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Antibodies in R/R Ph+ ALL: state of the art

Today in clinical

. Tomorrow
trials

e Blinatumomab ®s.C. e \/preB1 ADC
e Inotuzumab Blinatumomab e Trispecific TCE
Ozogamicin e Surovatamig ¢ ???
e Tafasitamab
(US)

Bologna, Royal Hotel Carlton

1°T INTERNATIONAL CONFERENCE ON PhfLeukemias T



Blinatumomab:
approved for R/R Ph+ALL adult patients

 Blinatumomab approved as monotherapy in adult Ph+ B-ALL with CD19+ R/R
disease, who have failed at least two TKls

APPROVED

Bologna, Royal Hotel Carlton
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Phase 2 study of Blinatumomab in adult patients with
Ph-positive r/r B-precursor ALL (ALCANTARA)

Up to 2 cycles Upto 3
additional
Primary cycles

* Relapse-free survival
+ Overall survival

* alloHSCT after blinatumomab-
induced remission

Blinatumomab Blinatumomab / Study endpoints \
9-28ug/day* 28 pg/day o Primary
ﬁg _ _ _ _ o * CR/CRhduring the first 2 cycles
o clVinfusion clVinfusion E Key secondary
a 4 weeks on, 4 weeks on, o - MRD-negativity by PCR of
o 2 weeks off 2 weeks off = BCR-ABL1 during the first 2
% E cycles
f= o) + CR/CRh
c
© <
9 e
U 1
%) ®

endpoint
assessment Consolidation anidence of adverse events j

"To reduce tumour burden and CRS, patients with a high baselineblastcountreceived pre-phase treatment with dexamethasone 10 mg/m?2/day (for up to 5
days) up to a maximum of 24 mg/day (absolute);
*9 pg/day in Week 1 of Cycle 1, followed by 28 ug/day from Weeks 2—4

Martinelli G, et al. JCO 2017
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Patients’ characteristics

I N

Male sex 24/45 53
Medianage, years(range) 55 (23-78) -
Age group
18 to <55 years 22/45 49
>55 years 23/45 51
Cytogeneticsand molecularanalyses*
Ph-positive and other cytogeneticabnormalities 22/38 58
ABL kinase domain mutations 17/37 46
‘ T315I mutation 10/37 27
Bone marrow blasts
<10% 2/45 4
10% to <50% 9/45 20

50% to <75% 6/45 13
‘ >75% 28/45 62

Martinelli G et al, JCO 2017

O o

:
1°T INTERNATIONAL CONFERENCE ON PhfLeukemias e



Number of prior therapies

o

Numberof prior TKIs*

1 7/45 16

2 21/45 47

‘ 3 13/45 29
4 4/45 9

‘ Prior allogeneic HSCT 20/45 44
Prior TKIs' 45/45 100

Imatinib 25/45 56

Dasatinib 39/45 87

Nilotinib 16/45 36
Ponatinib 23/45 51

Martinelli G et al, JCO 2017
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Response after 2 courses

Primary endpoint n/N % (95% Cl)

‘ CR/CRh during the first two cycles 16/45 36 (22-51)

Secondary endpoints n/N % (95% Cl)

Best response during the first two cycles

CR 14/45 31 (18-47)

CRh 2/45 4 (1-15)
‘ MRD-negativity* 14/16 88 (62-98)
‘ Allogeneic HSCT after blinatumomab-induced remission’ 4/16 25 (7-52)
Age 18 to <55 years 2/8 25 (3-65)

Age >55 years 2/8 25 (3-65)

100-day post-transplant mortality rate” 1/4 25 (4-87)

Martinelli G et al, JCO 2017
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Long term follow-up

Median OS, months

N (95% CI)
Median follow up: 25.1 months —o— Patients with CR/CRh 16 23.0 (12.6-NE)
Patients with non-CR/CRh 29 5.7 (3.4-6.5)
— @ — Patients with complete 14 NE (12.6-NE)
1.04e- MRD response
5 _ 08
% >
33 0.6-
N m
58
§é 0.44
O
0.2~
0.0

1 I I 1 I 1 1 1 | I I I I ) 1 I 1 | I I I I I 1 I I I 1
012345678 9101112131415161718192021222324 252627
Time (months)

No. at risk
Patients with CR/CRh 16 16 16 16 16 16 15 15 15 15 151514 12 1211111111108 7 7 6 6 4 1 0
Patients with non-CR/CRh 29 27 2421201714 9 8 8 6 6 5 5 3 3 1 1 1 11 0 0 0 0 0 0 O
Patients with complete 14 14 14 14 14 14 131313 13 13131311 1111111111108 7 7 6 6 4 1 0
MRD response
Martinelli G et al, Eur J Cancer 2021
o o o
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European real-life experience:
NEUF study

Objectives:

* Aretrospective observational study of adult and pediatric patients with diagnoses of R/R Ph-negative
or Ph-positive BCP-ALL, or MRD-positive Ph-negative or Ph-positive ALL enrolled in the expanded

access program across European countries

Outcomes:

* Remissionrate
* MRD response
* Hematological response (CR/CRh/CRi)

 HSCT realization

e Survival rates:
e QOverall survival
* Disease-free survival
* Relapse-free survival

* Mortality after allogeneic HSCT

Boissel N et al, Blood Cancer Journal 2023
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MRD-Positive, Ph-
Positive
26 (10%)

MRD-Positive, Ph-
Negative
83 (33%)

R/R Ph-
Negative
106 (43%)

R/R Ph-Positive
34 (13%)




NEUF study: baseline characteristics

—_

R/R Ph-Negative MRD-Positive R/R Ph-Positive
(n=106) (n=109) (n=34)
Female, n (%) 50 (47.2) 45 (41.3) 16 (47.0)
-'Age, years, median (IQR) 36.5 (24.0-52.0) 43.0 (27.0-55.0) 51 (37.0-64.0)
Number of salvage therapies, median (IQR) 1.0 (0.0-2.0) 0.0 (0.0-1.0) 1.0 (1.0-2.0)
Disease status at initiation, n (%)

‘ Hematological relapse 64 (60.4) NA 20 (58.8)
Refractory 42 (39.6) NA 14 (41.2)
Molecular failure NA 77 (70.6) NA
Molecular relapse NA 32(29.4) NA

-‘HSCT prior to blinatumomab, n (%) 43 (40.6) 17 (15.6) 12 (35.3)

Duration between HSCT and initiation, months, median (IQR) 13.0 (7.2-20.0) 10.2 (3.8—24.9) 10.4 (7.1-20.6)
CR/CRh/CRi at frontline therapy, n (%) 84 (79.2) NA 25 (73.5)
Blast count at blinatumomab initiation, n (%)

<50% 52 (54.2) 90 (95.7) 14 (50)

) >50% 44 (45.8) 4 (4.3) 14 (50)
Unknown 10 (-) 15 (-) 6 (-)

Boissel N et al, Blood Cancer Journal 2023
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NEUF study: results

100 =
80

60

O

Proportion of patients (%)

40 % 35.3
7
7 5.9 7
0 %é QYN

Best hematologic
response (n = 34)

0.0

MRD response
(n=12)°

R/R Ph+
(N = 34)

Boissel N et al, Blood Cancer Journal 2023
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0.2 —
+ Censored
0— Median OS: 16.3 (IQR: 4.6-16.3) months
| I | I | I I
0 3 6 9 12 15 18
Time (months)
At risk 31 23 13 7 4 1 0
Median
Patients Event Censored survival 95% CI
31 13 18 16.33 5.31-16.33
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Inotuzumab Ozogamicin:
approved for Ph+ALL

* Inotuzumab Ozogamicin approved as monotherapy in adult Ph+ B-ALL with R/R
disease, who have failed at least one TKI

APPROVED

Bologna, Royal Hotel Carlton
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Efficacy of Inotuzumab Ozogamicin in Patients With
Philadelphia Chromosome-Positive Relapsed /Refractory Acute
Lymphoblastic Leukemia

Wendy Stock, MD": Giovanni Martinelli, MDZ Matthias Stelljes, MD?: Daniel J. DeAngelo, MD, PhD*: Nicola Gdkbuget, MD®:
Anjali S. Advani, MD®; Susan O'Brien, MD’; Michaela Liedtke, MD% Akil A. Merchant, MD% Ryan D. Cassaday, MD "= ';
Tao Wang, PhD"™; Hui Zhang, PhD"; Erik Vandendries, MD, PhD"; Elias Jabbour, MD "2/ ¥; David I. Marks, MD, PhD';
and Hagop M. Kantarjian, MD 13

Study 1022 (INO-VATE)

Phase 3 trial (NCTO1564784)

Aug 2012-Jan 2017 Patients (n=65)
N=164

Patients with Ph+ R/R ALL
enrolled in either study and

treated with InQ or 5C
« Study 1022: 49 patients
(n=22 InQ and 27 5C)
Study 1010 + Study 1010: 16 InD patients

Phase 1/2 trial (NCT01363297)
Aug 2011-Jan 2016

M=72

Cancer, 2021
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1°T INTERNATIONAL CONFERENCE ON PhfLeukemias Tl



Better response with InO vs SC: 72.7% vs 55.6%
Higher MRD neg with InO vs SC: 81.3% vs 33.3%

Study 1022 Study 1010
Efficacy Endpoints InO (n = 22) SC(n=27) P InO (n = 16)
CR/CRi, n (% [25% CI]) 16 (72.7 [49.8-89.3]) 15 (55.6 [35.3-74.5)) 1075 9 (56.3 [29.9-80.3])
CR, n (% [95% CI]) 10 (45.5 [24.4-67.8]) 8 (29.6 [13.8-50.2]) 1265 4(25.0)
CRi, n (% [95% CI]) 6 (27.3 [10.7-50.2]) 7 (25.9 [11.1-46.3]) ASTT 5(31.3)
MRD negativity, n (% [95% CI])® 13 (81.3 [54.4-96.0]) 5(33.3 [11.8-61.8]) .009 9 (100.0
[66.4-100.0])
0s
Median, mo (35% Cl) 8.7 (3.6-14.1) B.4(5.0-14.3) 7.4(4.3-11.3)
HR (95% CI) 1.17 (0.64-2.14) 6912 —
PFS
Median, mo (25% Cl) 3.9(2.1-9.2) 3.1(1.1-6.2) 4.4 (1.8-5.9)
HR (35% CI) 0.65 (0.34-1.25) 0963 —
HSCT rate: 41% (InO) vs 19% (SC)
[WARNING: VOD RISK ]
Cancer, 2021
|

September 29-30, 2025
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Ponatinib and blinatumomab for Philadelphia chromosome-
positive acute lymphoblastic leukaemia: a US, single-centre,

single-arm, phase 2 trial

B)
100%

90%
80%
70%
60%
50% 67%
40%

30%

Percentage Response

20%

10% 17%

0%

FL Ph+ ALL R/R Ph+ ALL CML-LBC

End of Cycle 1 \

79%

FL Ph+ ALL R/R Ph+ ALL

OveraIIJ

ECMR EMMR HENoMMR ONoCR

Jabbour E et al, Lancet Haematol 2023

B) 100-
Median follow up: 16 months
§ 75_
()]
2
<
E 1 1Ll l |
2
o 507
£
3
)
c
2
® 254 Total _Events Median OS _1-year OS (95% Cl)
-8
14 5 Not Reached 79% (47%-93%)
c L) I L) ) L] L] ) L) L)
CML-LBC 0 6 12 18 24 30 36 42 a8 54
No. at risk (No. censored) Time (months)
14(0) 13(0) 10(1) 5(4) 3(@) 2(7) 2() 2(7) 1(8 0(9)
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MmHCVD+Blinatumomab+Ponatinib

mHCVD + Blinatumomab with Ponatinib Study Design

[

Ponatinib 30 - 15 in CMR ]

Induction 1 2 3

- I Kl BB KB

i b

Consolidation ﬁ

P

[

Ponatinib |

Maintenance

2 (R

5,6,7 n 9,10, 11 n 13,14, 15

Ponatinib for at least 5 years

Mini-CVD

Legend J—

—

Jen WY, Jabbour E et al, AJH 2024

MTX-cytarabine

ﬁ ITMTX

IT Cytarabine

. Blinatumomab

Vinc + pred
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Response

N achieved / N
evaluable

] 6/6  2/2
Sy (100) | (100) (100) | (100)
12/16 § 7/9 2/3 3/4
ool o o | o
m 12/15| 7/9 1/2 4/4
) 80) | (78)  (50) | (100)
14/15) 7/7 3/4 4/4
(flow) 93) | (100) (75) | (100)
D ' 5/5 1/2 1/1

(NGS) (88) (100) (50)

(100)

O o
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Inotuzumab Ozogamicin with Bosutinib for Relapsed

or Refractory Philadelphia Chromosome Positive Acute
Lymphoblastic Leukemia or Lymphoid Blast Phase of Chronic
Myeloid Leukemia

N=18
Outcome n (%
%) b 1004 Median DOR 7.7 mo (85% CI 4.8, 14.2)
Overall response rate 15 (83) J—
g %
Complete remission (CR) 11 (61) T o
™ E 60 =
CR with incomplete hematologic recovery (CRi) 4 (22) £ E
@ 40=
Complete cytogenetic response 13/16 (81) * EE: E
=1 20
Major molecular response 14 (78) 0 I—I—
10 (56) 0 6 12 18 24 30 36 42
Complete molecular response Months
MRD negative by flow cytometry 11 (61) No.atrisk .oon qo(0y 6(0) 4@ 4(0 3@ 2@ 0()

(no. censored)

Most frequent grade 3/4 treatment emergent adverse events: thrombocytopenia (60%) and neutropenia (38%).
No VOD

Jain N et al, AJH 2021

O o
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Efficacy and Safety of the Third-Generation Tyrosine
Kinase Inhibitor Olverembatinib in Combination With
Inotuzumab Ozogamicin for the Treatment of Adult
Philadelphia Chromosome-Positive Acute Lymphoblastic
Leukemia Patients With Refractory/Relapsed Disease

or Persistent Minimal Residual Disease Bridging to
Hematopoietic Stem Cell Transplantation

. I
Characteristic N=14 (%) A 1 -
Disease status before 2 -/ ——
olverembatinib+INO 3 N
Hematology relapse 5(35.7) 4 Y e B CMR
MRD persistent positive/relapse 9 (64.3) 5 I MRD positive
Cycles of olverembatinib+ INO o 6 O+ = Relapse-Free Survival
1 13(92.9) g 7 e HSCT
2 1(7.1 o
7.1 8 /) e — I Relapse
Treatment response 9 I—— e —
Complete remission (CR) 14/14 (100) = I Non-relapse mortality
10 — Follow-up
Complete cytogenetic response 14/14 (100) 11 [— >
Complete molecular response 11/14 (78.6) —1 Death
12 [
MRD negative by flow cytometry 14/14 (100) 13 B — e "=
Conditioning regimen 14
I
TBI+Cy 6/9 200 0 200 400 600 800 1000
Mel+Cy +Ara-C+Cla 2/9 Time before the start Time since the start
Mel+Bu +Cy 1/9 of Olverembatinib+Ino (days) of Olverembatinib+Ino (days)
Zhang X et al, AJH 2025
o o
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e Blinatumomab

e |notuzumab
Ozogamicin

Antibodies in R/R Ph+ ALL: state of the art

Today in clinical

trials

®S.C.
Blinatumomab

e Surovatamig

e Tafasitamab
(US)

1°T INTERNATIONAL CONFERENCE ON PhfLeukemias

Tomorrow

e \/preB1l ADC
e Trispecific TCE
° 777

Bologna, Royal Hotel Carlton
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Subcutaneous Blinatumomab

Blinatumomab as a continuous 1V infusion is a standard treatment
regimen uftilized in patients with R/R B-ALL

SC delivery of blinatumomab was developed to evaluate higher

doses with an aim to further improve efficacy and simplify
administration to enhance convenience for patients

Can simplify Eliminate the need Abrogate the risk Deliver the target Improve overall
adminisiration, fora centralline or || of device-related || dose earlier (cycle health health-
improve continuous venous complications 1, day 1) and over related qualily of
: convenience, accessand an such as overdose all a higher dose of life of the
reduce treatment infusion device caused by blinatumomab to patients
burden, and (pump) incorrectpump patients
i Y P decrease costfor seftings and dose
T T - x’_< patients interrupfionsfrom
—g._& < infravenousline

occlusion

Martinez Sanchez, P et al. Presented at: 64th Annual Meeting of the AmericanSociety of Hematology: December 10-13, 2022; New Orleans, LA. Poster 2727. B-ALL, B-cell pre cursor acute lymphoblastic leukemia; BITE, bispecific T-cell engager; CD, cluster O o

ofdifferenﬁiulfnon; IV,imrovenous;PD,phormocodyncmics;PK,phcrmocoldneﬁcs;R/R,relopsed/refrodor\ﬁSC,subcutoneous.l.JabbourEeTﬁv Hemajo 24;9%586—59k °
1ITINTERNATIONAL CONFERENCE ON PhfLeukemias




Subcutaneous Blinatumomab: clinical experience

Dose-escalation
phase Dose-expansion phase

N=22 (ongoing)

(completed) |

Cohort 1 Cohort 2 Cohort 3
Cycle 1 i i _ 250 ug QD 500 pg QD
o, I (n=3) (n=5) ' ;
- 40 g QD 120 pg QD 250 pg QD _ (n=14) (n=13)

Screening
+
Pre-phase period
Safety follow-up
visit
Long-term follow-

! i

Cycle 1 l l
and TIW TIW TIW TIW

Cycles 2-5

Jabbour E et al. Lancet Hematol 2025
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Patients’ characteristics

250 pg/500 00 pg/1000
gfou};g{isg)lg :roul;g("n=52) - ;-:’:ullzge’:f;ﬁl}lg :‘-’:url;g{! ::1;2!; Mg
Sex*
Male 22 (61%) 33 (63%) Received previous anticancer therapy
Female 14.(39%) 19 (37%) Blinatumomab 8 (22%) 9 (17%)
:9*":‘*“ 46(19-78)  50(19-76) CART-cell therapy 7 (19%) 7 (13%)
dce
American Indian or Alaska Native 0 2 (4%) HSCT 1 (31%] 14 {2?%‘}
Asian 0 6 (12%) Inotuzumab ozogamicin 11 (31%) 18 (35%)
Black or African American 2 (6%) 1(2%) Criteria for entryto study
White 25 (69%) 31 (60%)
Other 9 (25%) 11 (21%) » Refractory to frontline therapy 17 (47%) 15 (29%)
Missing 0 1(2%) Refractory to salvage therapy 4 (11%) 8 (15%)
Hispanic or Latino ethnic group 15 (42%) 18 (35%) First relapse with remission 16 (44%) 24 (46%)
» B-A.L!. Philadelphia chromosome 7 (19%) 8 (15%) duration of <12 months
positive
Extramedullary disease Untreated second or greater 10 (28%) 12 (23%)
Yes 1(3%) 3(6%) relapse
Yes—CNS 0 2 (4%) Relapse any time after allogeneic 11 (31%) 15 (29%)
Yes—testis 0 0 HSCT
Yes—other 1(3%) 1(2%) )
No 35 (97%) 49 (94%) Primary refractory at enrolmentt 5 (14%) 7 (13%)
Jabbour E et al. Lancet Hematol 2025

O o
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Response rates

haematological recovery§

Complete remission or complete remission with partial or incomplete haematological recovery,
n (% [80% CI])#

Central or local MRD response (<10™) for complete remission or complete remission with partial or
incomplete haematological recovery§

Jabbour E et al. Lancet Hematol 2025
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32(89% [79-95])

29 (81%)

250 pg/500 pg 500 pg/1000 pg group
group (n=36) (n=52)
Overall survival® 31 46
Alive 22 (71%) 34 (74%)
Overall survival estimates, % (95% Cl)
3-month survival 90% (72-97) 96% (84-99)
6-month survival 85% (63-94) 80% (62-90)
9-month survival 63% (35-81) 70% (48-84)
12-month survival 63% (35-81) 70% (48-84)
18-month survival 52% (23-75) 58% (35-76)
Patients with at least one post-baseline disease assessment 33 (92%) 50 (96%)
Complete remission 25 (69%) 31(60%)
Complete remission with partial haematological recovery 2 (6%) 10 (19%)
Complete remission with incomplete haematological recovery 5(14%) 7 (13%)
No response 1(3%) 1(2%)
Unevaluable 0 1(2%)
Complete remission or complete remission with partial haematological recovery,t n (% [80% CI])# 27 (75% [63-84]) 41 (79% [70-86])
Central or local MRD response (<10™*) for complete remission or complete remission with partial 24 (67%) 38 (73%)

48 (92% [85-97])

43 (83%)

September 29-30, 2025




OS and safety profile

100 —— 250 pg/500 pg group
T s0oughooopgger | Median follow up: 5 months
80+
g
= 604 .
< IR Most common grade 3-4 AEs: neutropenia (22%)
T a0 CRS (20%)
° ICANS (17%)
20
0 : | l . . . . No treatment-related deaths reported
0 3 6 9 12 15 18 21
Number at risk Time since first dose (months)
(censored)
250 ug/500 pg group 31 (0) 23(5) 12 (15) 8(16) 8 (16) 5(18) 1(22) 0(23)
500 pg/1000 ug group 46 (0) 37(7) 23 (16) 14(23) 12 (25) 8(27) 3(32) 0(35)

Jabbour E et al. Lancet Hematol 2025
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Surovatamig

_ _ , Surovatamig
e Surovatamig, previously known as AZD0486, is
a novel I1gG4 fully human CD19xCD3 bispecific Activating
T-cell engager! designed for low-affinity CD3 binding to aCDs3
reduce cytokine release from T-cell activation while Unique
preserving T-cell cytotoxicity against malignant B cells aCD3 binding

site to reduce
cytokine release aCD19
High-affinity,
heavy-chain-only
aCD19 domain

* Aphase 1, FIH trial in patients with B-NHL (NCT04594642)
demonstrated activity and tolerability of surovatamigin
R/R FL and DLBCL, with a CR rate of 88%?23

Silenced IgG4
Fc tail

B-ALL, B-cell acute lymphoblastic leukemia; B-NHL, B-cell non-Hodgkin lymphoma; DLBCL, diffuse large B-cell lymphoma; FC, fragment crystallizable; FIH, first-in-human; FL, follicular lymphoma; I1gG, immunoglobulin G;
R/R, relapsed/refractory.
1. Malik-Chaudhry HK, et al. MAbs. 2021;313:1890411. 2. Hou JZ, et al. Blood. 2024;144(Suppl 1):341. 3. Gaballa S, et al. Blood. 2024;144(Suppl 1):868.

: [ Bologna, Royal Hote Carton |l
1°T INTERNATIONAL CONFERENCE ON PhfLeukemias



Study design

Part A, Phase 1a: Dose Escalation Part B, Phase 1b: Dose Optimization SRR lEse

mTPI-2 (n=18-60)

Dose Expansion

(n=20-42)
(n=44-55)

DL3
0.27/1.0/2.4mg

Dose Optimization 1
(n=10-21)

Dose Expansion

DL2
0.27/1.0/2.4mg Dose Optimization 2

(n=10-21)

DL1
0.09/0.27/1.0mg [N - - o e !

Treatment Schedule

* Triple step-up dosing (3SUD):
Surovatamig (IV infusion) on first cycle: C1D1, C1D4, and C1D8 3SUD D D D

— SUD1: 0.09 mg, 0.27 mg, and 1.0 mg — DL1
— SUD2: 0.27 mg, 1.0 mg, and 2.4 mg — DL2 & DL3 0.27 mg
* Target doses(C1D15): DL1: 2.4 mg; DL2: 7.2 mg; DL3: 15 mg 0.09 mg 1
— Cycles 2+: administered every 2 weeks (D1 and D15) ¥ 4 A4 v
* Patients with high tumor burden (>50% BM blasts or .>15,.00.0/mL PB) received | Day(;ylc,lz,lz;, - I;:g;;el,zrs “
dexamethasone (10-24 mg/d) 4—7 days + 1 dose of vincristine 2 mg prior to D1

BM, bone marrow; C, cycle; D, day; DL, dosing level; mTPI-2, modified Toxicity Probability Interval; 1V, intravenous; PB, peripheral blasts; RP2D, recommended phase 2 dose; SUD, step-up dosing; TD, target dose.

Aldoss | et al, EHA 2025



Dose-Dependent Enhanced Efficacy in ITT and
CD19-Exposed Populations

[ [ D
D: 0.09/0 0 D: ( 0/2.4 D: ( 0/2.4
D 4 [ J 0
ORR EoC1 (CR/CRi) (ITT) 6/13 (46) 7/12 (58) 5/6 (83) 182/31 (58)
CR/CRi MRDneg (local flow [10]) 5/6 (83) 7/7 (100) 5/5 (100) 17/18 (94)
Disease relapse 2/6 (33) 0/7 0/5 2/18 (11)
ORR (CR/CRIi) by prior therapy
subgroup®:
Blinatumomab-exposed 4/9 (44 1/4 (25 3/3 (100 8/16 (50
CAR-T-exposed 1/3 (33) 2/3 (67) 4/5 (80) 7/11 (64)
Double-exposed 1/3 (33) 1/2 (50) 3/3 (100) 5/8 (63)
Triple-exposed (+Inotuzumab) 0/2 (0) 1/2 (50) 3/3 (100) 4/7 (57)
ORR (CR/CRi) (among patients with
EMD)b 2/3 (67) 2/2 (100) 4/5 (80)

Values are n/N (%).
20f the 18 patients with CR/CRj, 11 had high disease burden.?Median follow-up: 97 days (range, 35-401 days); “Priortherapy subgroups are not mutually exclusive.
CAR-T, chimeric antigen receptor T-cell therapy; CR, complete response; CRi, complete response with incomplete count recovery; DL, dosing level; EMD, extramedullarydisease; ITT, intent-to-treat; MRDneg, minimal residual disease negative; ORR,

overall response rate; SUD, step-up dosing; TD, target dose.

Aldoss | et al, EHA 2025



Low Incidence of G2+ Immune-Related Adverse Events (IR-AEs)

During SUD After TD
During SUD1 During SUD2 After 2.4 mg After 7.2 mg After 15 mg
n=13 n=18 n=10 n=12 n=6
CRS Any 4 (31) 13 (72) 3(30) 3 (25) -
CRS G2 2 (15) 5(28) 1(11) 1 (8) -
CRS G3 - 1(6) - - -
ICANS Any - 4 (22) - 1 (8) -
ICANS G2 - 3(17) - - -
ICANS G3 - - - 1(8) -

Values are n (%). No G4+ CRS or ICANS events were reported.
Dash (-) indicates no patients withan event.
CRS, cytokinerelease syndrome; G, grade; ICANS, immune effector cell-associated neurotoxicity syndrome; SUD, step-up dosing; TD, target dose.

Aldoss | et al, EHA 2025



Tafasitamab

Tafasitamab (Fc-enhanced, anti-CD19 mAb)

Affinity-matured
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Leukemia

\_

A Phase 2a, Single-Arm, Open-Label Study of Tafasitamab, a
Humanized, Fc-Modified, Anti-CD 19 Antibody, in Patients With
Relapsed/Refractory B-Precursor Cell Acute Lymphoblastic

Rebecca B. Klisovic, MD'; Wing H. Leung, MBBS, PhD? Wolfram Brugger, MD, PhD® Maren Dirnberger-Hertweck, PhD%;
Mark Winderlich, PhD, MSc®; Sumeet V. Ambarkhane, MD, MBBS®; and Elias J. Jabbour, MD "5 #

Charactenstic

Patients
(M=22)

‘ Median ags, y {ranga)

Male, n (%)

Median tima since ALL diagnosis, mo (range)

ECOG parformance status, Mo. (346)
0
1
2

ALL subtype, No. (%)
Acute pre-B-lymphoblastic leukemia
Acute pro-B-lymphoblastic leukemia
Mature B-lymphoblastic lsukemia
Common B-lymphoblastic leukemia
Philadelphia-positive B-ALL
Other (Pre-B-ALL in CR1)

ALl cytogenetics, Mo. (%)
t4;11)11g23
tig;22)
t{1;1a)
14g32
Low hypodiploidy/complex karyotype
Othar

Median prior lines of therapy, No. (range)
Prior alloganeic stem call transplantation, Mo. (%46)
Pricr umbilical cord blood transplantation, No. (%)
Pricr ALL tharapies, Mo, (%5)
Chamotherapy/chemoimmunotherapy™®
Radiation tharapy
POMP maintenance
Bast responss to last therapy, No. (36)
Complete remission
Stable disease
Progressive disease
Unknown

52.0 (16.0-79.0)
12 (54.5)
13.0 (1.7-322.5)

7 (31.8)
10 (45.5)
5 (22.7)

15 (68.2)
2 (g.1)
1 (4.5)
1 (4.5)
2 {g.1)
1 (4.5)

3 (138
2 [8.1)
4(18.3)
1{4.5)
1{4.5)
11 (50
2(1-8)
6 (27.3)
1{4.5)

22 (100}
2 {g.1)
2 (g.1)

7 (31.8)
4(18.3)
6 (27.3)
5 (22.7)

1°T INTERNATIONAL CONFERENCE ON PhfLeukemias

TABLE 2. ORRs

Responsze Rates

Patients (M = 22), Na.
(9¢)

ORR (CH, CRi, or PR)
CR
CRi
PR
sD
PD
Mo response assessment after 2 cyclas (PD)

2 {8.1) [95% CI, 1.1-28.2)
1{4.5)
1{4.5)
o {0)
3 (13.6)
18 (72.7)
1(4.5)

Abbraviations: Cl, confidence interval, CR, complete remission; CRi, com-
plete remission with incomplete count recovery; ORR, overall response rate;
PD, progressive diseasa; PR, partial ramission; 30, stable dissasza.

Bologna, Royal Hotel Carlton

September 29-30, 2025
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Tafasitamab ongoing clinical trials

ﬁ:] NCT05453500 \

Chemotherapy (DA-EPOCH+/-R) and Targeted Therapy (Tafasitamab) for the
Treatment of Newly-Diagnosed Philadelphia Chromosome Negative B Acute
Lymphoblastic Leukemia

Conditions

B Acute Lymphoblastic Leukemia, Philadelphia Chromosome Negative

Locations

k Seattle, Washington, United States /
/C] NCT05366218

Tafasitamab (MOR00208) in Pediatric Patients with Relapsed or Refractory
Acute B Lineage Leukemia
Conditions
Locations
Berlin, Germany Essen, Germany
Frankfurt, Germany Hamburg, Germany
QOW all 11 locations /
www.clinicaltrials.gov

O o
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Antibodies in R/R Ph+ ALL: state of the art

e |notuzumab
Ozogamicin

Today in clinical

trials

e Blinatumomab ®S.C.

Blinatumomab
e Surovatamig

e Tafasitamab
(US)

1°T INTERNATIONAL CONFERENCE ON PhfLeukemias

Tomorrow

e \/preB1l ADC
e Trispecific TCE
° 777

Bologna, Royal Hotel Carlton
September 29-30, 202



VpreB1 (CD179a) as a target in B-ALL

N g Pre-Bl B
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VpreB1l is a unique component of the pre—B-cell receptor and is expressed by most B-ALLs, but not by mature lymphocytes.

Gordon P M et al Blood Neoplasia 2025
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VpreB1 (CD179a) as a target in B-ALL

Mechanism and Main Findings

‘ Calicheamicin
— g

B VpreB1 ADC
B Pre-BCR Ig Heavy Chain
[ Pre-BCR VpreB1 of SLC

I Pre-BCR Lambda 5 of SLC

1) Bivalent Binding 2) Pre-BCR Internalization 3) Cell Death

PBS

R

human D1 9

b

VpreB1-ADC

48 hour responses

I:'%E a h&man CD19
e #% AT e s M
SERCTR | & onli

M

l':}..:é#". .

Probability of survival
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*An ADC targeting VpreB1 demonstrated preclinical efficacy against B-ALL cell lines and patient-derived xenograft models.

Gordon P M et al Blood Neoplasia 2025
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CD19/CD22/CD3 trispecific antibody

CD19/CD22/CD3 (CC)
trispecific antibody

Co-targeting of CD19 and CD22
to avoid antigen loss

Overcome immune evasion
in in vivo study

*%k
124

A

0aCD3 Fab (clone: SP34)

w8

A Blinatumomab
® CD19/CD22/CD3 (CC)

Tumor burden (%)
o

3
£Z

-

‘*1.

J)" p o K — Blinatumomab
- b \ . — CD19/CD22/CD3 (CC)
\J o » t 2. CD‘]‘?+ \M \\& CD22+ 100 A
\w \W B 75
0CD19 scFv 0.CD22 nanobody -
(clone: FMC63) (clone: Nb25) 0 T T
CD19+CD22+

0 8 16 24 32 40
Days

*A site-specific recombinant strategy guarantees the precise structural and functional optimization of CD19/CD22/CD3
trispecific antibody.

*The optimized CD19/CD22/CD3 exhibited impressive activitiesin overcomingimmune escape and enhancingclearance
of B-cell malignancies.

Zhao L et al, Blood 2022
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Take home messages and open issues

* Inotuzumab and blinatumomab paved the way: they are the first antibody-based
therapies to significantly change the treatment of ALL and remain the current
standards in the R/R setting. However, duration of response is short.

* New formulations (s.c. Blinatumomab) and new generations (Surovatamig) are
emerging

* Trispecific antibodies are being developed to overcome antigen escape (targeting
CD19 and CD22 simultaneously). What about toxicity?

* Future strategies will likely rely on combinations (antibodies with CAR-T cells or
checkpoint inhibitors) to deepen responses and prolong remission.

* An earlier use of these approaches, within combinations treatments, is the first step
to improve long term outcome.

Bologna, Royal Hotel Carlton
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Thank you!

i PL Zinzani Simona Soverini

: Emanuela Ottaviani
Giovanni Martinelli Carolina Terragna
Antonio Curti Cecilia Monaldi
Chiara Sartor Sara de Santis
Gianluca Cristiano Valentina Robustelli
Jacopo Nanni Marina Martello
Stefania Paolini Claudia Venturi
Sarah Parisi Manuela Mancini
Federico Zingarelli Lorenza Bandini
Andrea Davide Romagnoli Elisa Zuffa
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