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AllOHSCT for every possible Pn+ ALL In
CRI17

The answer would be, no thanks!



Allo-SCT In Pn+ ALL: Is It still necessary

The answer Is yes, sometimes...
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US intergroup study of chemotnerapy plus dasatinio ana

allogeneic stem cell transplant in Ph+ ALL
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US intergroup study of chemotnherapy plus dasatinio

and allogeneic stem cell transplant in Ph+ positive ALL

Demographics Median [range] or no(%)

Datients 94 » All patients who achieved CR and had an available
Median age at diagnosis, y 44 [20-60] matched S|bl|ng or 10/10 unrelated donor would
Age>50y 23 (24) be encouraged to proceed to HCT (TBGih 6
S LS > ) fractions over 3 days and etoposide)
Laboratory
WBC (x 10%/L) 10 [1-410] . .. ;
T —— Py * All other _patlents remaining in CR would be
CNS disease at diagnosis enrolled in the maintenance portion of the study
Absent 62 (66) (continuous dasatinib 100 mg daily, monthly
Not assessed 29 (31) vincristine, and prednisone for 5 days per month,
Present 36 given for a total of 2 years
Prior therapy before enrollment
Untreated 60 (64)
Previously treated; achieved CR/CRi 16 (17)
_ » 41 (49%) 42 (52%)
Previously treated; remission status unknown 7(7)
_ alloHSCT in first CR no alloHSCT in first CR
Previously treated; refractory 11 (12)

Previously treated; remission status unknown 7 (7)

AdaptedaV arodeit al .20 B&EpDdE2 A v, (



Hyper-CVAD + dasatinib in Ph+ ALL
Landmark analysis No AlloHSCT vs AlloHSCT

= Mo protocol transplant, N = 40, avents =17 = Mo protocol transplant, N = 40, deaths = 13

041 = = Prokocol wenapient Nm 30, svents =0 O] i Protocl nspdont: bl m 30, deathem 8
0.3 Log-rank p-value = 0.038 0.9 Log-rank p-value = 0.037
0.0 4 0.0
0 10 20 30 40 50 0 10 20 20 40 50
Months since landmeark date (175 days after CRYCRi) Months since kandmark date (175 days after CR/CRi)

Ravandi F. Blood Advance 2016;1(3): 250-259



Nilotinio with or without cytarapine for

Il n the randemilzdied GRAAPH
trial, aut hor s Characteristic Randomized patients Arm A Arm B
addressed the 0]y 155 74 79
cytarabd)ne n Acroans.o.kurdat 1 on 8075 3838 4237
Age, madian IO}, y 471 (B AELE AD.8 (388540 47.0 (29.1.83.5)
Al | patients weflwuedl g1 bl e T]or 113 28 58 {72.4) 58 (71.4)
al l ogenei c st e mM|ummedanio, kym 249 (22.1.28.4) 249 (220.29.1) 20.7 (225-22.8)
( S CT) , wher eas el @ 0SB unkncda N MMR SATYRARA TN 21340 2041
ul d receij ve A | cns 3 discase, N %) 12 [7.74) & {7 .4 & (.55
f (0] | | o W)eeja b yl ma t ||'|.'l.'n._||1¢dib.|1l:|ﬁ:|_1l_'.-"."|_ 19.4 (5 4-65.2) 243 (7.2-109.00 180 16.2-49.M
mai ntenance i n Kryotype®
Faibare, M fyesiral 471 51 274 27T
The primary obj|Zam= o - =
maj or mol ecul ar | moncsomal kayoyps M iesmomunknomi 36108011 1675515 2215118
rat e me aBsCUuRr BdlLd b Yoo subsype, miMivarians 10742 LTty §72101
gu afmitait i on dféerd olycl e
consolidation)

Chalandon l et al.: Blood 143, 23, 2363-2372, 2024




Nilotinio with or without cytarabine for

Ph+ ALL
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Relapse-free survival outcome by transplantation type and

study arm

A. SimonMakuchplots for evaluating
the impact of alleSCT and aut&CT
on RFS in the whole patient
population.tO was the time of
hematologic CR achievement

Study Arm A
C. Study Arm B

W

Chalandon l et al.: Blood 143, 23, 2363-2372, 2024
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The GMALL Trial 08/2013 for Newly Diagnosed Adult Ph+ ALL with

'matinib, Dose-Reduced Induction Followed By Stem Cell
Transplantation

« Between 09/2016 and 07/2022, 174 patients with a median age of 42 (18-55) years were
recruited. Age-adapted TBI-based conditioning regimen was proposed in all patients (8 Gy
TBIl vs 12 Gy TBI).

« Hematologic CR rates after induction I, Il and consolidation | were 85%, 96% and 95%.
Early death and failure rates after consolidation 1 were 4% and 1% respectively.

e The MoICR rate increased from 9% after induction 1 to 24% after induction 2 and was 42%
after consolidation.

« Overall survival (OS) at 3 years was 76%; remission duration at 3 years was 89% with a
median follow up of 52 months. 3y-OS was 89%, 73% and 75% for patients aged 18-25,
26-45 and 46-55 years respectively (p >.05)

« The treatment-related mortality after 3 years was 16% (15% for pts <45yrs and 16% for 245
yrs).

Pfeifer H.0 2edi 8 40 B.INo RASH ,



Pernhaps not all TKIs are egual...

HyperCVAD+ Ponatinib: a landmark analysis
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D-ALBA: baseline patient characteristics

Study endpoints

Primary
* Molecular response after 2 cycles of

CONSOLIDATION

()

a Blinatumomab blinatumomab®

g_ 2889/day MAIT NTENA Key secondary
(@)

= + At * * Decreased level of MRD associated
= i iaa B with blinatumomab

2 Dasatinib ' 3 |Vsec?rt (leotg ) . DES

c

o 140 mg/day - 0S

o « Cumulative incidence of relapsef
n + Safety

Minimum 2 cycles
* Molecular response, OS, and DFS

rates according to molecular
characteristics at baseline

(maximum 5 cycles) of
blinatumomab

FoR, et al . R O BE368g3l: 1X63Me d
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D-ALBA: open-label, single-arm,
Multicenter, Phase 2 study in first-line Pn+
S-Al L

Characteristic

Age (years), median (range)®2

Enrolled patients (N=63)

54 (24-82)

Sex, n (%)

Male: 29 (46)
Female: 34 (54)

WBC count (per mm3), median (range)

13,000 (600—-88,000)

Fusion protein, n (%)

pl190: 41 (65)
p210: 17 (27)
p190 and p210: 5 (8)

IKZF1 deletion, n/N, %

25/46 (54)

Foa R, etal. N Engl J Med 2020;383:16131 23
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After 2 cycles of blinatumomab, 60% of patients

Nnad an overall molecular response

o : : . o
» : : Consolidation period b :
c Induction period? : b 1y - Fol tuopw pe?ri od
o blinatumomab cycle -
2 90 - 90 - o 100 - 95
o 80 - —~ 80 - 79 s 90 A
S S 70 - 804 77 77
70 T ~ 70 T 64 [\
o 60 70 -
; 60 - S 60 - 50 55 -
« _
— 50 H % 50 - 42 4 7 = 60
> et 50 +
40 - - 40435 o
© 32 © © 40 -
o 28 29 =
30 N o 30 N o 30 ]
o 17 20 < -
© 20 - 15 o 20 A o 20 -
> 10 5 L0 > 10 =
iy iy 10 A
O ‘- T T T . 1 O i T T T T 1 0 T T T 1
22 45 57 85 1 2 3 4 5 3 6 9 12
Day Cycl e Follow-up month
. Complete molecular response® Overall molecular response®

Overall molecular response was sustained throughout the follow-up period?l:2

aConducted in a subset of the whole population;2 A complete molecular response was defined as a ratio
1. Foa R, et al. N Engl J Med 2020;383:1613-23; 2. Chiaretti S, et al. Slides presented at: of BCR-ABL1 to ABL1 of 0.1; cOwverall molecular response was defined as a complete molecular response
European Hematology Association (EHA); June 9-17, 2021. Virtual. and a positive nonquantifiable response, ie, MRD+ samples outside the quantitative rfﬂge.



OS and DES of allografted and non-allografted patients

(median [range] follow-up: 40 [0.91 62.5] months)

100 A OS 100 1 DFS
S 75- w’*’_' S 75-
- > B e b S
& 501 S 501
° °
o o
% 25 - + AlloSCT  + No alloSCT g 25 + AlloSCT  + No alloSCT
0 pI:o_77 | | | | | | 0 FI’=0.17 | | | | | |
0 12 24 36 48 60 72 0 12 24 36 48 60 72
Months Months
« After blinatumomab treatment, 29 patients continued treatment with a TKI * Relapse was seen in 9 patients
(72% with dasatinib) — 4 were hematologic relapses, 4 CNS, and 1 nodal relapse
« 460 of patients un;outofthese) @ weeelinlsecah€OHR — Median time to relapse was 4.4 months (1.9-25.8)

* 6 deaths were reported in first CHR, of which 3 occurred after alloSCT

FoaR, etal. J Clin Oncol 2024;42:881-5; Chiaretti S, et al. Posterpresented at: European Hematology Association

(EHA); June 9-12,2022; Vienna, Austria. Abstract P353. 18



Ponatinib and Blinatumomab for newly

diagnosed Ph+ ALL: a phase Il study

® 76 pts with simultaneous ponatinib 3lbmg/D and blinatumomab x 5 courses:-121Ts

100
CR-CRi 98 % 75
g
% CMR 80 F
: 3 so]
% NGS-MRD negative 99 £ Total _Events 2-year 3-year
; - Overall Survival 76 5 93%  89%
% 3-yr OS 89 3 - Relapse FreeSurvival 76 10  83% 80%
= 257
. c L] L L 1 T 1
® Median F/U 24 months. 0 12 2 36 “ 60 7

Time (months)

® 7 relapses (all p190%/7 high WBC4 CNS, 1 CRLF2+-|Ph systemic
® 3-yr cumulative relapse 15%\8 EFS 80%, OS 89%
® Only 2 pts had SCT(3%) Kant air jeita@a024 JCO
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Predictors of Poor Qutcomes In
PN+ B-cell ALL

e MRD response
the sooner and the deeper, (propably) the better

 Disease Biology

WBC at diagnosis

|[KZF1del K ZF]plus

complex karyotypes, TP55 mutations,
CRLF2re-arrangement with BCR:ABLI fusions



IC/TR but not BCR:ABLI molecular response is

assoclated witn a petter outcome

A B

- The dri vBERABllIesi oagarded

gosdandard marker in Ph+%§ ’fw
adudrict is widely used f & 2 .
adaptation, and achieven % E =

compl ete mol ecul ar respo

- Ilhas been used as the prj o
clinical trials in Ph+ A ' -

« Multilineage involvement - B £ el :
t hBCR:ABLIMRD coul d be-rel at _EEESEIHEET"e- 7 -
ALL cells. This has been T et
pediatric Ph+ ALL harbor= =& & %3 2 -
bet weCe:ABL1a nld/TRMRD resul t s e o

D.H‘B"'l\u\____“_ ]
Eum- -IH_‘“\—L_. E &
Kim R et al.: JCO 2024 https://doi.org/10.1200//C0.24.00108 eI o
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The role for alloHSCT in the ¢
ALL ongoing clin



The GIMEMA 2820 clinical trial

I NDUCTI ON: EXxpe nt adONBOLIATION

Ponat2 nib Blinatumomab®
10 weeks Minimum two cycles
(maximum five cycles)
+

Ponatinib o Primary endpoint
Stratification
- EFS

for

transplant
INDUCTI ON: CHOnt A1 GONSOLIDATION allocation®

Chemotheérapy Chemotherapyd
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The GIMEMA 2820 clinical trial

Experimental arm: upon

2 cycles of
blinatumomab

MRD +
+/-
ABL1 mutation

PNQbyq-RTPCR +
additional genomic lesions”

PNQby q-RT PCR

no additional genomic lesions*

Allo-SCT*®

CMR

Blinatumomab + ponatinib
(3 additional cycles)

Strictly monitor MRD

no Allo-5CT

SR GIMEMA

Gruppo italiano Malattie
EMatologiche dell"Adulto

24



The GMALL EVOLVE trial

c2 c3 C4
Reinduction
E Blina | !3 !-_-] sinatl | [] [pp [Binam |venenans)
eorsececry | Observation )

Mol-Fail

> Blina |- EOT-SoC (SCT*) Observation
MoLNE e A

-

LangF et al, OncolResTreat2024
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The GCRAAPH 2022 trial Tor Pn+ALL

GRAAPH 2022: Ph Pos BCP-ALL

™4 TP5
Cycle 4 Maintenance
MRDTPL MRDTPZ MRDTP3 M months
BCR-ABL2 HCR ABLY BCR-ABLL
Ig-TCR Ig-TCR TR
R DN BSOS
Cycle 2
day 29-56
15mg

Cycle 4 Cycle 5 Maintenance
day 85113 day 113-341 24 moriths

ID-MTX
HD-ARAC

Primary endpoint (R2): OS

Secondary endpoints: EFS, hem. response, MRD, safety, Ty

relapse, NRM, RFS, PROs, Qol, cost effectiveness, cost utility P -~
Sensitivity analyses: OS and EFS censoring at subsequent

therapy Initiation ¥r TrplaIT @ Re-introduction VCR prednisone
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