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[ ImmuneThrombocytopenidI TP) ]
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Rareautoimmunediseasecharacterisedy isolatedthrombocytopenia<100 G/L)
Chronicity occurring in 70% of adult cases

The main risk is spontaneobhaemorrhage which can be lif¢hreatening

% Rapid administration of effective treatment is a major factor in patient survival
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% The longterm therapeutic response is variable:
U 60% at 1 year but 30% at 5 years for rituximab

5-yearsresponserate: 29,4%\

151adultsITP

Relapse-Free Probability (%)

0 &6 12 18 24 30 36 42 48 54 60
Time (months)

Deshayeet al.,AJH, 2021

No predictive factors of response to rituximab have been identified
U Treatmentsare usedsequentially

@ Hypothesis:
Variable response rates may reflect the involvement of different
pathophysiological pathways at the individual level /
9




| Objective |

-

to rituximab, we analyzed baseline immune profiles in adult patients with ITP.

\_

To identify immune signatures associated with lotgrm response
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Method Patientcharacteristicsor scRNAseqanalysis

Y PBMbefore rituximab Platelet
Treatment Platelet count at
4R VS 4NR ITP received atele 5 years Response
Patient Age Sex Typeof | Stage of duration | <4 weeks count at orfirst toRTXath
( ) (years) ITP ITP sampling
Longterm response was (months) | before (G/1) relapse years
sampling post RTX
assessed at 5 years (/1)
: — . . Complete
B
QE SCRN/ASGQ l R1 75 Male Primary Chronic 84 None 14 185 Response
Quantitativeanalysis NR1 74 Male | Primary | Chronic 60 None 11 7 re:‘;o"r;se
Signalingpathways Complete
TrajectoryanaIySiS R2 61 Female Primary | Persistent 6 None 17 188 Response
MatChedon NR2 56 Female Primary Chronic 20 None 20 12 resmpoonr;se
i (_juratlon of R3 25 Female | Pri Persistent a N 35 a5y Complete
evolution, prior treatment emale | rrimary ) Fersisien one Response
NR3 33 Female Primary | Persistent 4 None 16 17 Non-
response
. Newly Complete
R4 57 Male Primary Diagnosed 2 None 15 110 Response
NR4 81 Male Primary | Persistent 6 None 1 16 Non-
response




Method Patientcharacteristicgor cytometryanalysis

Y PBMbeforerituximab R SR p-value
4R vs ANR Age (vears) 58 [45-69] 64 [45-75] 0.61*
f ) Gender
Longterm response was
M 11 55% 9 50%
assessed at 5 years o ° ° 0.99**
Women 9 45% 9 50%
= - Platelets at sampling (x109/L) 21 [10-35] 14 [6-27] 0.28"
SCRNAseq — : .
& Duration if ITP evolution (months) 12.5 [4-111] 42 [4-60] 0.89
o . ITP course
Quantltatlveanaly5|s ) 5 . -~
Sianalinmathwavs Newly diagnosed (<3 months) 4 20% 4 22.2% 0.99
T g_ t P | y Persistent (3-12 months) 5 25% 3 16.7% 0.7
rajectoryanalysis Chronic (>12 months) 11 55% 11 61.1% 0.75"
Type of ITP
Primary 13 65% 15 83.3% 0.28"
) i ; T )
3 PBMGbefore rituximab Secondary 7 35% 3 16.7%
20R 18NR TSecondary ITP: 6 Evans syndrome and 1 antiphospholipid syndrome for responders, 2 systemic lupus and 1
VS antiphospholipid syndrome for non-responders.
Vs ~ Data reported as median [1% quartile-3 quartile] or number with %. *Mann-Whitney test, **Fisher's exact test.
Longterm response was ITP = Immune thrombocytopenia; IVlg = Intravenous immunoglobulin; TPO = Thrombopoietin.
assessed at 5 years
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SCRNAsegCD8 Tcellanalysis
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[ ScCRNAseqCD8 Eellanalysis}
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SCRNAsegCD8 Tcellanalysis
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[ Conclusion J

O These findings highlight a baseline state of heightened G&a &ctivation in
' patients who subsequently fail rituximab.

Suggesting that CD8 T elediated immunity may play a more important role than
» B celldriven mechanisms in these individuals.

-

q

Validation in independent cohorts could support the development of stratified
therapeutic strategies and refine clinical decisimaking in ITP.

08 RituxPlus 2 Trial
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