senza anticoagulante (ripresa alla
terapia settimana 5)

Catoni N, Br J Haematol. 2012 Jun;157(5):639-41



Dobbiamo modificare tempi e modi
della terapia di seconda linea nel
paziente anziano/unfit?



Second-line therapy in elderly ITP: higher use of mild
immunosuppressive agents (before 2020)
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@ In 465 adult ITP patients diagnosed between 1995 and 2017, elderly (>65 yrs) patients received second-line
mild immunosuppressive agents more frequently than younger patients (Bologna cohort)

@ In asubsequent multicenter analysis including data of 451 patients aged 260 years that were treated from
2000 onwards, this difference was observed also comparing very elderly (>75) and elderly (60-74) patients

Palandri F et al Br. J. Haematol. 2019; 184: 424—-430; Palandri FE Thrombosis Research 185 (2020) 88—95



Limited use of RTX & splenectomy in elderly ITP

0-40

1(B)
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|
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o
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Age 2 75

Age 60 - 74 Age 2 75 Age 60 - 74

Probability of receiving 3rd-line Splenectomy

0

T
24

T T T T T T T
48 72 96 120 144 168 192

Months from start of 2nd therapy

Age 265 years

Age <65 years

@® Second and third-line, elderly (>65 yrs) patients were less frequently

treated with RTX and splenectomy compared to younger patients

@ This difference hold true comparing very elderly (>75) and elderly

(60-74) patients

Palandri F et al Br. J. Haematol. 2019; 184: 424—-430; Palandri F Thrombosis Research 185 (2020) 88—95




TPO-receptor agonists

Romiplostim binds to the same extracellular domain

as endogenous TPO

thrombopoietin

romiplostim . receptor
K >

Inactive receptor —p —_— <4— activereceptor

Cell membrane

Eltrombopag binds to a transmembrane domain of
TPOR that is different from the TPO binding site

thrombopoietin

eltrombopag % ‘RECEptnr‘

inactive receptor ——p — - <«— activereceptor

Cellmembrane

SHC GRB2 >
0 RAS/RAF
Q007 %~

STAT ",';J JAK /

Cytoplasm - MAPKK

|

@Subcutaneous
injection, once weekly V' 4
@®No food interaction Signal Transduction
@Self-injection or weekly v
hospital access can be
difficult

SHC GRB2 -
Q 0 RAS/RAF
P— O P

-

o UK /
Tt @®Oral drug

Cytoplasm - MAPKK

/ / @Food interaction

pa2/44 requires fasting

y'e for at least 4
Signal Transduction hours
+ @This can limit

Increased platelet production compliance

Evangelista M, et al. Curr Drug Discov Technol 2007; 4: 162—73; Stasi R, et al. Drugs 2008; 68(7): 901-12; Erickson-Miller CL, et al.
Exp Hematol 2005; 33(1): 85-93; Bussel JB, et al. N Engl J Med 2007; 357(22):2237-475; Broudy V, Lin N. Cytokine 2004, 25(2): 52—

60, Erhardt JA, et al. Exp Hematol 2009 Jul 23; Kuter DJ. Annu Rev Med. 2009,60:193-206



The 2nd-line use of TPO-RAs is increasing over time

47%

46%

43%

48%

47%

46%

43%

39%

34%

28% 28% 33% 33%

32%

28%28%

19%

1%

0 0 0 0O O 0
1980-89 (n. 61) 1990-99 (n. 53) 2000-09 (n. 74) 2010-15 (n. 31) 1980-89 (n. 61) 1990-99 (n. 53) 2000-09 (n. 74) 2010-15 (n. 31) 2016-20 (n. 73)
B other immunosuppressive agents [ PDN/DEX @ Splenectomy ERTX MBTPO-ra B other immmunosuppressive agents @ PDN/DEX @ Splenectomy ERTX MBTPO-ra

Palandri F et al, Am J Hematol. 2016 Jun;91(4):E267-72 Palandri F et al, unpublished data (Bologna cohort)



The 3nd-line use of TPO-RAs is increasing over time

62%

62%

49%

42% 42%

32%

31% 31%

29%

24%

1980-89 (n. 21) 1990-99 (n. 26) 2000-09 (n. 35) 2010-15 (n. 13) 1980-89 (n. 21) 1990-99 (n. 26) 2000-09 (n. 35) 2010-15 (n. 13) 2016-20 (n. 45)

B PDN/DEX W Splenectomy

B other immunosuppressive agents W PDN/DEX @ Splenectomy MRTX MBTPO-ra M other immunosuppressive agents CORTX M TPO-ra

Palandri F et al, Am J Hematol. 2016 Jun;91(4):E267-72 Palandri F et al, unpublished data (Bologna cohort)



Increased use of TPO-RAs in elderly ITP

® |n the Bologna cohort, patients
diagnosed after 2005 were significantly
more likely to be treated with TPO-ra
compared to patients with earlier
diagnosis (P = 0.02).

@ This was mainly due to a higher use of
TPO-ra in older patients (23.3% vs. 6.7%
in patients aged <65 years, P = 0.01).

Probability of receiving 2nd-line TRAs

@® TPO-RA use was also associated with
very old age in a multicenter analysis

Palandri F et al Br. J. Haematol. 2019; 184: 424—430; Palandri FF Thrombosis Research 185 (2020) 88—95

050 0.75 1.00

025

0.00

p=0.01

4

5
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Years from 1st ine

Age 60 - 74

Age =75

10



TPO-RAs are associated with reduced bleedings and infections in
elderly ITP

Bleeding risk Infectious risk
. UNIVARIATE MULTIVARIABLE UNIVARIATE MULTIVARIABLE
a. : HR(35%Cl) P HR(3%Cl) P C. : HR(95%C) P  HR(95%CI) P
Age 2 75 years - : ® 1.48 (0.9-2.39) 0.10 Age = 75 years - | ® : 1.46 (0.89-2.26) 0.11
| |
Male gender - i L 1.19(0.74-1.90) 0.47 Male gender - l @ 1.80(1.17-2.79) 0.008 1.74 (1.13-2.70) 0.01
CCl25 - : * 1,55 (0.89-2.7) 0.12 cClz5 - : . - 1.57(1.01-2.44) 0.04
CV risk factors and/or | CV risk factors and/or |
Previous thromboses ': 0.94 (0.55-1.61) 0.83 ieahinrashdrpuael | ® 213(1.17-3.91) 0.01 1.97 (1.08-3.59) 0.03
TRAs - @& — 0.56 (0.36-0.86) 0.01 0.63 (0.40-0.97) 0.04 TRAs -| -@— : 0.25 (0.13-0.50) <0.001 0.26 (0.13-0.51) <0.001
_ |
Rituximab - —® | 0.34 (0.15-0.79) 0.01 0.38 (0.17-0.88) 0.02 Rituximab - . : 0.83(0.38-1.82) 0.64
Splenectomy - - @ : 0.35(0.12-0.99) 0.04 0.37 (0.13-1.06) 0.06 Splenectomy - @ I 0.22 (0.05-0.93) 0.04
| |
Ee-:reased Risk 1 Increased Risk Eecreased Risk i Increased Risk
HR (95% Cl) HR (95% CI)

In a multicenter analysis including data of 451 patients aged 260 years that were treated from 2000
onwards, use of TPO-Ras was associated in reduced bleeding (p=0.04) and infections rates (p<0.001)

Palandri FF Thrombosis Research 185 (2020) 88—95




Il rischio trombotico-emorragico
deve guidare la scelta terapeutica?



Thrombotic risk during TPO-RAs

-

Romiplostim
(all studies) [33]

Romiplostim
(long-term study) [34]

Eltrombopag [35]

Eltrombopag® [36]

N

Number of patients with TEEs
Mean exposure time (years)
Total number of TEEs

Arterial

Venous
Others

First TEE rate per 100 patient—yearsb

All TEE rate per 100 patient-years”
Arterial

\\‘Uennus

39/653 (5.9%)
1.41
69

26
40
3
4.2
7.5
2.8
4.3

19/291 (6.5%)

211
25
16
9

3.10

416

2.6
1.5

16/299 (5.3%)
20

9
1

3.2

19/302 (6.3%)
2.35 (median)

26

12
14

2.53

/

@ Annualized thrombosis rate of adults treated with TRAS Is reported to be 2-3 times higher than In

untreated ITP populations and in healthy matched individuals, representing one of the main

concerns of TRA use

@ In the long-term studies, the incidence rate of thrombosis per 100 patient-years was estimated

4.16 In patients receiving romiplostim and 2.53 in patients receliving eltrombopag

Palandri F, Blood. 2021 Apr 22:blood.2021010735; Wong RSM, Blood. 2017;130(23):2527-2536. Ghanima W, Haematologica. 2019;104(6):1112-
1123. Kuter DJ, Br J Haematol. 2013;161(3):411-423; Rodeghiero F. Am J Hematol. 2016,91(1):39-45. Catald-Lopez F, Med Clin (Barc). 2015 Dec

21:145(12):511-9



Thrombotic risk during TPO-RAs

Between ITP diagnosis and TRA start

During TRA therapy

Incidence Incidence
No. of rate, per 100 Cumulative No. of rate, per 100 Cumulative
MNo. of events patients (%) patient-years incidence (%) No. of events patients (%) patient-years incidence (%)

Owverall thromboses 23 22 (5.7) o l.6atly 43 35(2.1) e 6.2atly
31atly Boatly
VTEs 13 12 (3.1) 0.6 1.3at1y 23 18 (4.9) 1.8 2Fatly
2.7 atly 3datly
Deep vein thrombosis of the a8 8(2.1) 0.4 0.9at1y 15 13(3.4) 1.3 18atly
limbs with or without 18at2y 23at2y
pulmonary embolism
Superficial vein thrombaosis of 4 3 (0.8) 0.1 0O4atly & & (1.6) 0.4 1.7atly
the limbs O4at2y 1.7at2y
Other venous thromboses® 1 1(0.2) 0.05 Datly 2 2 (0.5) 0.2 Oat1y
O5at2y ODatl2y
Arterial thromboses 10 10 (2.48) 0.5 0.3atly 20 1B (4.7 1.8 33atly
D3atly a.2atly
Acute myocardial infarction & & (1.4) 0.3 0.3atly G g (2.3) 09 15at1y
D3atly 33atly
lschemic stroke 2 2 (0.5) 0.1 ODatly 5 5(1.3) 0.4 0.7 at1y
O5at2y 0.7at2y
Transient ischemic attack 0 — — — 2 2 (0.5) 04 0.8at1y
OBatly
Peripheral arterial thrombaosis 2 2 (0.5) 0.1 Oatly 4 2 (0.5) 0.2 D6atly
ODat 2y Dbatly
In a cohort of elderly patients treated with TRAs, the incidence rate of thrombosis during TRA treatment was higher
than before start of TRA treatment, and was 3.6 per 100 patient-years

Palandri F, Blood. 2021 Apr 22:blood.2021010735



Thrombotic and hemorrhagic risk during TPO-RAs

A UNIVARIATE ANALYSES B UNIVARIATE ANALYSES
SHR (95% CI) [ SHR (95% CI) P
Age at TRA start >75 years - 7 1.23(0.61-2.49) 056 Age at TRA start =75 years - o 1.04(0.641.71) 087
Male sex - - 1.04 (0.52-2.11}  0.90 Male sex - ® 0.82(0.50-1.33) 043
=1 - - 1.23 (0.59-257)  0.57 =1 - - 0.95(0.58-1.56)  0.84
At leastone CVRF - & 0.95 (0.34-2.47) 0.91 At least one CVRF - & 0.85 (0.43-1.59) 0.561
Thromhbasis history = & 2.04 (1.00-4.24) 0.05 Previous hemorhages - & 1.33(0.81-2.19) 0.25
Antithromboatic therapy at TRA start - > 1.91(0.83-438) g3 Antithrombotic therapy at TRA start - o 0.80(0.43-1.46)  pa4s
Chronic phase at TRA start - o 1.28(0.59-2.77) 053 Chronic phase at TRA start - = 0.77(0.47-1.25)  0.29
Fltrombopag (vs. romiplostim) | +—g——— 0.64 (0.28-149) (.30 tltrombopag (vs. remiplostim) - ® 1.25(0.59-2.66) D56
Platelet count at TRAstart < 20 1091 <|  —@ 0.81 (0.39-1.57) 0.57 Platelet count at TRA start < 20x 10°/L - & 1.69 (1.03-2.82) 0.04
Splenectomy before TRA - : i 1.52 (0.59-3.90)  0.39 Splenectomy before TRA =|  ——@ 0.56 (0.22-1.39) 0.21
Decreased Increased Decreased Increased
Thrombotic isk | Thrombotic risk Hemaorrhagic risk 1 Hemo mhagic risk
< > < >
SHR (95% CI) SHR (95% Cl)

@ No significant differences between eltrombopag and romiplostim in thrombotic and hemorrhagic rates

@ An history of thrombosis Is a significant risk factor for developing thromboses during TRA

Palandri F, Blood. 2021 Apr 22:blood.2021010735



Thrombotic risk during TPO-RAs

PT1 M, 70y

< PT2 M, 73y

PROGRESSION
A

| PT3 F,75y

PT4 M,82y

PTS F, 75y

< PT6 F, 74y

RECURRENCE

PT7 F, 64y

PT8 F, 73y

0 1 2 3 4 &5 6 7T & 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 40 41 42 43 44 45 46 47 48 49 50 51 52 58 59 60 62 63 64 65 66 81 82 100 101 105

Months from TRA start
B Eitrombopag Bl Romiplostim [] Antiplatelet [ Anticoagulant Bl steroid
" Stop TRA = Follow-up without therapy @ Response @ No Response n-}-u Death
B Alive at last contact A CVRFs ’ Thrombosis history BES# Arterial thrombosis n Venous thrombosis

@ A recurrent event occurred in 15.6% of patients surviving thrombosis, in all cases but one during persisting TRA treatment
(incidence rate: 7.7 per 100 patient-years)

@ All recurrences occurred in the absence of adequate antithrombotic secondary prophylaxis

Palandri F, Blood. 2021 Apr 22:blood.2021010735



Platelet fluctuation during TPO-RAs

da
v‘°°° * P " |na27yowoman from our clinic, with
< 900 - = - refractory ITP after splenectomy,
§ 798 Eltrombopag was used based on platelet
== [ 5 count, but mild modifications of the dosage
700 - = [ caused extreme platelet fluctuations
s | = Due to unstable response, in June 2013
[s21] = el romiplostim was started at the dose of 1
0 ] ) 60 @ mcg/kg. Despite bi-weekly blood count, the
40 ) patient experienced severe platelet
jisy B fluctuations
- | ‘ 2 | * The patient had to discontinue both drugs
2001 ‘ ‘ i and had a second RTX course

eltrombopag romiplostim = Once verified a proper intake of the drug, no

| || ’ |}l |I ’ ll 'IJ I’
satisfactory clinical explanation of platelet

&és"’ f"f &‘f f f@" é@’ &f’ Py f ﬁ& @?f fluctuation is available.

Polverelli N, Palandri F, Ann Hematol (2015) 94:339-341 27

100




Management of Thrombotic risk Thrombosis during

e N TPO-RAs
No contraindication to |
- THOHR Cardiovascular risk factors
Optimize CVRF control
\_ - Recurrences may Al?ru pt TPO-BAS Recu rrences are
: discontinuation associated with
a I be expected in - y ;
Significant association around 15% of T\ay mb Hee sever.e 2 O'ls.ence 0
thrombosis & TPO-RAs Th bosis Hi oatients, thrombocytopenia adequate
Optimize secondary anti- romposis History varticularly if TPO- that cgntralndlcgtes antithrombotic
thrombotic prophylaxis . . antithrombotic secondary
RAs is continued .
\_ J therapy prophylaxis
4 . A
No significantly N d
- : ery oid age : : . : :
associated with . y = TPO-RAs discontinuation is not required if PLT response
thrombosis during TPO- Previous splenectomy
RAs
L /) Secondary anti-thrombotic prophylaxis is of utmost
- B Importance

No excess thrombotic ) )
risk for one TPO-RAs || Eltrombopag vs Romiplostim

over the other

Mind platelet fluctuations!

(& )




Long-term analysis (5 years) - thromboembolic events

GPVI/FcRy

In an acute stroke model, SYK inhibition/depletion protected mice from
@ aortic thrombosis and diminished brain infarction size without increasing
hemorrhage risk

'ii:z_c;_D ““@

' |7Fostamatinib_i ’

SYK is required for GPVI and CLEC-2 receptor signaling in mouse and
human platelets.

Both receptors are involved in platelet activation and TEEs but are
nonessential for normal hemostasis

Platelet activation modulated

Fostamatinib inhibits GPVI and CLEC-2 signhaling in human platelets in
vitro, and downmodulates thrombotic platelet activation

SYK inhibition with fostamatinib, despite increasing the
platelet counts, may decrease the risk of TEEs

Cooper et al Ther Adv Hematol. 2021 Apr 30;12:20406207211010875. doi: 10.1177/20406207211010875. Figure from: Abstract PB1356. ISTH Congress 2020. July 12-14



Possiamo ottenere una risposta
sostenuta senza terapia nel paziente
anziano/unfit?



Sustained response off treatment may be achieved in the elderly
(TPO-Ras)

@ Overall, 62/384 patients (16.5%) .
discontinued the TRA in stable [l_
response

P = 001
0.75 -

@ SROT were not influenced by age or
by type of TRA

@ A SROT was more frequently achieved 025-
In patients who discontinued TRA
therapy with a CR (p<0.001) 0001,

0.50 4

Treatmentfree remission

0 12 24 36 48 &0 12

® In 9 (14.5%) patients, the response was Number st Morths from TRA stop

R 14 3 4 1 1

lost after a median of 0.8 years (range, = s 29 2 12 :
0.06-7.8); all patients who restarted the : ~

previous TRA (n 5) or switched to the
alternative TRA (n. 4) achieved a stable
response

Palandri F, Blood. 2021 Apr 22:blood.2021010735



Sustained response off treatment may be achieved with

fostamatinib (Fostasur study)

Patients Seen for ITP

during study period
n =908
Patients NOT Treated with
'H Fostamatinib
n=847
Patients Treated with
Fostamatinib
n=61
Patients NOT Eligible for

E Fostamatinib Taper/DC
n=48

Patients Initiated on Fostamatinib

Taper/DC
n=13

F NOT Discontinued
n=4

Patients Tapered,

Patients That Completed Taper/DC
n=9

Patients That Relapsed after DC

E et o
Both Responded after

Patients Responding Off

Re-initiation of Fostamatinib
Fostamatinib At EOS
nm]j

Sixty-one patients were included from 14

reference centers between October 2021
and May 2023.

13 patients eligible for tapering
9 discontinued

7 in SROT (median follow-up since
discontinuation of 263 days )

2 in CR after fostamatinib rechallenge

Prognostic factors: platelet counts were
higher during the first 12 weeks of therapy
in patients that developed an SROT. These
differences were statistically significant at
4, 6, and 12 weeks of fostamatinib
treatment.

Mingot-Castellano ME, Platelet Responses After Tapering and Discontinuation of Fostamatinib in Patients with Immune Thrombocytopenia: A Continuation of the Fostasur Study. J Clin Med. 2024 Oct

22:13(21):6294



When?

Under what conditions can we think about SROT?

Tapering and discontinuation may be attempted Tapering and discontinuation not advised

Platelet levels below 30x109/L or below
- O
Platelet counts of 50x10°/L or 100x10°9/L as 50x109/L if the onset of bleeding events is

Indicators of stable response. documented.

" tF;eSPSnse malfntalned fc_)tr at Iteastt 6 mtonth:; N A maximal dose of drug for a prolonged time
S3abSCHICERORCONIS O BHIE AtCNESict] IS required to reach stable platelet counts.
hemorrhagic events.

. = Comorbidities and concomitant therapies, In
= Absence of symptoms with low-dose drug. particular anticoagulants

Zaja F, et al. Blood Rev. 2020



Conclusions

Frail ITP patients:

BALANCING THROMBOTIC, HEMORRHAGIC AND INFECTIOUS RISK

Medical history

Comorbidities

Cardiovascular risk factors

Antithrombotic prophilaxis
Adequate timing of therapy start

Dose/duration of corticosteroids

Steroids-sparing strategies Optimization of second-line therapy

Improvement of safety & Quality of Life

Avoid severe
Immunosuppression

Control the thrombotic risk

Don’t give up on SROT

Avoid platelet fluctuations

Consider patient’s desire and quality of life

Palandri £, Blood. 2021 Apr 22:blood.2021010735; Zaja F et al, European Journal of Internal Medicine 58 (2018) 70—-76
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Graziel

francesca.palandri@unibo.it
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