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Learning Objectives

Upon participation in this activity, attendees will be able to:

 Describe the difficulties in treating older patients with ALL and novel approaches to
improve outcomes.

 Summarize the results of trial incorporating blinatumomab in post-remission therapy for
Ph-negative ALL.

 Understand the growing data for chemotherapy-free approaches for front-line treatment
of Ph-positive ALL.

* Discuss challenges in treatment approaches for relapsed or refractory T-ALL.
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Acute lymphoblastic leukemia in adults

Estimated New Cases in 2022

% of All New Cancer Cases

6,660

0.3%

Most common leukemia in children.

Adults: ~50% of diagnoses, but
majority of relapses and deaths.

Risk factors: Down syndrome, prior
chemo/radiation (myeloma).
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Percent of New Cases by Age Group: Acute Lymphocytic Leukemia
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Percent of Deaths by Age Group: Acute Lymphocytic Leukemia
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Case 1

* 63-year-old man presents with dyspnea to his PCP

 CBC: WBC 55 K/uL, 90% blasts, Hg 6.5 g/dL, Plt 87 K/ulL

* Flow cytometry: lymphoblasts, B-lineage, CD34+, TdT+, CD10+, CD19+,
CD22+, no T-cell or myeloid markers.

* Karyotype: 46,XY [20]

* PMH: GERD, obesity, HL, arthritis

* Treatment approach for an older adult with B-ALL?
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Section 1: ASH 2022 updates on treating (older)
adults with Ph-neg ALL

Older adults have poor outcomes when treated with conventional chemotherapy

Age CR (%) Early Death (%) | OS (%)
Adult trials, older adult cohorts (dos¢ modifications employed)
CALGB 9111 >60 77 17 17 (3 vr)
ECOG 2993 / UKALL Xl 55-65 73 18 21 (5vr)
Hyper CVAD >60 84 10 20 (5vr)
Older adult trials
Dana-Farber/Harvard >50 67 13 52 (2vr)
GMALL >55 76 14 23 (5vr)
PETHEMA ALLOLDO7 >55 74 13 12.4 mo med

", American Society of Hematology

Resistant disease

* Lower CR rate/refractory

* Relapse

Toxicity

* High early death (10-20%)
 DeathinCR

Larson RA, et al. Blood 1998;92:1556-64; Sive Jl, et al. Br J Haematol 2012;157:463—71; O’Brien S, et al. Cancer 2008;113:2097—
101; Fathi AT, et al. Cancer 2016;122:2379-88; Gokbuget N, et al. Blood 2012;120:Abstract 1493; Ribera JM, et al. Leuk Res

2016;41:12-20



Ph-neg ALL in older adults: Novel Agent Integration

* Until recently, relied on conventional chemotherapy. ﬁ{D
* Can optimize chemo, but benefit ceiling - can Inotuzumab
decrease mortality, but trade-off is increased relapse ozogamicin
(ASH 2022: Boissel #50; Goekbuget #212) ° @

* Blinatumomab (2015) and inotuzumab ozogamicin

(2017) approved for relapsed or refractory B-ALL.
Goals Approach ﬁ
Better efficacy Add novel agents
Less toxicity Reduce/omit conventional chemotherapy °

Blinatumomab

‘.? American So CiE‘ty Of Hematology Kantarjian et al. N Engl J Med 2017;376:836-47; Kantarjian et al. N Engl J Med 2016;375:740-53



Inotuzumab ozogamicin (InO) in front line

q CR/CRi Response
- INO-VATE Study (NCT01564784) .
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- . . Kantarjian HM, et al. Lancet Oncol 2018;19:240-9; deVries, et al. Leukemia 2012;
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Prephase

DEX, 10 mg D-5to D-1
Single IT

DEX, 20 mg D1-2, D8-9, D15-16, D22-23
VCR, 2 mg* flat dose D1/8/15/22

Triple IT D2, leucovorin 15 mg D3

INO, 0.8 mg/m-* D1, 0.5 mg/m2 D8 and D15
G-CSF, 15 until recovery (ANC >0.5 G/L)

DEX, 20 mg D1 and D8

CY, 300 mg/m* D1-3

Triple IT D2, leucovorin 15 mg D3
INO, 0.5 mg/m? D1 and D8
G-CSF, 15 until recovery

6 consolidations (AraC/MTX/CY), POMP maintenance 18 months

EWALL-INO (GRAALL)

Single arm, Phase Il, age >55, CD22+ B-ALL
N=131

Median age: 69 yrs (55-84)

CR/CRp: 90%; MRD-neg: 81%

Induction death: 3%

3 pts (2.2%) with SOS

Deaths: N=50 (38.1%); 29 relapse, 21 AEs

InO Induction Conventional Chemotherapy consolidation
x 3 cycles Dexam.
Vincr.
MTX s MTX
Cyloph. MTX
El Asp. ARAC Apac Asp. ARAC  pg Maintenance (6 MP / MTX)
ind 1 ||ma.n [ind m ﬂ D | | | |
Rituximab | | |
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INITIAL-1 (GMALL)

Single arm, Phase Il, age>55, CD22+ B-ALL
N=43

Median age: 64 yrs (56-80)

CR/Cri: 100%; MRD-neg: 74%

Early deaths (15t 6mo): 0%

1 suspected VOD/SOS after cycle 2

Blasts >60% CD22+: 28 pts (65%)

Stelljes, et al. ASH 2022, #212.;
Chevallier, et al. ASH 2022, #2724



Leukemia-Free

Median follow-up:
15 months (3-42)

Survival probability (%)

Survival (LFS)

" 1-yr LFS: 65% (95% Cl, 56-74)

 2-yr LFS: 50% (95% Cl, 40-61)
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" 1-yr OS: 73% (95% Cl, 64-81)

- 2-yr OS: 54% (95% Cl, 44-64)
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1-yr OS: 91% (95% C.I. 82-99%)
2-yr OS: 81% (95% C.l. 69-94%)
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Stelljes, et al. ASH 2022, #212.; Chevallier, et al. ASH 2022, #2724



Conclusions — InO for Induction in ALL

* Novel agent-based induction regimens with no or minimal
conventional chemotherapy improve early responses =2 high rates of
MRD-negative CR.

 Events are accruing after years 1 and 2 (relapses and death).

* Consolidation approaches based on conventional chemotherapy need
improvement as well.

@ American Society of Hematology



Case 1 Continued

* 63-year-old man presents with dyspnea to his PCP, who checks CBC.

* Flow cytometry: CD34+, TdT+, CD10+, CD19+, CD22+, no T-cell or
myeloid markers.

e Karyotype: 46(X,Y)

* PMH: GERD, obesity, HL, arthritis

Treated with intensive chemotherapy-based induction
Achieves MRD-negative CR (MRD < 104)
Next steps?

", American Society of Hematology



Section 2: ASH 2022 updates on post-remission
therapy for adult patients




Blinatumomab: R/R and MRD+ disease
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MRD: “Minimal” or “Measurable” Residual Disease

MRD level Minimurn * Multiparameter Flow Cytometry

analyzed cells

\/ (MFC): Sensitivity: 104

%E: M e ::: * Allele-Specific Oligonucleotide PCR
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Blinatumomab During Consolidation in High-risk
Philadelphia Chromosome-negative B-cell Precursor
Acute Lymphoblastic Leukemia Adult Patients:

A Two-cohort Comparison within the GRAALL-2014/B Study

Nicolas Boissel, Francoise Huguet, Thibaut Leguay, Mathilde Hunault, Rathana Kim, Yosr Hicheri,
Patrice Chevallier, Marie Balsat, Sébastien Maury, Anne Thiebaut, Florence van Obbergh, Thomas Cluzeau, Martine
Escoffre-Barbe, Nicole Straetmans, Johanna Konopacki, Amine Belhabri, Alban Villate,
Florence Pasquier, loana Vaida, Laurence Sanhes, Magda Alexis, Mathilde Lamarque, Laure Farnault, Céline Berthon,
Véronique Lhéritier, Norbert Ifrah, Carlos Graux, Yves Chalandon, Emmanuelle Clappier, Hervé Dombret

Abstract 211 (Boissel et al.) GRAALL
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GRAALL-2014/B QUEST Phase 2 sub-study

Blinatumomab during consolidation for high-risk patients

GRAALL-2014/B trial (N=489): Patients with
newly diagnosed Ph-negative BCP-ALL enrolled
between 12/2015 to 12/2020

QUEST sub-study cohort (N=94) — received
blinatumomab

— Eligibility: HR features: KMT2A-r, IKZF1del
and/or MRD1 > 10*

Internal control cohort (N=104) —ineligible if
exposed to blinatumomab

— Patients enrolled in the GRAALL-2014/B
trial with similar eligibility criteria

— Mostly consisted of patients treated before
QUEST activation (n=91)

", American Society of Hematology

Delayed intensification | |
PDN-VCR-DNR-CPM-ASPA/ERW

Consolidation n®3 . . .

HDAC HD-MTX CPM

2-year maintenance PDN-VCR-6MP-MTX

Prephase & induction - | * MRD1
PDN PDN-VCR-DNR-CPM-ASPA
Consolidation n°1 B B * MRD2
HDAC HD-MTX cPM
SR HR
IKZF1del, or KMT2A+
/ / \‘ or MRD1210"*
Consolidation n®2
. . . BLIN
HDAC HD-MTX CPM
I M + mRD3
BLIN HDAC HD-MTX

| | VHR
PDN-VCR-DNR-CPM-ASPA/ERW MRD12103
or MRD22104

I N | AllosCT

BLIN HDAC HD-MTX SIB/MUD

PDN-VCR-6MP-MTX- BLIN

. In patients eligible for allo-HSCT:

— Blinatumomab was given continuously
as a bridge to transplant (SIB/MUD)

—  Minimum 4-week exposure to blinatumomab before HSCT

Boissell et al. ASH 2022 #211



QUEST vs Control - Results

Cumulative incidence of relapse
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0.804

0.60

0.40 4

0.20

0.004

Disease-free survival

HR 0.59, p=0.03

0
1.00+
0.80
0604

0.40+

Disease-free Survival

0.20+

0.00+

T
4 5
limelvears)

MRD2 < 10
(N=102)

Number at risk

Contral

0

57
QUEST 46

SHR 0.38, p=0.017

T
1 2 3 - 5

Time(years)
46 34 25 18 6
42 22 4 0 0

g
£ 060
J
)]

@
2 0404
O

Overall survival

1.00 4

0.804

0.20

0.00

HR 0.67, p=0.21
° 1 2Time(years)3 ' °
Blinatumomab during consolidation
associated with:
- Higher MRD response rate
- 52% reduction in CIR
- Prolonged DFS

Benefit in DFS in particular in pts with
MRD response prior to blinatumomab

Boissell et al. ASH 2022 #211



Abstract LBA1 (Litzow et al.)
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ECOG-ACRIN-E1910 NCTN Clinical Trial: A Phase lll Randomized
Trial of Blinatumomab for Newly Diagnosed BCR::ABL-negative B
lineage Acute Lymphoblastic Leukemia in Adults

Mark R. Litzow, Zhuoxin Sun, Elisabeth Paietta, Ryan Mattison, Hillard Lazarus, Jacob Rowe, Daniel Arber, Charles Mullighan,
Cheryl Willman, Yanming Zhang, Matthew Wieduwilt, Michaela Liedtke, Julie Bergeron, Keith Pratz, Shira Dinner, Noelle Frey,
Steven Gore, Bhavana Bhatnagar, Ehab Atallah, Geoffrey Uy, Deepa Jeyakumar, Tara Lin, Daniel DeAngelo, Richard Stone,
Harry Erba, Richard Little, Selina Luger, Martin Tallman



E1910: Randomized Adult Frontline ALL

Arm C

\

Blinatumomab #1

Blinatumomab #2

Induction Cycle 1

Induction Cycle 2

v
Intensification

Randomization*®

/

*Following FDA approval, all MRD+

patients assigned to Arm C

Consolidation Cycle 1

Consolidation Cycle 2

Consolidation Cycle 3
Blinatumomab #3

Consolidation Cycle 4
Blinatumomab #4 \

‘.? American Society of Hematology

Maintenance

Off study if no CR

Arm D

Consolidation Cycle 1
Consolidation Cycle 2
Consolidation Cycle 3

Consolidation Cycle 4

MRD assessed by 6-color flow
cytometry, with >0.01% as the
cutoff for positivity



E1910 Results

488 pts enrolled
Median age: 51yrs (range 30-70yrs)
Median follow-up 3.6 yrs
CR/CRi rate 81% (395/488 pts)
e CR75% (364 pts)
e CRi 6% (31 pts)

Among MRD-neg, 22 patients in
each arm underwent alloHSCT

80% of pts received =2 cycles of
blinatumomab

", American Society of Hematology

‘ Step 1 Induction (N=488) ‘

‘ Step 2 Intensification (N=333) ‘

Step 3 Randomization/Registration (n=286)

Arm D:
Chamo

(=112}

.

¥

‘ MRD positive (n=62)

Randomized(n=44) Assigned After
.||,’ Amendment #14 (n=18)
Arm C: Arm D: Arm C:
Blin+Chemo Chemo (n=22) Blin+Chemo
n=22) (n=18)

Step 4 Maintenance (N=150)




Relapse-free Survival Probability

E1910: MRD'neg patlentS Median follow-up 3.6 yrs

Event-Free Survival Overall Survival

0.9 “\*T—‘M—_‘_\’_‘ Log Rank Test p=0.004 ‘_\_‘_\_‘1_‘ 1 H_‘_lﬂ“ Log Rank Test p=0.003
.? ‘—'—'—\_|_\_|WH_HH H#N\—u..\

a ..&_L*.-.ll 1
0.5 I—I—i—
.- HR 0.46 (95% CI: 0.27-0.78) HR 0.42 (95% Cl: 0.24-0.75)
*' Log-rank p=0.004 Log-rank p=0.003

Median RFS: Median OS:

* Blina + Chemo (arm C): not reached  Blina + Chemo (arm C): not reached

* Chemo alone (arm D): 22.4 mos « Chemo alone (arm D): 71.4 mos

Deaths on Blin+Chemo Arm=17 (2° to ALL=8, NRM=9), Chemo Arm=39 (2° to ALL=20, NRM=17, Unknown=2)

", American Society of Hematology



Conclusions — Blinatumomab as consolidation for
ALL

* Addition of blinatumomab to chemotherapy consolidation in adult patients
with newly diagnosed MRD-neg ALL appears to improve EFS and OS

Unanswered questions

* Role of transplant?

* Subtype analysis?

* Level of MRD-negativity?
 Extrapolation to other regimens?

‘.? American Society of Hematology



Case 2

* 54-year-old woman presents with fatigue to her PCP, who
checks a CBC.

 CBC: WBC 35 K/uL, 80% blasts, Hg 7.0 g/dL, Plt 35 K/uL

* Flow: Blasts = lymphoblasts, B-lineage by flow cytometry.
Genetics: t(9;22)(g34;911.2); BCR-ABL1 QPCR: p190 transcript

* PMH: hyperlipidemia, obesity, BMI 36; no history of Ml or
stroke.

."f American Socliety of Hematology



Section 3: ASH 2022 updates treating Ph+ ALL

Ph+ ALL, Historically Adverse Outcomes

* Philadelphia chromosome/BCR-ABL1 fusion present in ~1/3 of ALL cases.
* Prevalence increases with age (>50% in patients >50 years).
 Historically adverse prognosis prior to 2"4 and 3" generation TKiIs.
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s - "'/.-f_ . . 1 Chiaretti S, et al. Haematologica 2013;98:1702—-10; Burmeister T, et al. Blood 2008;112:918-9; Ribera JM, et al. BrJ
c Amerlcan SOClEty UfHematO Ogy Haematol 2012;159:485-8; Moorman AV, et al. Blood 2007;109:3189—97; Rowe JM, et al. Blood 2005;106:3760-7.



Ph+ ALL, recent context

 GRAAPH 2005 (IMATINIB) = IM + VCR/Dex: I CR rate
and | mortality compared to IM + hyperCVAD (lesson:
reduce chemo in induction)

* GIMEMA - “chemotherapy-free” induction (imatinib
LAL 0201-B; dasatinib LAL 1205, ponatinib LAL 1811).
* High CR rates (>90%); (lesson: 2G/3G TKls - Deeper
and more durable); minimal toxicity

 GRAAPH-2014 (NILOTINIB) = Omission of HiDAC
consolidation associated with more relapse in non-
transplanted patients (lesson: still need intensive
conventional chemo or BMT in context of 2G TKI)

", American Society of Hematology

GRAAPH 2005

Overall survival

GRAAPH 2014

AraC arm No AraC arm

allograft

Chalandon et al. Blood 2015;125:3711-9; Rousselot ASH 2021 Abstract 614



T315 drives most relapses after 2"9 generation TKls,
role for novel agents and ponatinib?

 BCR::ABL1 T315I KD mutation common at relapse after dasatinib
(~70-75%).

* Ponatinib is a 3" gen TKI active against T315I.

 Ponatinib associated with serious arterial thrombotic events,
hepatotoxicity, and pancreatitis (unrandomized).

* Additional therapy needed to limit relapse further — is there a
“best” post remission strategy?

G A . Soci H E@et al. Blood 2011;118:6521-28; Rousselot et al. Blood 2016; 128:774-82; Wieduwilt et al. Blood Advances
@ American society of Hemabedge81.-700; Moslehi et al. J Clin Oncol 2015;33:4210-8; Martinelli et al. Blood Advances 2022:6:1742-53



Dasatinib + blinatumomab (D-ALBA)

Steroid pre-treatment

I

Dasatinib + steroids

I

‘ CHR + CMR ‘ | CHR but NO CMR |

4[ Response evaluation (day 85) |—

CNS prophylasis

MNo

CHR

Blinatumomab 28 pg for 2 cycles (maximum 5 cycles) + Dasatinib ‘

| Primary Endpoint ] Molecular response (CMR + PNQ)
after 2 cycles of blinatumomab

N=63, median age 54 (range 24-82) yrs
Note: Approximately half transplanted

", American Society of Hematology

Day 85 — 29% Molecular Response
Blina C2 (n=55) — 60% Molecular Response
Blina C4 — 81% Molecular Response

A Overall Survival
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~
W
|

Patients Who Were Alive (%)
K w
L‘ﬂ o

o

T T T 1
6 12 18 24

0
Months
No. at Risk 63 60 52 26 4

18-mo DFS was 88%
Worse outcomes in IKZF1 deletion
T3151in 5/6 relapses tested

Foa et al. N Eng J Med 2020;383:1613-23



Abstract 213 (Short et al.) —
Ponatinib/Blinatumomab for Newly-diagnosed Ph+ ALL

ot s Induction phase Consolidation (C2-C5)
Eligibility

Adults I I I I I

Newly-diagnosed Ph+ ALL Ponatinib 30 me e e (1T ChI
ECOG PS 0-2 ’Br—b‘ _Br \ g (if in CMR) |
No active CV disease [arumoma _

No CNS pathology 4 weeks 2 weeks

Maintenance

Primary endpoint Ponatinib 15 mg for 5 years
CMR rate -

ITMTX / Ara-C x 12

", American Society of Hematology Short, et al. ASH #213



Ponatinib + Blinatumomab in Ph+ ALL: Results

Age (yrs) 57 [20-83] CR/CRi* 27/28 (96%)
>1 CV risk factor 24/40 (60%) CMR** 33/38 (87%)

CNS involvement  2/40 (6%) m NGS MRD-neg  22/25 (88%)
Death in CR, n=1

Post-procedural bleeding

Ongoing response

without HCT, n=35

Relapse, n=2
Also, with IGH::CRLF2, .
extramedullary-only (peritoneal and HCT in CR]-: n=1
Early Death, n=1

lymphomatous) Ph-negative relapse

] (MYC rearranged) after 9 months
Intracranial hemorrhage

CNS-only relapse after 23 months

", American Society of Hematology



Ponatinib + Blinatumomab in Ph+ ALL:

Survival Outcomes
Median follow-up: 18 months (range, 6-52+)

Event-Free Survival Overall Survival
- 100-
100 I T ]_I IRl R el 1Ll | | 1 L1l 1l ]
| | | | | |1 1] ]
TE’ 75 = 75
Q Q
v i
& &
el el
3 50- 3 50
= =
S S
4] 4]
g ks
& 251 Total  Events Median EFS 2-year EFS T 257 Total Events Median OS 2-year OS
e 40 4  NotReached  92% e 40 2 NotReached  95%
0 1 1 1 1 1 1 || || T 1 0 1 1 1 1 1 || 1 | T 1
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
Time (months) Time (months)

No. at Risk 40 39 28 21 11 9 7 4 2 0 0 No. at Risk 40 39 29 21 12 9 7 4 2 0 0



Abstract 213 (Short et al.) —
Ponatinib/Blinatumomab for Newly-diagnosed Ph+ ALL

e Ponatinib + blinatumomab is safe and effective in newly-diagnosed
Ph+ ALL.

e Deep, rapid, and durable responses without allogeneic HCT.
e 2 relapses to date (isolated CNS, Ph-negative extramedullary).

e The combination of ponatinib + blinatumomab is a promising
chemotherapy-free, HCT-sparing regimen for Ph+ ALL

", American Society of Hematology



Case 3

32 year-old woman who was 3 months post-partum presented to her primary
physician with progressive b/l cervical LAD with joint pain and swelling

« WBC 8.4 x 10%/L; Hgb 11.3 g/dL; HCT 33%; Platelets 140 x 10%L; ANC, 1.9
x 10°/L, 61% blasts

 CT scan of the neck/chest/AP revealed b/l cervical and supraclavicular LAD
A Dbone marrow biopsy revealed early T-cell precursor ALL (ETP-ALL)

 Treatment approach?

@ American Society of Hematology




Children’s Oncology Group: AALL0434

Induction: 4 drugs

e

{

N

Low Risk Intermediate and High Risk M3 marrow
Randomize Randomize HD-MTX plus Nelarabine if M1 at

CMTX vs HDMTX

CMTX vs HDMTX

Nelarabine* vs No Nelarabine

EOC

* Six 5-day courses of Nel 650 mg/m?/day

4-yr OS and EFS

10

EFS: 84%

o8

Probability
0.6

0.4

oz

— EF5{n=1562)
o -- O5{n=1562}
o
T T T T T
0 2 4 [5 8 10
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Probability

4-yr EFS by type of IM
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21 HD-MTX: 78% |
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- | - - HD-MTX [n=512} P -0.0047
= ; I T T T
o 3 4 I g 10
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1.0

0.8

0.4

0.2

0.0

4-yr EFS +/- Nelarabine
+ Nelarabine: 88.9%

*C-MTX +Nelarabine (N= 147) .
4-yr EFS: 92.2%

—— Nelarabine (n=323) One-sided P-value = 0.0332
- - - No Nelarabine (n=336)

o 2 4 6 8 10

Years

20-30 year old
patients (7%) had
same EFS as
younger cohort

Improvement in DFS
due to reduction in
CNS relapse (1 vs 14)

Winter SS et al, J Clin Oncol 2018;36:2926, Dunsmore KP et al, J. Clin Oncol 2020;38:3282-93



Results of the Risk-Adapted, MRD-Stratified GMALL Trial 08/2013in 281 T
ALL/LBL Patients: Excellent Outcome of Standard Risk Thymic T-ALL

Adults 18-55 years old with newly diagnosed ALL, 281 T-lineage recruited over 6 years
Goal to improve outcomes for T-cell ALL/LL with attention to high-risk subtypes, early and mature T-ALL

Risk stratification for T-ALL: HR: >= 1 risk factor

- Early or Mature T + Molecular Failure
- No CR after induction  after Consolidation |

T-Lin: HDMTX
BFM-based pediatric regimen Induction Cons.| Nela/cP ASP-MP
Dexa during induction/consolidation | PEG-ASP % ) ¢ % % * ) '
9 x PEG-asparaginase
7x HDMTX ?1.5 g/mz) phi | Phn |- R2 ﬂgbb I I Ehb Maintenance up to 2.5 years
RelndUCtlon CNS irradiation
Risk-adapted SCT indication

End of th LBL
Randomization 2 for HR pts with MoICR HR/MRD+ SeT AEOTEERY
before Cons I: SCTvs Chemo NEEERREREERARBRE AR RRREERRE R RRRARE RN RRRE |
1 4 9 11 14 16 19 24 27 29 32 35 37 41 52 wks
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GMALL 08/2013 — Response and survival by
SU btype Overall survival by subtype

Total | Thymic | Early (HR) Mature (HR)
CR/CRu 84% 88% 88% 80%
Molecular CR o 0 0 0
(MRD-neg) 70% 82% 48% 64%
Early death 4% 4% 5% 6%
PR 10% 8% 5% 9%
Failure 2% 0% 1% 3%

e

@ American Society of Hematology
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g 0.5 NLT& ;
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7 .| EarlyT:  69%at3y (N=78)
Mature T: 61% at 3 y (N=35)
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Case 3 (continued)
« Started a four-drug induction regimen, per AALL0434

* Achieves an MRD-neg CR after induction, but relapses in the bone marrow
during maintenance therapy.

 Next steps?
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Section 4: R/R T-ALL/LL - Unmet Need

o Few effective or novel approaches at relapse

o Nelarabine: purine analog particularly active in T-cell ALL/LL

o In R/R T-ALL/LL, CR/CRi rate 30-40% (DeAngelo et al., Gokbuget et al.)
o Improved DFS and decreased CNS relapse in front-line pediatric T-cell ALL
(AALLO434, Dunsmore et al.)

o CD38-targeted therapy (daratumumab, isatuximab)
o Isatuximab wholly ineffective in Phase 2 in R/R T-ALL or T-LL (Boisell et al.)
o Daratumumab has shown limited activity in extramedullary disease and low burden
disease (Cerrano et al.)
o Ongoing Phase Il studies in peds/adults exploring daratumumab further

o Given above, better front-line regimens needed to prevent relapse as well as better
therapy for relapse

: ; : : DeAngelo DJ et al. Blood 2007; 109 (12): 5136-5142. Gokbuget N ey al. Blood. 2011 Sep
@ American Society of Hematology 29;118(13):3504-11

Dunsmore KP et al. J Clin Oncol. 2020;38(28):3282-3293.  Boissel et al. Cancer Med. 2022;11(5):1292-1298.



Abstract 980 (Zhang et al.) — Anti-CD7 CART

Analysis of 60 Patients with Relapsed or Refractory (R/R) T-cell
Acute Lymphoblastic Leukemia (T-ALL) and T-cell Lymphoblastic
Lymphoma (T-LBL) Treated with CD7-targeted CAR-T Cell Therapy

Xian Zhang!' 2, Junfang Yang!' 2, Jingjing Li'' 2, Liyuan Qiu?, Jiangiang Li3, Peihua Lu®' 2

1Beijing Lu Daopei Institute of Hematology, Beijing, China;
2Hebei Yanda Lu Daopei Hospital, Langfang, China;
3Hebei Senlang Biotechnology Co., Ltd., Shijiazhuang, China;
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Abstract 980 (Zhang et al.) — Anti-CD7 CART

A Hing

anti-CDT scFv slgG4

CD28TM 4-1BB CD3{ T2A tEGFR

NS7CAR Day 0 2 5 12-14

i j j !
T cells sorting Transduction CARIT cell

with CD7 CAR FACS harvest

After transduction, T cells had phenotypic transition from CD7+CAR- to CD7-
CAR* T cells.

CD7 protein and mRNA expression were present.

Fratricide resistance achieved by CAR-mediated CD7 epitope masking or by
intracellular sequestration of the CD7 protein.
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Abstract 980 (Zhang et al.) — Anti-CD7 CART

N=60; 35 T-ALL, 25 T-LL

100-
61 MRD(-)CR/CRi 94.4% -~ L 0S
S 80- N
50 - - ' | PFS
0]
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> 60- TN |
2 ORR 81%, CR 58% %
=
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| 2
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10 18 0 | I ] I I I |
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0 - . .
BM remission status EMD remission status Days post CAR-T cell infusion

®MRD-CR sMRD+CR "CR SD “PR =NR ®PD . .
18-mo PFS improved with alloHCT (61% vs 30%, P=0.0003).
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Summary

* Older adults with ALL have poor prognosis with conventional
chemotherapy approaches, but novel therapies may improve outcomes by
minimizing toxicity without increasing relapse rates

* Blinatumomab for consolidation, even in MRD-negative patients appears to
be a promising approach

* Chemotherapy-free approaches to Ph+ ALL, using blinatumomab and
newer generation TKls have excellent response rates and survival

* Relapsed/Refractory ALL, particularly T-ALL, remains a challenge

@ American Society of Hematology



Thank you!!




