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Classification of Peripheral T-cell MD Anderson
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Making Cancer History”
PTCL is a heterogeneous group of aggressive mature T-/NK-cell lymphomas

PTCL does not refer to anatomic sites, but rather to the involvement of more mature (post-thymic) T cells vs pre-thymic or immature T cells?

[ Non-Hodgkins Lymphoma]

[B-cell Neoplasms] [ T-/NK-cell Neoplasms ]
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Major subtype of T-cell Lymphoma?!

5yr 0S 45 (%
(WHO classification 2008) I T T ihichns

PTCL (Peripheral T-cell lymphoma)
PTCL-NOS (PTCL not otherwise specified)
AITL (Angioimmunoblastic T-cell ymphoma) 3,683 3,033 2,340
ALK (+) ALCL (Anaplastic large-cell lymphoma) 70

PTCL Prognostic Characteristics

ALK (-) ALCL 49
CTCL (Cutaneous T-cell lymphoma)
MF (Mycosis fungoides) 3,466 1,798 2783 18~37*
SS (Sezary syndrome)
Overall survival n.d.: No data * Advance stage
1.0 (T cell Lymphoma vs B Cell Lymphoma)
. Fi# median
09 DLBCL R-CHOP e—— 351 :-5:
0.8 R-CHOP DLBCL cohort D O — 233 151
AR MM e NK e 19 1.08
oz
2 0.6 Improve
£ due to Rituximab :
S 0.5 Poor survival
2 04 CHOP DLBCL cohort due to no standard therapy
i 0.3
02 CURTCLNOSTATL
o 1 p<0.001 1) WHO classification of haematopoietic and Lymphoid Tissues. 2008.
0.0 2) CancerMPact, Oct, 3, 2019.

0 5 10 15 20 : :
3) Hamadg TA, et al, Nationwide survey on cu_taneous lymphomas. 2008
Time (Years) 4) International T-cell Lymphoma project, J Clin Oncol.2008.
5) Agar NS, et al, J Clin Oncol. 2010.
6) Lone W, et al, Current Hematologic Malignancy Reports. 2018.



Progression Free Survival:

Relapsed/Refractory PTCL

1.0+ BCCA
3.7 months
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Brentuximab ALCL N=56

PFS 13.3 months

Brentuximab
PTCL N=21
AITL N=13

6.7 months
L.

1.6 months

0

1

2 3 4 5 6 7 8 9 10 11 12 13 14 15 1
Time (Months)

Mak V et al. JCO 2013;31:1970-1976, O’ Connor OA, et al. J Clin Oncol. 2011:29:1182-1189,Coiffier B, et al. J Clin Oncol. 2012;30 :631-
636, O’Connor OA et al ASCO 2013, Pro B, et al. J Clin Oncol. 2012;30:2190-2196, Horwitz S M et al. Blood 2014;123:3095-3100
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CD30+ Histologies: ‘ -—-
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Clinical trials
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ADC and DuoBody kg G iy

GEN3017 (DuoBody®-CD3xCD30)
. 1 Mechanism of Action
SGN-35T: Tripeptide linker *Bispecific Fc-silenced IgGlantibody obtained by controlled Fab-
arm exchange of a humanized CD3e and a human CD30
monoclonal antibody

Proposed Mechanism of Action of a CD30-directed, Next-Generation
Antibody-Drug Conjugate With Novel Tripeptide Linker*

SGN-35T

Protease-cleavable tripeptide finker Other Proposed Mechanisms of Action:*
The tripeptide technology platform

Lo e ... *Leads to crosslinking of T cells with CD30-expressing (CD30+)
tumor cells resulting in T-cell-mediated killing of the malignant
£ Bystander effect C e”S
g Bt -
Lysowm(’ g Immuno: i r _‘\
o death (CO) o
e Direct cytotoxicity CD3O
o } DuoBody
SGN-35C Fc-5|lter;.cmg — granzymes. .
mitations T-cell activation o s cytokines
matched DuoBody — markers < ( )
Novel camptothecin payload mutations e
. S/

ALCL, anaplastic large-cell lymphoma; Fc, fragment crystallizable; HL, Hodgkins lymphoma; 1gG1,

immunoglobulin G. Oostindie, S, et al. Poster presented at the 64th ASH Annual Meeting, December 10-13,
2022.
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e Approximately 30-50% of PTCL cases are incorrectly diagnosed with conventional diagnostic techniques!
e Immunophenotypic analysis in conjunction with cellular morphology, analysis of lymph node architecture, and molecular genetic assays

Pathology- basis for diagnhosis,

%
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Armitage J, et al. J Clin Oncol. 2008;26:4124—-4130.

Warnke RA, et al. Am J Clin Pathol. 2007;127:511-527 .

Swerdlow SH, et al. WHO Classification of Tumours of Haematopoietic and Lymphoid Tissues. 2008
Kocjan G. J Clin Pathol. 2005;58:561-567.
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+/, PTCL-TBX21
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* HOW CAN WE HARNESS THE ADVANCES IN BIOLOGY?
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Emerging themes in T cell Lymphomas

* Epigenetic targeting of Tth

» Targeting dysregulated pathways: JAK/STAT, PI3K, EZH1/2, ITK
* Targeting cytotoxic, gamma-delta and NK subtypes

* Immunotherapy: checkpoint blockade and cellular

* Pan SIRP inhibitor for LA-HLH
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Emerging themes in T cell Lymphomas

* Epigenetic targeting of Tth
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Role of Epigenetic Modifiers

Nodal lymphomas of TFH cell origin (TFH-PTCL)
AITL Other TFH-PTCL

TFH-like PTCL F-PTCL* Azacitidine in AITL?

Overall Response

Mutations (%)

1 >
TET? 3164 (48%) 1 (64%) 34 (T5%) 474 (1T9)P=0-0" )
DNMT3A 19/64 (30%) 1710 (10%) 1/4 (25%) 1/24 (4%) =005 3
IDH2 22/66 (33%) 1/11 (10%) 0/ (0%) (/23 (0%) p<0.001 ‘51 = ORR 75%
RHOA (GITV) 173 (55%) %714 (5T%) 35 (60%) 023 (0%) p<o.001 g = _ RE/12
RomidepSin in AITL]'. Time to response "% ; B s5p - PR 3/12
-
- . Duration of response == PD — SD3/12
PR Withd | by patient
’ : ithdrawal by patien Duration of treatment 13 -I> Treatment stop .
<CRu ® PD = Patients who remain on treatment 11 . ;f:t:nem ongoing
< m == Standard dosing (3 x per cycle) 12 .
= SCT 1)
S PR — Maintenance dosing (2 x per cycle) 0 12 24 3'6 48 5'0
aE PR -_ PD =p Maintenance dosing (1 x per cycle) Mo
o
% (R Essssaye PD
a - -
oo
£ (F E——— 100 1 0s 100 1 DS
S CR -——-’ 80 1 — 801
g S S
8 (R s ——— £ 607 — 601
wn — . e
CR e —— T = © 407 - ' & 407
20 1 20 "
0 10 20 30 40 50 60 0 . . . . . . 0
Mo 0O 12 24 36 48 60 72 0O 12 24 36 48 60 72
Mo Mo

1. Pro. Hematol Oncol. 2017;35:914. 2. Lemonnier. Blood. 2018;132:2305.



ORACLE: Phase lll study baseline

characteristics
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Oral Azacitidine Investigator’s Choice

Administered in a 28-day
Icycle with specific dosages
for EU and Asian patients*

Bendamustine
Romidepsin
Gemcitabine

300 mg dosage for
EU patients

14 Days

200 mg dosage for
Asian patients

14 Days

Stratification

2 Treatment (O
Lines @

1-2 Treatment
=8 Lines
@ Concurrent
MDS/CMML

No Concurrent
MDS/CMML

Dupuis J et al. ASH 2022 #959

N
median age (IQR)
Sex male
ECOG 2-3

Bone marrow
involvement

Associated
MDS/CMML

IPI 4-5

Previous line
number

1-2vs 23

refractory patients

34 (81%) vs 8 (19%) 37 (84%) vs 7(16%)
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Azacitidine Investigator romidepsin Bendamustine gemcitabine
Ccase treatment choice
42 44 4 16 24
70.5 (65-77) 68 (58.5-73.5) 68.5 (62.5-71.5) 63.5 (53-68) 72 (64-78)
22 (52%) 28 (64%) 3 (75%) 10 (62.5%) 15 (62.5%)
11 (26%) 9 (20%) 0 (0%) 4 (25%) 5 (20%)
12/37 (32%) 17/40 (42,5%) 1/4 (25%) 8/16 (50%) 8/20 (40%)
0 1(2%) 0 0 1 (4%)
13/42 (31%) 14/42 (33%) 0/4 5/15 (33%) 9/23 (39%)

4(100%) vs 0 (0%) 14 (88%) vs 2 (12%) 19 (79%) vs 5

(21%)

24 (57%) 14 (32%) 4 (100%) 3 (19%) 7 (29%)
10 (24%) 23 (52%) 0 (0%) 11 (69%) 12 (50%)
20 (48% 28 (64% 1 (25%) 13 (80%) 14 (58%)




— did not meet primary ALy e S
Caneer Center

endpoint PFS but OS

PFS* from randomization - FDA C2 censoring = ITT Set Overall Survival from randomization - ITT Set
With Mumber of Suhjects at Risk and 95% Confidence Limits With Mumber of Subjects at Risk and 95% Confidence Limits
1.0 ) )
10 1: Investigator's Choice 1: Investigator's Choice

2: Oral Azacitidine CC-486

2: Oral Azacitidine CC-486

08 ns8
o =
=5 =
m 0.6 = D06
5 5
o o
™ —
£ o4 g o
= =
0 &
02
0.2
oo
1 44 18 7 ] 3 3 o 0.0
2 M 24 12 7 5 3 2 2 1 1) 44 32 28 23 18 14 11 o o B 5 2 1
2| a2 3| 35 30 20 24 20 15 11 7 & 2 2
0 3 ] g9 12 15 18 ) 24
PFS h ] 3 6 g 12 15 18 21 24 27 30 33 36 39
months I
( ) Survival time (months)
Mo. of Subjects Evert Censored Median Survival Mo. of Subjects Event Censored  Median Survival
Investigator's Chaoice 44 75 % (33 25% (11 28 )
Oral Azacliding GG 498 41 69.3 %((2;) 3.7 %((1 3)) 55 Investigator's Choice 4 705% 31y  285%(13) 103
: Oral Azacitidine CC-4B6 42 61.9 % (26) 3/ %(E6) 18.4
* Progression assessment based on local assessment using the Lugano classification
. ' Ld (] ’ L3
CC-486 Investigator’s choice CC-486 Investigator’s choice
median 18.4 months 10.3 months

median 5.6 months 2.8 months

P=0.0421 >p=0.025 P=0.0166*
Dupuis J et al. ASH 2022 #959 * Descriptive p value



Histone modifier gene mutations in peripheral T-cell

lymphoma, not otherwise specified.

histone methylation

histone acetylation

DNA methylation

chromatin remodeler

Q: :
- B w
S ==
Z
o'y S
o, )
% N
; | ':‘d’,_,.-: "_6
SE78 86%°

- KMT2D
SETD2
KMT2A
KDM6A
EP300

CREBBP

- TET2

TET1

LDNMT3A

- ARID1B

. ARID2

ender
g age

Ji MM et al. Haematologica 2018;103(4):679-687;
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One-hit W Two-hit |l > Two-hit [ Female Male B >60yr <80 yr N
£ = 25
6
3
1
B B PR 10
I 5
1= 15
5 -
4
5
2
CRE5SERNBENIZIELRIBTR PERSTEBVRNCREBCREVRNBBE -8R R[N 28R
Cycle 1 Cycl81 | Cycle1 | Cycle1 | Cycle2
Day 1 Da Day 15 | Day 22 Day 1
EExpenmental cg11808633 2 Patient histology
Arm } 926109791 AITL
- ¢g15012027
5-Azacytidine and g23073132 ! AL
i i cg12314853 ENKTL
Romidepsin cg15564619 0 EATL
cg17412422 AL
cg03546183
cg04851848 »
1:1 Randomization — cg093esrs2 Significant at:
9 Cycle 1, Day 22
21705011 i ycle 1, Day
Y cg25010248 Cycle 1, Day 15 and
12500731 Day 22
: Arm_ B | 2817714703 ¥
€g20493906
( nves‘glgatcr co20dnns
Choice) cg13975855
) . 00524773
~ Romidepsin, cg04728727
Belinostat, Pralatrexate €g20056634
cg08426826

or Gemecilabine

/

cg26058016
cg 12140205
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Emerging themes in T cell Lymphomas

* Targeting dysregulated pathways: JAK/STAT, PI3K, EZH1/2, ITK



Key eligibility criteria Golidocitinib 150 mg QD?

Patients with r/r PTCLs

THE UNIVERSITY OF TEXAS

Golidocitinib: Study Design L CHICETSO
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Tumor assessment

1 cycle = 21 days

Day 1 of Cycle 3, and then every
PTCLs diagnosed locally 3 cycles until disease progression
Had relapsed from or been or withdrawal from the study
refractory/intolerant to prior

systemic therapy’

Measurable disease

Age = 18 y (for Korean z 19 y) Primary endpoint: IRC assessed ORR based on CT images per Lugano 2014 criteria
ECOG PS <2

Adequate bone marrow reserve
and organ/system functions

Secondary endpoints: other efficacy endpoints, e.g., IRC assessed CRR, DoR PFS and
TTR, investigator assessed ORR, CRR, DoR, PFS, TTR and safety

1. Eligible patients must have relapsed from or been refractory/intolerant to prior systemic therapy(ies) for PTCLs and now require further treatment. In patients
with CD30 positive ALCL, the prior systemic treatment should include CD30-targeted therapy (brentuximab vedotin).

2. Golidocitinib is administered orally at the recommended phase 2 dose (150 mg QD) on a 21-day dosing cycle until disease progression, intolerance or other
discontinuation criteria are met.

Abbreviations: ALCL, anaplastic large-cell lymphoma; CD, cluster of differentiation;, CT, computed tomography; CRR, complete response rate; DoR, duration of response; ECOG PS,
Eastern Cooperative Oncology Group Performance Status; IRC, independent review committee; ORR, objective response rate; PFS, progression free survival;, PTCL, peripheral T
cell lymphoma; QD, once daily; r/r, relapsed/refractory; TTR, time to response.
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Demographics & Characteristics m Demographics & Characteristics m

Median age, y (range) 58 (20-78) Histology subtypes by central review, n (%)
Female/Male, n (%) 37 (35.6)/67 (64.4)
ECOG PS, n (%) PTCL, NOS 51 (49.0)

0/21 46 (44.2)/58 (55.8) AITL 16 (15.4)
Median lines of prior systemic therapies 2(1-3) ALCL 11 (10.6)
(range)

Types of prior systemic therapies, n (%) NK/TCL 4 (3.8)

Chemotherapy 104 (100.0) .

Pralatrexate 1(1.0) Others 9 (8.7)
Mitoxantrone liposome 3(2.9) Central confirmed non-PTCL 4 (3.8)

A INIEr SHICHE) Unable to confirm 9(8.7)

Brentuximab vedotin 13 (12.5)

ALK inhibitor 1(1.0) Data cut-off date: August 31, 2023
Prior autologous HSCT, n (%) 2(1.9) * Between Feb 26, 2021 to Oct 12, 2022, a total of 104 subjects with
Bone marrow involvement at baseline, n (%) 20 (19.2) r/r PTCLs were enrolled.

LDH elevation at baseline, n (%) 52 (50.0) * All subjects received at least one dose of golidocitinib at 150 mg QD.

Note: * ‘Others’ including 1 centrally diagnosed as T cell prolymphocytic leukemia and 8 centrally diagnosed as PTCLs with unconfirmable histology subtypes.

Abbreviations: AITL, angioimmunoblastic T cell ymphoma; ALCL, anaplastic large-cell lymphoma; ALK, anaplastic lymphoma kinase; ECOG PS, Eastern Cooperative Oncology Group
Performance Status; HDAC, histone deacetylase; HSCT, hematopoietic stem cell transplant; LDH, lactate dehydrogenase; NK/TCL, natural-killer/T cell ymphoma; PTCL, NOS, peripheral
T cell lymphoma, not otherwise specified; r/r, relapsed/refractory; QD, once daily.
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DOR-IRC Assessment

n = 88 100 ¥ + I

90

Tumor Response

80

By IRC

By Investigator

70

g
ORR, n (%) 39 (44.3) 35 (39.8)
% 40 4 ———CR
Overall response, n (%) : ) ’ A HPR Al
Y
Complete response 21 (23.9) 10 (11.4) 1o {eR 314 207176 8
PR 9(50.0) 3.9 (2.1,NE)
0 T T T T T T T T
Partial response 18 (20.5) 25 (28.4) 0 3 6 9 12 Is 18 21 2
Stable disease 17 (19.3) 15 (17.0) umCAllj 5 B 2 z 18 ' : 2 ! 0
Progressive disease 20 (22.7) 26 (29.5)
Not evaluable 12 (13.6) 12 (13.6)

The following subjects were not included in the efficacy analysis set: 4 confirmed as non-PTCL by central pathology review, 9 not providing sufficient tumor tissue for central pathology
confirmation, and 3 no baseline measurable lesions by IRC assessment.

Abbreviations: CR, complete response; IRC, independent review committee; ORR, objective response rate; PR, partial response; PTCL, peripheral T cell lymphoma.
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100 Group
o B Grade <3
TRAE, n (%) 90 4 B Grade >3

Any TRAE 96 (92.3) < L
Any TRAE with Grade >3 62 (59.6) %

Any TRSAE 25 (24.0) )

Any TRAE leading to dose interruption 40 (38.5)

Any TRAE leading to dose reduction 8(7.7)

Any TRAE leading to drug discontinuation 9(8.7) Q\.b@\' |

Any TRAE with fatal outcome 1(1.0) &

The most common (incidence > 10%) Grade 3+ TRAEs included platelet count decreased, white blood
cell count decreased, neutrophil count decreased and lymphocyte count decreased.

Abbreviations: TRAE, treatment-related adverse event; TRSAE, treatment-related serious adverse event

Note: Adverse events were coded using MedDRA version 25.1. Adverse event grades were evaluated based on NCI-CTCAE Version 5.0.
TRAESs with incidence = 10% were presented in the figure.



PI3K dependent pathway inhibition-

Clinical studies in TCL

This project is aimed at identifying mechanisms of response and resistance to PI3K inhibitors in TCL and at developing
hypothesis-driven therapeutic combination with Bcl2 inhibition to enhance their responses.

* PI3K/AKT/mTOR pathway hyperactivated in many T-cell ymphomas.
* GATA3+ TCL (45%), a poor-risk subset show significant enrichment of PI3K-associated pathway gene expression.

* Two PI3K inhibitors-Linpersilib (6 ) & Tenalisib (6 and y) have shown encouraging activity in r/r TCL as a single agent and in
combinations.

200 Tenalisib with Romidepsin

= Linpersilib B o S — w 10
%‘C:; = ;: 2 pa Ien s enro e ' eva ua e % T AITL AITL AITL NOS AITL N=12 patlents enro”ed,
g ) 70% ORR = 75% ORR
a5 10 I ITTTITTT0T + 36.7% CR (11 patients) = 50% CR- (6 patients)
§ 200 + 33.3% PR (10 patients) @ 25% PR- (3 patients)
& ik * 30% SD (9 patients) I % R B H F % B B M . 16.6% SD- (2 patients)
5 SR HHHT ‘ HAEHHHH * 0% PD (0 patients) = 91.7% DCR- (11 patients)
- 3
E’ ’ ‘ ‘ 100% Disease control rate £
- "'y t =
2

100.0% Patients

NCT04108325

PI3K DRUG Dose % in Urine % in Feces
Linperlisib 80 mg, po 58 34
delalisib 25 mg, po 14 /8 « There are three clinical studies completed with Linpersilib in r/r-PTCL.
Duvelisib 150 mg, po 14 79
Copanlisib 12 mg, iv 22 64
Umbralisib 800 mg, po 3 81
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100

CR

90 — M PR
- SD

§ 32 PD Response n(%)
(O]
) 60
I 0
JED ig: SR, DG 4288 ®  FAS, n=88 patients
S 95% Cl (37, 59)
o 20- v" The study met the
o 10 CR 26(30)
cg 0 primary endpoint
o PR 16(18) v’ CR30%, PR 18%
S ol SD 18(21)
S 407 ° Adisease control rate of 69%
B et Lot 1 11111ttt | EHEEHT vt bt EEE EEt T iRt L PD 21(24) observed
—— -60 *
(7]
3 . NE 7(8)

-80 -

- s DCR, n(%)  60(68)

Patients 95% ClI (57, 78)

* Five PD patients had new lesions appearing, even though target lesions met  Best response AITL: ORR-65% and CR-48%
the response criteria

Song Y. ASH. 2023.



Phase Il US & Europe: Efficacy

Summary in Linperlisib

YY-20394-012 PTCL

Phase 2 US & EU

YY-20394-012 CTCL
Phase 2 US & EU

THE UNIVERSITY OF TEXAS
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Opened in August 2022

*  First trial to evaluate linperlisib-treated patients in the U.S. and E.U.
*  Stage 1, interim analysis for safety,

=2cb -
FAS N=35 FAS N=10 *  Stage 2, study completion N=36 pts
PTCL CTCL
ORR 45.7 % (INV), N=16 40 % (INV), N=4 r/r T-cell ymphomas having >1 prior therapy
Lugano 2014 Olsen 2011 * Al PTCL subtypes enrolling, PTCL-NOS, AITL, ALCL, NKT, EATL, MEITL and
CD30+ brentuximab-progressing or intolerant.
CR 314 % 0% »  There s a Central Lab confirmation of diagnosis in this study
PR 143 % 40 % *  CTCL patients are enrolling
SD 5.7% 40 % Dose schedules for 28-day cycles
DCR 51.4% 70 % * 80mgQD (RP2D) to progres§ion
80 mg QD for 4 cycles or until response, followed by 40 mg QD
3 Month 78.6(47.2,92.5) 33.3(0.9,77.4)
6 Month 47.1(16.6,73.0) 33.3(0.9,77.4) i int i
& Month TR, EELETT Primary endpoint is Overall Response Rate

PFS Rate, % (95% Cl)
3 Month
6 Month
9 Month

53.7(35.2,69.0)
40.4(23.5,56.8)
26.2(11.2,44.0)

85.7(33.4,97.9)
14.3(0.7,46.5)
14.3(0.7,46.5)

Principal Investigators: Dr. Swami lyer (Study
Chair), Dr.Pierluigi Zinzani, Dr.Ranijit Nair,
Dr.Neha Mehta-Shah

a>6 months follow-up; INV: Investigator response assessment; IRC, Independent Review Committee

b2 unevaluable patients included: One patient had initial CR on PTCL but was diagnosed with newly developed DLBCL by biopsy after
Cycle 3.

¢12 month DOR rate (67.75%, 95%Cl: 49.07%, 80.82%)

lyer S. ASH. 2024, NCT05274997. 436 month OS rate (55.4%)
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> 1)

Any Grade TRAEs, Preferred Term (;1((;/;’) >Grade 3 TRAE, Preferred Term (2?:/"))

0 n (%
Neutropenia 58 (59) Neutropenia 31 (32)
Leukopenia 46 (47) Pneumonia 14 (14)
Thrombocytopenia 31 (32) Leukopenia 10 (10)
Anemia 24 (24) Anemia 6 (6)
Elevated ALT 23 (23) Th bocvt _ EYE
Elevated AST 20 (20) rombocytopenta ()
Pneumonia 20 (20) Upper resplratory tract infection 5 (5)
Lymphocytopenia 17 (17) Lymphocytopenia 5 (5)
Hypertriglyceridemia 15 (15)
e 15 (15) ®  TRAEs were observed in 94 pts (95.9%)
Diarrhea 14 (14) ®  The most frequent >Grade 3 TRAE were neutropenia,
Elevated lipase 13 (13) _ _
Hyperuricemia 13 (13) pneumonia and leukopenia;
Rash , 13 (13) ® Immune-related >Grade 3 TRAEs as elevated ALT,AST,
Hypercholesterolemia 12 (12)
Hyponatremia 11 (11) diarrhea, colitis, rash were observed at <5%;
Elevated lactate dehydrogenase 10 (10) ° : _

The most frequent drug-related SAE neumonia (11%
Elevated creatinine 10 (10) € mostirequent drug-relate wasp (11%);
. .
SAS = 98 patients Twenty-two pts (22.4%) had dose reductions, and 9 pts (9.2%)

Song Y. ASH. 2023. discontinued from the study due to AEs.
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All Grades TEAE occurring at 210% 43(95.6) All Grades TRAE occurring at 25% 25(55.6)
Rash maculo-papular 10(22.2) Neutropenia 5(11.1)
Diarrhoea 10(22.2) Thrombocytopenia 4(8.9)
Pneumonia 7(15.6) Anaemia 3(6.7)
Anaemia 7(15.6) Cytomegalovirus infection 3(6.7)
Fatigue 7(15.6) Rash 3(6.7)
Pyrexia 7(15.6) . .
Neutropenia 6(13.3) Diarrhoea 4(8.9)
Cough 6(13.3) Hypertriglyceridaemia 3(6.7)
Oedema peripheral 5(11.1) TRAE >Grade3 n (%)
Rash 5(11.1) Any TRAE >Grade3 and occurring at 23% 13 (28.9)
Cytomegalovirus infection 5(11.1) Neutropenia 5(11.1)
Thrombocytopenia 5(11.1) Pneumonia 2 (4.4
TEAE >Grade3 n (%) Ras 2 E4-4

Any TEAE >Grade3 and occurring at 210% 24 (53.3)
Neutropenia Pneumonia 6 (13.3)

Serious adverse events occurred in 42.2% of patients, with serious
treatment-related adverse events in 8.9%. No treatment-related

deaths were observed
 Few immune-mediated, GI, and liver tox AEs

e Low discontinuation rate due to AE (1/45 ot/ 2.2%)

5(11.1)

lyer S. ASH. 2024, NCT05274997.



Valemetostat

* EZH2 and EZHa1 catalyze the trimethylation of histone H3 at lysine 27 (H3K27me3), leading to
transcriptional repression®?

* Valemetostat tosylate (valemetostat) is a novel, potent, and selective dual inhibitor of EZH2 and EZH1
that suppresses aberrant H3K27me3, thereby promoting antitumorigenic processes24

 Valemetostat shows broad- ©  Valemetostat
spectrum antitumor activity in \_
Q..

preclinical models of NHL3:56 \
@PRCZ

Gene
reactivation

* Valemetostat monotherapy is
approved in Japan for R/R ATLL78

—

/ Cell differentiation

—» |/ Antiproliferation

S / Tumor

%; L suppression

Closed chromatin: ) Open chromatin:
transcription INACTIVE Histone H3 transcription ACTIVE

Zinzani PL, et al...VALENTINE-PTCLO1. Lancet Oncol. 2024



Baseline Demographics and Disease
Characteristics

Characteristic

Median age, years (range)
Sex, n (%)

Male

Female
ECOG PS score, n (%)

0

1

2

3
Median prior lines of therapy (range)

1
2
3
24
Prior HCT, n (%)
Autologous

Allogeneic
Zinzani PL, et al...VALENTINE-PTCLO1. Lancet Oncol

. 2024

PTCL
(YEFEE)

69.0 (22-85)

91 (68.4)
42 (31.6)

58 (43.6)
65 (48.9)
9 (6.8)
1(0.8)
2.0 (1-12)

36 (27.1)
36 (27.1)
29 (21.8)
32(24.1)
35 (26.3)
32 (24.1)
5(3.8)

PTCL subtypes, n (%)

(WHO 2016 classification; central review)

TFH phenotype
AITL

Nodal PTCL with TFH phenotype
FTL

PTCL-NOS
ALCL

ALK*
ALK~

MEITL

CD8* PCAECTCL

PCGTL

Other TCL®

Non-TCL or undetermined®

Missing®

THE UNIVERSITY OF TEXAS
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E—

42 (31.6)
8 (6.0)
3(2.3)

41 (30.8)

7 (5.3)
2 (1.5)
1(0.8)
1(0.8)
1(0.8)
13 (9.8)

Efficacy
™ analysis
set

6(4.5)
8 (6.0)



Common TEAEs (Occurring in 2 15% of Patients) and Dose THE UNIVERSITY OF TEXAS
Modifications MD Anderson
anecer Center

Making Cancer History”

» Cytopenias were common, and were manageable with dose modifications and/or supportive therapies such as
transfusions and G-CSF
— Thrombocytopenia was the most frequent any grade (49.6%) and grade > 3 (23.3%) TEAE
— The median time to first onset of platelet count < 50x10°/L was 18 days from the first dose and the median time to
recovery was 12 days
2 patients developed secondary AML and discontinued treatment

0 = Grade 3-4 TEAEs leading to dose modifications® (N = 133)

20 W Grade 1-2 Treatment Dose Dose
35.3% discontinuation reduction interruption

X 30 29.3%  28.6% Preferred term % % %
£ Any TEAE 9.8 15.8 49.6
E’ » 150%  15.0% Thrombocyt® 2.3 5.3 16.5
10 Anemia“ 0 3.8 9.8
COVID-19 0 1.5 8.3

" g Neutropeniad 0 2.3 5.3

v“e&\% 5
/\\\‘O&Od

Zinzani PL, et al...VALENTINE-PTCLO1. Lancet Oncol. 2024



Clinical Response (BICR MDD Anderson
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Assessment)

PET-CT-based assessment

CT-based assessment Efficacy-evaluable population (N = 119)

(Primary endpoint) (Exploratory endpoint)
60

50 nl ORR was 52.1%

(n = 62; 95% Cl, 42.8-61.3)

ORR was 43.7%

40

(n =52; 95% Cl, 34.6-53.1)

30 32 patients (26.9%) achieved a CMR

17 patients (14.3%) achieved a CR
2 30 patients (25.2%) achieved a PMR

35 patients (29.4%) achieved a PR 10

* Ten (8.4%) patients treated with valemetostat proceeded to allo-HCT, including 8 patients (6.7%) with a CR? and 2
patients with an unknown response

The median time from first dose of valemetostat to subsequent allo-HCT was 6.9 months

Zinzani PL, et al...VALENTINE-PTCLO1. Lancet Oncol. 2024
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Cha ra CterIStlcs Making Cancer History”
Enrollment in US, AUS, KOR and China (n=60) TCRD3 i
31 patients enrolled at 200 mg BID
PRER® I[ LA 01010 Al & 10010 0010010008
_ RPNy | P & 88848600 00000000008888884848880
Patient 100mg | 200mg | 400 mg | 600 mg F———  Soquelitinib
Characteristics (N=4) (N=31) (N=9) (N=16) w ( PHAInS(45)P,
PLCV
Age (yrs.), 51 60 69.0 63.5 @ DAG; InsP,
median (range) (29,75) (29,81) (41,80) (34,84 Trough ITK Occupancy for Cycle 1 >
14 with BID Dosing of CPI-818 v
Gender, male N (%) 3 (75) (45.2) 6 (66.7) 8 (50) 100 51 100 mg @
. 90 I 200 mg v
No. o_f prior 35 (2 S BN 400 mg (NFp )
therapies, 2) ' 3(1,18) 5(2,15 5(1,9) 5 | B 600 mg v
median (range) g GATA-3
o 60+
Histologies S
= 7
PTCL-NOS 1 13 2 9 1 I I I_
AITL 1 4 2 0
. h t2 BID
ALCL 1 3 0 0 Good occupancy .ac leved at 200 mg fand beyond |
« Excellent correlation between PBMC and tissue occupancy in both LN
CTCL Sezary 0 2 4 1 core and skin punch samples
CTCL Mycoses 0 ) 1 5 « Conclusion: Occupancy in PBMCs = Occupancy in Lymph nodes =
Occupancy in Skin
Other 1 4 0 1

Data: 18 May 2023



Histology

Clinical Results in Optimum Dose Cohort

PTCL-NOS
CTCL-SS
PTCL-NOS
AITL
ALCL
PTCL-NOS
PTCL-NOS
ALCL
PTCL-NOS
CTCL-MF
CTCL-SS
PTCL-NOS
PTCL-NOS
ALCL
AITL
NKTCL
PTCL-NOS
CTCL-MF
NKTCL
ATL/ATLL
PTCL-NOS
AITL 2>
PTCL-NOS [IHI[]
PTCL-NOS [IK>
PTCL-NOS [l &
AITL I
PTCL-NOS [H >
cree-mMr [l
CTCL-MF
cTcL-Mmr i

*|®
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>

L
vy

Nnimle
Yv@

LA A%

>

@ Nodal CR
¥7 CR
O PR
[ sD
& PD
P Ongoing

I | I — E—
01 2 3 4 5

6 7 8
CPI-818 Treatment (Months)

Data: 18 May 2023
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Randomized Phase 3 Trial

4 )
R/R PTCL 1-1
N =150
\§ W,
Eligibility

>1 and <3 prior therapies

PTCL-NOS, ALCL, AITL,
FHTCL-NOS, or FHTCL-
Follicular

é )
CPI1-818 200 mg po BID
/‘k W,
\f )
Standard of Care
U : .
Belinostat,
Pralatrexate, or
Gemcitabine
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|

CROSSOVER: }

CPI1-818 200 mg po BID

PD

Endpoints
Primary: PFS
Secondary:

« ORR

« OS

« DOR
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Emerging themes in T cell Lymphomas

* Targeting cytotoxic, gamma-delta and NK subtypes
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Cytotoxic lymphomas are rare and have a high unmet MD Anderson
Y ymp 5 CencerCenter
n e e d Making Cancer History”
Cytotoxic Lymphoma Histologies » Cytotoxic lymphomas (CTLs) are a group of rare
lymphoma subtypes that is driven by CD94 expressing
cytotoxic cells of origin
« CTLs account for ~25-40% of NK/T-cell ymphomas (or 3-
6% of NHL)
* No standard of care has been established for patients
with CTL and few are represented on randomized studies
« Outcomes in R/R PTCL patients are poor with mOS <6
e months, and worse outcomes in R/R ENKTL patients with
an mOS of ~3 months!
" o « Therefore, there is a high unmet need for patients with
ANOKT:eacgagerSs:i:/Z(;\\llKoIe?Jxllccemia; EATL: enteropathy-associated T-cell CTLs and Safe and eﬁ:eCtive therapieS are needed

lymphoma; ENKTL: extranodal NK/T-cell lymphoma; ET-CTCL:
epidermotropic cytotoxic T-cell lymphoma; HSTCL: hepatosplenic T-cell
lymphoma; HVLPD: Hydroa vacciniforme-like lymphoproliferative disorder;
MEITL: monomorphic epitheliotropic intestinal T-cell ymphoma; PCySTCL:
primary cutaneous yd T-cell ymphoma;. PTCL-NOS: peripheral T-cell
lymphoma, not otherwise specified; SPTCL: subcutaneous panniculitis-like T-
cell lymphoma
1Bellei M et al. Haematologica 2018.

Zain J, lyer S et al. Abstract 980: DR-01 in R/R Cytotoxic Lymphomas
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DR-01 is Novel Targeted Antibody against CD94 %‘&Eﬁ’é}
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« DR-01 is a non-fucosylated human IgG antibody against CD94 that is selectively expressed on terminally
differentiated as well as malignant cytotoxic T cells and NK cells

» Since CD94 is expressed on target and effector cells and engages Fc-gamma receptors, such as CD16a,
DR-01 triggers antibody-dependent cellular cytotoxicity (ADCC), by effector cells or fratricide, resulting in

rapid target cell depletion

CD94 expression on CD8 T cell subsets in
healthy donor PBMCs
100-
k) [
8 804 - **
? o °®
S 60~
(¢}
£ 40- N = Nailve
§ SCM = Stem cell memory
O 207 o CM = Central memory
X
(=) - “ —
01 %2 3% a0 0 EM_ Effec_tor memory
AS NN O TE = Terminal effector Target Cell - Cell
RS RO A€ /\~L—°® NK = Natural Killer arget L.e ector Ce
A

Zain J, lyer S et al. Abstract 980: DR-01 in R/R Cytotoxic Lymphomas
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Baseline Characteristics for CTL Patients on Dose

Escalation (Part A)

0.3 mg/kg 1 mg/kg 3 mg/kg 6 mg/kg 10 mg/kg Total
(N=1) (N=7) (N=5) (N=5) (N=3) (N=21)

CTL Histology, n (%)

PCydTCL 0 2 (28.6) 0 2 (40) 2 (66.7) 6 (28.6)
ET-CTCL 1 (100) 0 1 (20) 0 0 2 (9.5)
HSTCL 0 0 0 0 1 (33.3) 1(4.8)
SPTCL 0 1(14.3) 0 0 0 1(4.8)
ENKTL 0 1(14.3) 1 (20) 0 0 2 (9.5)
MEITL 0 0 1 (20) 1 (20) 0 2 (9.5)
PTCL-NOS & Other* 0 3(42.9) 2 (40) 2 (40) 0 7 (33.3)
Median Prior LoT (range) 8 (8-8) 5 (2-14) 5 (2-7) 3 (2-6) 4 (2-9) 4 (2-14)
Reason for Discontinuation
from Last Therapy, n (%)
Lack of Response 1 (100) 4 (57.1) 1 (20) 2 (40) 2 (66.7) 10 (47.6)
Intolerance 0 0 1 (20) 2 (40) 0 3(14.3)
Prior autologous or 0 1(14.3) 3 (60) 0 0 4(19)

allogeneic HSCT, n(%)

*Other includes malignant cells expressing CD8 or CD56 and at least 1 cytotoxic marker (TIA-1, granzyme B, perforin)
HSCT: hematopoietic stem cell transplant; LoT: line of therapy
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Treatment Emergent AE (%) Treatment Related AE (%)
IRR 39 39
Fatigue 26
Anaemia 24
Nausea 19 11
Pyrexia 17
Headache 15
Lymphocyte # decreased 15
Dizziness 11 Grade
Abdominal pain 11
Blood LDH increased 11 __E:
Sinus tachycardia 11 B =3
Pneumonia 11

 No DLTs were reported during dose escalation and the MTD was not reached

« Infusion-related reactions (IRR) were the most common TEAE
« Majority of IRR events were grade 1-2 and all events were manageable with mitigation strategies

Including standard pre-medications and splitting the initial dose
* Only 2/54 (4%) reported AEs of viral reactivation (< Grade 3). Patients able to continue study treatment

Zain J, lyer S et al. Abstract 980: DR-01 in R/R Cytotoxic Lymphomas
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CR
B PR
B sp

3

2\ NE or Withdrew?*

0.3 1 3 6 10 Total
(N=1) (N=6) (N=4) (N=5) (N=3) (N=19)#

ORR, n (%) 0 4 (67) 1 (25) 2 (40) 9 7 (37) 2
CR 0 3 (50) 0 0 0 3 (16) 1
PR 0 1(17) 1(25) 2 (40) 0 4 (21) §
SD 0 0 1(25) 2(40) 1(33) 4(21) L § 4 B
> I

PD 1(100) 2(33) 2(0) 1(0) 2(67) 842

=0
=

- A S A A
s & & & ¥ & £ €
< « §
N
# One unrelated AE withdrawal and one Pl withdrawal without assessment Q ;SQJ
*Includ t bt < . Q)
ncludes cutaneous subtypes O;SQI Responses by Hlstology

Zain J, lyer S et al. Abstract 980: DR-01 in R/R Cytotoxic Lymphomas
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Emerging themes in T cell Lymphomas

* Immunotherapy: checkpoint blockade and cellular



Role of Tumor microenvironment in

PTCL- ALCL

Endothelial cells

Checkpoint
inhibitors:
Anti-PD1,

IDH2

antiCD47/SIRa

Immune modu

OXPHOS
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Epigenetic Changes
HDAC inhibitors

______'iPBK inhibito

Genomic Copy
Number Changes

e bt Gl v, 7 R ¢

&% PTCLTBX21

-TET2 lITK inhibitors T cDKN2A-TP53
-DNMT3A levic imbibe: PTEN-PI3K
LEa *SYK inhibitor
’ D ad
| ‘ ) //’~\‘ . Y
lator « ™/ , . ) ( ' !
s RHOAG17V - . oo
g IDH2R'72 | pHLppPq £ Gairi | Losses Gains | Losses [VIDMI2
gL POPKT @ BcL11 | LATST e | coenaa Stapled peptide
@ STK11 g ZC3H12D REL | CDKN2A piga pep
§) TsC2 IBTK STAT3 | PTEN
O P53

Tse E and Kwong YL, Seminars in Cancer Biology (2015), 34:46, Mhaidly et al. Oncogenesis ( 2020) 9:73, Crescenzo et al., Cancer Cell, (2015) 27:516.



Pembrolizumab and Romidepsin in MI>Anderson
. aneer Center
r/r PTCL: Study Design Mg CancerHistory
Key Eligibility Criteria ;12::

« Pathologically confirmed T-cell

lymphoma

» Disease status as defined as Cohort Cohort
relapsed after or refractory to at Pembrolizumab 200mg IV D1 and Pembrolizumab 200mg IV D1 and
least one systemic therapy. Romidepsin (14 mg/m21V on Romidepsin (14 mg/m?IV on

Days 1 and 8, of every 21 day
cycle)

Days 1 and 8, of every 21 day
cycle)

* No prior PD1 inhibitors or allogeneic
Stem cell transplantation.

* No discontinuation due to prior R/R CTCL (n=3- R/R PTCL
HDAC inhibitors 6) (n=12)
« ECOGPS <2

Phase I: Escalation Phase Phase II: Expansion Phase

* Response assessed at C4D1, C7D1 and : : _ -
every 3 months and as clinically indicated. Primary end points: Safety, tolerability and ORR

« Assessments per Lugano classification Secondary end points: CRR, PFS, OS and DoR

(Cheson 2014) AEs monitored and graded according to the NCI Common Terminology
* PDL1 by IHC, COO for PTCL Criteria for Adverse Events version 4.0 guidelines
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M N SN o by diagnosis OS by diagnosis

.

Disease status, n (%) Relapse: 7 (18.4
Refractory: 31 (81.6)

—— PTCLnos (E/N=10/13)

—— TH (E/N=4/12) 08 -
PD-L1 by IHC (IQR 0-30, max 95) n=32 08 1 '
<75 16 (50)
>7.5 16 (50) 06 06 A

Probability

Probability

Histologic classification, n (%)
Nodal 29 (76.3) | —
TfH 12 0.4 - 04
PTCL 13 .
ALCL ALK+ 1 ) P-value= 0.0177
0.2 A1 02 -

ALK- 2 , PTCLnos (E/N=7/13)
BIA 1 Povalue= 0.01 —— TH (E/N=2/12)
Cutaneous 4(10.5) 00 . ‘ i . . i . . . on
Extranodal 5(13.2) ’ '
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48

Time (Months) Time (Months)

Best Response by ITT: ORR: 47.3%, CR: 37%

Response

 FY23 proposed correlative studies to identify predictors of response
and resistance

« WES, RNAseq, and in situ CODEX multiplex profiling

« Computational Pathology: machine learning and deep learning
computational pathology tools

Cycle 3 Cycle 6 Best
Response Response Response

mCR WPR mSD

Agbedia et al. ASH 2022, Oral Presentation



Methods

1

Perform WES and RNAseq
of tumor samples at
baseline from PTCL patients
treated with pembro+romi

Nair ... Iyer. ASH 2024, Oral Presentation

2

Design, develop, and optimize a 33-
marker CODEX antibody panel to
profile tumor samples at baseline
from PTCL patients treated with
pembro+romi and identify
biomarkers associated with clinical

outcome

3

To delineate and validate the spatial
attributes that define the TME
components of lymphoma (L), tumor
associated immune cell (TIC) and
tumor associated macrophages
(TAMS) in TCL using spatial point and
computational pathology

CODEX [FFPE and Fresh Frozen (FF) Tissue]

oo
et e e -y

AL ™ L gL
T * ARRLE <+ KLLEL . g¥¥0)

Cyoel  Cye? Crd Ot o e

+ EachAntibody in the pane! is conjugated 10 a Lmique olgonuclectde Barcode

+ The tissue is stained with the entire Antibady panel in a single step,

+ Dunng each magng cycle, 3 Reporters (dye-labeled olgonucieodides) bind to
el complementary Barcodes and gve ot a flucrescence signal excled wih
a ight source,

+ After the one-step staning, the Revealimage-Remove cycle starts




Lymphoma Panel: 33 Markers

Human Human
Markers Human Markers Markers
N Clone N (Immuno- Clone N Clone
(Immuno- oncology) (Immuno-
Oncology) 9 Oncology)
1 BCL-2 AKYP0120 12 CD56 EP2567Y 23 GATA-3 EPR16651
2 CD3e EP449E 13 CD57 HNK-1 or Leu-7 24 GZMA EPR20161
3 CD4 EPR6855 14 CD58 Polyclonal 25 GZMB D6E9W
4 CD8 C8/144B 15 CD68 KP1 26 ICOS SP9s
5 CD11b EP1345Y 16 CD123 9F5 27 Ki-67 B56
6 CD14 EPR3653 17 CD163 AKYP0114 28 MCHII LGII-612.14
7 CD19 D4V4B 18 CD172a 29 PD-1 AKYP0070
8 CD20 L26 19 CXCR3 1C6/CXCR3 30 PD-L1 AKYP0103
9 CD21 EP3093 20 CXCR5 EPR23463-30 31 RORgT Polyclonal
10 CD30 BLROS5F 21 EOMES EPR21950-241 32 TIA-1 EPR22999-80
11 CD47 SP279 22 Foxp3 AKYP0102 33 TIM-3 BLRO33F

46

Nair ... Iyer. ASH 2024, Oral Presentation




Phenotypes

Tells B cells' N

1 [cD3e Total T cells' 32|CD3e_CD8_MCHII IMCHII_CTL 62 |cD15 Total B cells' 9 (D68 Macrophages
2 |CD3e_CD4_ Helper T cells' (Th) 33|CD3e_CD8_PD-1 (CTL antigen-experienced' 62 D20 Total Mature B cells' 96 ICDGS CD163 M2 Macrophages
3 |CD3e CD8_ Cytotoxic T cells' (CTL) 34/CD3e_CDS_PD-LL PD-L1_CTL 64 OIS CO20. Total Mature B cells' 97 D68 PD-LL PD-LL Macrophages
4  |CD3e BCL2 BCL2 Teells' 35(CD3e_CD8_CD47 D47 CTL 65 [cD19 CD47_ €D47 B cells 98 |CD163 PD-L1 PD-L1 M2 Macrophages

— — — — = = - - - 66 |CD20_CD47_ CD47 Mature B cells 99  |CD68_CD11b_ Macrophages
5 CDSe—C[.)S?_ !\IKT :.:ells : : 36|CD3e_CD8_PD-1_PD-L1_ PD-L1_CTL antigen-experienced 67 |cD1s cpss_ D58 B colls 100 |co68_cD14_ Macrophages
6 |CD3e Ki-67_ Proliferating T Cell 37/CD3e_CDA4_RORgT_ Th17 62 |cD20_CD58_ CD58 Mature B cells 101 |CD68_MHCI_ MHCIl_Macrophages
7 CD3e_MCHII_ MCHIIT Cell’ 38|CD3e_CD8_TIA-1_ 'Activated Cytotoxic T cells’ 69 CD19_MCHII_ MHCHl B cells 102 |CD68_CD163 PD-L1_ PD-L1_M2_Macrophages
g  |CD3e CD11b CD11b_Tcells 39/CD3e_CD8 _TIM-3_ mm3_CTL 70 |co1s_cp3o_ CD30 B cells 103 |cD68_CD14_PD-L1_ PD-L1 Macrophages
9 |CD3e_CD58_ CD58 Tecells 40|CD3e_CD8_TIM-3_PD1 TMM3_PD-1_CTL 71 |CD20 MCHII_ MHCII_Mature B cells 104  |CD68_CD11b_PD-L1_ PD-L1_Macrophages
10 |CD3e_CD30_ CD30 Tcells 41|CD3e CD® CD11b CD11b CTL 72  |CD20_CD1lb Total Mature B cells' 105 |CD68_CD1lb_CD14 Macrophages
11 [CD3e_CD47_ CD47 Teells 42|CD3e CD4 CXCR3 CXCR3 Th 73 |CD19_Kie7 Proliferating B cells' 106 |CD68_CD1lb_CD14 PDL1 PD-L1_Macrophages
12 |CD3e_CD4 CD8_ Double_positive T cells' 43|CD2e CD& CXCR3 CXCR2 CTL 74 CD20_Ki67 Proliferating Mature B cells' 107  |[CD172a_CD163 CD172a M2 Macrophages
13 [CD3e_PD1_ T cells antigen-experienced' 44/CD3e_CD4 CXCRS CXCR5_CD4 T cells 75 |CD19_CD20_Ki67 proliferating Mature B cells’ w
14 |CD3e_PD-1_PD-L1_  |PDLL Tcells antigen-experienced' 45(CD3e_CD4 PD-1 1COS_CXCRS [T follicular helper (Tfh) 76 [CD19 CD30_ CD30_Mature B cells :
15 |CD3e_CD4 Foxp3 CXCR3CXCR3 Treg 46/CD3e_CD8_CXCRS CXCRS_CD8 Tcells z e e cells - e E:jz::::::z:::z

cells

16 [(D3e (DA CXCRS_ CXCRS Th . 79 CD21_ Total Follicular dendritic cells 111 [CD123_CD58 Endotelial cells
17  |CD3e_CD4_EOMES_ EOMES_CD4 Teells 47|CD3e_CD56 INKT cells %0 |co cozi Follicular dendriticcells
18 |CD3e CD8 EOMES__ |FOMES CTL 48/CD3e_CD56_CD58 CD58_NKT cells 81 |MHCI_CD19 CD21 Follicular dendritic cells 112 [cD56 CD3eNeg NK cells'
19  |CD3e_CD4 Foxp3_ Regulatory T cells (Treg) 49|CD3e_CD56_CD47 CD47_NKT cells 82 |cD21 CD1lb CD11b_Follicular dendritic cells 113 |cD56_CD3eNeg CDA7 CD47 NK cells
20 |CD3e_CD4_Foxp3_MHCIMCHII_Regulatory T cells (Treg) 50|CD3e_CD56_CD4_ CD4_NKT cells 83 |MHCI_CD21 Follicular dendriticcells 114 |CDS6_CD3eNeg CD4 D4 NK cells
21  |CD3e_CD4_GATA3_ Th2 51|CD3e_CD56_CD8 CD8_NKT cells 24 |cD21 CD11b_MHCII Follicular dendritic cells 115 |cD56_CD3eNeg CD8 CD8_NK cells
22 |CD3e_CD4_PD-1_ Helper T cells antigen-experienced" 52|CD3e_CD56_GZA Ictivated NKT cells' _ 116 |cDS6_CD3eNeg GZA Wctivated NKT cells'
23 |CD3e_CD8_GATA3_ GATA3 CTL 53|CD3e CD56 GZB IActivated NKT cells’ 85 CD11b_ Total Myeloid cells 117  |CD56 CD3eNeg GZB Activated NKT cells'
24 |CD3e_CD4 GZIMA CD4_CytotoxicT cells' 54/CD2e CD56 TIAL IActivated NKT cells' 86 CD11b_Ki67 Proliferating Myeloid cells 118  [CDS6_CD3eNeg TIAL IActivated NKT cells'
25 |CD3e_CDS_GZMA Activated Cytotoxic T cells' 55lcD3e D56 GATAZ INKT?2 87 CD11b_CD172 CD172_Myeloidcells 119 |CDS6_CD3eNeg CDXCR3 Immature NK cells (iNK)
26 |CD3e_CD4 GZMVB (D4 CytotoxicT cells’ 56CD3e_CD56_RORgT NKT17 88 |CD123_MHCI Myeloid dendritic cells [mDC) 120 |CD56_CD3eNeg CD1ib NK cells'
27 |CD3e_CD8_GZMB Activated Cytotoxic T cells’ 57ICD3e_CDS6 Foxp3 NKT-reg S5 __EOIZ COl CD13_Dendritic cells {mOC) 121 (D% cDiehveg (03B CDSE_NK cells
28 |cD3e CD4 PD-11COS__ T follicular helper (TF) =8lcD3e (D36 CXCR3 CXCR3 NKT calls 90 CD123_MHCII_CXCR3 Plasmocytoid dendriticcells (pDC) 122 |CD56_CD3eNeg EOMES EOMES_NK cells

(D4 _PD-11C05_ licular helpe L6 | _ o - 31 |cD123_MHCI_CD172a CD172_DC 123 |CDS6_CD3eNsg CDXCRS CXCRS_NK cells'
29  |CD3e (D4 Ki-67_ Proliferating Th 59CD3e_CD56_GZA_GZB Activated NKT cells 92 |CD123 MHCII_CXCR3_CD172a CD172_DC 124 |CDS6 CD3eNeg GZB CXCRS CXCRS_GranzymeB_NK cells'
30 |CD3e CD8_Ki-67_ Proliferating CTL' 60|CD3e_CD56_EOMES EOMES_NKT cells 93 |cD123_cD4 Plasmocytoid dendritic cells (pDC) 125 |cD56 CD3eNeg CD57 cD57_NK Cells
31 [CD3e_CD4_MCHII_ MCHII _Th 61|CD3e_CD56_Ki67 Proliferating_NKT cells' 94  |cD123_cD4_CDs6 Plasmocytoid dendriticcells (pDC) 126 |CDS6_CD3eNeg Kifi7 'Proliferating_NKT cells'

Nair ... Iyer. ASH 2024, Oral Presentation
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CODEX analysis of the immune landscape in NS AT e
responders versus non-responders.

ancer Center

Making Cancer History”

Responder Total Significant

= nonresponder Cell Type Trend Description
Cose+kro7+ yp Markers Markers B

MHCII+CD21

— - CD3e

- CD3e+CD4+GATA3+
- CD19+CD20+
CD3e+CDAT+
CD3e+CDE+TIA L+ ‘ ( %) @
6000
CD3e+CDA+Foxp3+ . T cells 46 15 (32.6%
5000

CD3e+CD8+Ki-67+

Higher in
responders

CD3e+CD56+CD8+ - 4000

CD3e+CD4+PD-1+ICOS+ - 3000
CD19+CD58+ - 2000
CD3e+CD11lb

CD123+MHCI+CD172a -:mou O NKT Ce"s 13 6 (46-2%) @

CD3e+PD-1+PD-L1+

Higher in
responders

0

Cluster
CD3e+CD56+Ki67+
CD21+CD11b+MHCII+
CD3e+CD56+GZA+GZB+

|| CD3e+CDB+CD11b B Ce”s 24 8 (333%) @

CD123+MHCII+CXCR3

No significant
difference

CD19+CD30+.1
CD3e+CD30+
CD3e+CD8+PD-1+

CD3e+CD8+CD47+

. Higher in non-
S @ Myeloid cells 9 5 (55.6%) ©)
e responders
CD3e+CD8+MCHII+
CD3e+CDA+Ki-67+
CD68
: E— Higher in non-
g 3 3 3 3 H Macrophages 12 8 (66.7%) ®
H H H H H H responders
100 - - Response-Cluster - — Cluster Type Cluster ID  Diagnostic Subtypes
—_— N B Non-responder 0 EATL Endothelial No significant
. e 3 1 (33.3%
5 & Non-responder 1 PTCL, PTCL2 cells ( ) @ difference
2 o Responder 0 AITLA, TFhS
Responder 1 AITL3, AITL6, AITL7
= - - - - Non-responder 2 AITL2
o _ | i _ . Responder 2 AITL1
Cluster 0 Cluster 1 Cluster 1 Cluster 2 Cluster 2 Cluster 0
T cells m Myeloid cells

49
M Endothelial cells Nair....Iyer. ASH 2024, Oral Presentation
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Choosing the right targets: expression of CD

markers on T lineage and mature T af} cells

T cell T cell
) Pre T-ALL ~ lymphomasand ~ _ lymphomas
) ] ) leukemias S ]
Stem Cell proT pre T immature T mature T mature T
Or post thymic After antigen exposure
CD5 |
|| I L _>
Ch7 CD1a ~Fratricide
CD4
CD8
CD37 ¢+
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CRISPR/Cas9 Allows for Precise
Genome Editing

Gene Editing approaches for CAR-T

DNA Double Strand Breaks Can Be Repaired Via Two Paths

Initial Allogeneic CAR-T
Candidate — CTX110

NHEJ HDR
RNA
. S HHHH T T
Anti-C kel tabalabelobelalbbalel,  shabaladellallolelel
CAR
MHC | TCR II II II II II II II II II II II II II IIII II II II II II II II II II II II II II II II II II II II II II II II II II II II II II II II IIII II II II 'I
disvaptcn i, RN » Histuption Gene disruption by small Gene correction or insertion
Golet 2 insertions or deletions by assisted recombination
* The CRISPR/Cas9 complex is composed of a single Rapid repair of DNA

High fidelity, insertion-

guide RNA (sgRNA) and the Cas9 endonuclease disrupts genes based DSB repair

* The sgRNA binds to a specific sequence of DNA

® (Cas9 then creates a double strand DNA (DSB)
break at that precise sequence

X

DO

B2M locus

CAR insertion
[ DOXT

............ TRAC locus

NHEJ: non-homologous end joining
HDR: homology directed recombination

Multiplex editing in one step

Iyer S, et al. Lancet Oncology November 2024
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Baseline characteristics

Baseline characteristics
Dose level 1 Dose level 2 Dose level 3 Dose level 4 All

(n=4) (n=4) (n=5) (n=26) (n=39)

Age (years)

Median 58.0 66.0 67.0 60.5 63.0

(1QR) (48.0-64.0) (52.0-69.0) (65.0-72.0) (47.0-68.0) (47.0-68.0)
I 3 (75.0) 2(50.0) 2 (40.0) 11 (42.3) 18 (46.2)
T 1 (25.0) 2 (50.0) 3 (60.0) 15 (57.7) 21 (53.8)
T 3 (75.0) 2 (50.0) 4 (80.0) 15 (57.7) 24 (61.5)
0 1(25.0) 1(20.0) 6(23.1) 8 (20.5)
| Asian 0 0 3(11.5) 3(7.7)
| Other 0 0 1(3.8) 1(2.6)
BT 1 (25.0) 0 0 1(3.8) 2 (5.1)
0 1(25.0) 0 0 1(2.6)
Type of Lymphoma
2 (50.0) 1(25.0) 2 (40.0) 17 (65.4) 22 (56.4)
1(25.0) 0 0 7 (26.9) 8 (20.5)
0 0 0 1(3.8) 1(2.6)
1(25.0) 1(25.0) 1(20.0) 6(23.1) 9(23.1)
0 0 1(20.0) 3(11.5) 4(10.3)
T 2 (50.0) 3(75.0) 3 (60.0) 9 (34.6) 17 (43.6)

Large cell transformation 1(50.0)

Type of Prior Anticancer Therapies

Systemic Therapy 4 (100)
Stem Cell Transplant 1(25.0)

3(100)

4 (100)
0

2 (66.7)

5 (100)
1(20.0)

5 (55.6)

26 (100)
6(23.1)

11 (64.7)

39 (100)
8 (20.5)

Number of prior lines of systemic therapy

| Median(iQR)  EJER)

6(5,7)

5 (3, 6)

4(2,5)

4(2,6)

lyer S, et al. Lancet Oncology November 2024
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1009 @2 111
80 ~
60 -
s
Q 404
£
A Compartment
a8 >
2 B B s
o
& o I | i Lymph nod
() 55 ymp es
o —20 -19.2 Blood
S -245 25 B2 252 ‘ &
= 317 an
o~ —40+ -372 ‘
411 .13
442 a4
-509
569 ‘ -54.1
—60 802
— 575
714 " -5
—80
=21
018 -90.4 3
o s 564
-100 - -88.7 _100 -100 -100
T T L] L] T T T L] L] T L] L] L] L] T
c4 cs c7 cia c3 ci1 cis ci12 c1 ci6 cs ci7 co c2 c1o c6
MF DL2 MF DL2 MF DL4 MF DL4 MF DL2 MF DL4 SS D3 MF DL4 MF DL1/DL2 SS DL3 MF DL4 SS DL MF DL4 MF DL1 MF DL4 MF DL3
PD PD sD sSD sD sSD sSD sD sSD sSD PR PR PR PR CR CR

Subject/Indication/Part Dose Level/BOR
Parameters used for blood compartment assessment: absolute counts (C9, C15, C16, C17).

lyer S, et al. Lancet Oncology November 2024
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Global
Response
Score

Response in | Response in |Responsein |Response in
Skin Nodes Blood Viscera

Definition Nodes/Blood/viscera

Complete disappearance of C3 SD SD NE NE SD
CR all clinical evidence of CR All categories have CR/NI

disease C4 PD PD NE PD PD
PR Regression of measurable R All categories do not have a CR/NI and no category has| (C§ PD PD NE NE PD

disease aPD

Cé CR CR NE NE CR

No category has a PD, if any . .

PR e T st e, R No category has a PD and if any category involved at c7 SD CR NE NE SD

at least one has a CR or PR baseline, at least one has a CR or PR

Cc8 PR PR NE NE PR
SO fepresematie of sl s o e ey sndnossisgonyiese | €9 PR CR PR NE PR
PD Progressive disease PD PD in any category C10 CR CR NE NE CR
Relapse oo RO OTASEEIN pelapse  Relapse in any category c11 SD PR NE NE SD
C12 SD SD NE NE SD
C13 PR NE NE NE PR
Ci4 SD SD NE NE SD
C15 SD SD SD NE SD
C16 SD PR PR NE SD
C17 PR NE PR NE PR

OlsenE, et al. JCO May 2011
lyer S, et al. Lancet Oncology November 2024
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C2

C3

C4

C6
C7
MF
Cc8
C9
C10

Ci1

.I
I ’
-/

>/

C12

C13
I Complete Response . Partial Response
B stable Disease I Progressive Disease

— C14
— C15
SS C16

CTX130 Reinfusion < Anticancer Therapy
© Stem Cell Transplant X Death

— C17

0 2 4 6 8 10 12 14 16 18 20 22 24 26

Time since First CTX130 Infusion (months) [Participants initially treated at DL1 or DL2 are labeled in orange.]
lyer S, et al. Lancet Oncology November 2024



THE UNIVERSITY OF TEXAS

CTX-130 Allo-CD70 CAR-T-MF with MD Anderson

ancer Center

L ( : I Making Cancer History”

Before CTX-130 Jan 4 Before CTX-130 Jan 23, 2022 Day 18 CTX-130 Feb 11, 2022 Day 28 CTX-130 Feb 21, 2022
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CTX131 Incorporates Novel Potency Edits
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Next-generation CRISPR gene-edited allogeneic CAR T chassis:

MHC | KO: Improve
persistence in the
allogeneic setting and
avoid need for more
toxic lymphodepletion

TGFBR2 KO: Reduce
tumor microenvironment
inhibition of multiple CAR
T cell functions

'.TGFBF?Z CAR
disruption

VIHC | TCR

disruption

;o Regnase-1
disruption

eeevea,
::.ooo-,.’o

CAR insertion
DOXT

(L TRAC locus

/TN
04T

TGFBR2 locus

Regnase-1
locus

CTX131 incorporates a Cb70-targeted CAR and knock-out of CD70

TCR KO: Prevent GvHD

Regnase-1 KO: Increase
functional persistence,
cytokine secretion and

sensitivity, and effector
function

CAR KI: Site-specific
insertion into TRAC locus
without using lentivirus




Anti-CD5 CAR-T without fratricide and with MD Anderson
. CanecerCenter
persistence
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EX-vIVvO expansion

1%x105
E
O 1x104
&
>
-
—1%103
(¢b]
Q
T ) -o- Ctrl CAR
él"lo = CD5 CAR

1%x100° 1 T T T
0 10 20 30 40

Days post-transduction
Mamonkin. Rouce et al. Blood. 2015:126(8):983-92: Cancer Immunol Res. 2018:6(1):47-58
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CD5 protein is internalized and degraded in MD Anderson
CAR T-cells, enabling expansion
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Continuous degradation

CAR T-cell CD5 expression

and expansion of the CD5 protein

— CD5 —
Ctrl CD5 CAR
- CD5
Neg Ctrl CD5
CD5CART Ctrl T prOtEin
cells ™S wmsss GAPDH
Ctrl T
0 ¢ 100 10t 00
CD5 o
1.5+
1106 c
Ke]
h1x10 CD5 g i
élxw CART CD5 g_ 1.0
E o mRNA &
T;1x102 ~ Ctrl CAR cells 2 0.59
° - CD5CAR =
1x10* Z slice E
1x10%+ 00‘

0 10 20 30 40
Days post-transduction

NT CD5 CAR

Ma et al., Cell Rep Med 2024
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CDS5 CAR-T demonstrated significant responses in T-cell MD Anderson
Lymphoma Responses associated with shortened Ga-nee;Ce@nter
manufacturin Siing Tancer Fton

Pre-CD5 CART E— CR at 4 weeks
Best Clinical

Disease Type DoselLevel CRS ICANS Mfg Process
Response

Original manufacturing (44% ORR)

R
63 F Sezary DL1 - - PD Standard ,_M; . ” ’ i
@ '
70M AITL DL1 - - CR Short s s
W B ¢ 000 Sv-be
63 F AITL DL2 1 - Short
67 F PTCL DL2 - - PD Short
%
71M PTCL DL2 2 2 Short B 1x10° Shortened mfg 510°7 :
2 1x10° Standard mfg 3%105—
48 M PTCL DL2 1 = PD Standard § 1x10% g
0 2 1105 L
g 1x10° S sx104
29F CTCL DL3 - - PD Standard @ , g
g 110 ®  3x10%-
o 1
1x10
63 M PTCL DL3 - - SD Short . 1x1044
1x10° T T T T T T I T T
49 F ATLL DL3 1 ) Short 3h 1w 2w 3w 4w 6w 8w 3m 6m 9m Std  Short

Followup Time

CR = Complete Response PR = Partial Response  SD = Stable Disease PD = Progressive Disease

60
Hill, L. C., et al. (2023). Blood. https://doi.org/10.1182/blood.2023022204
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Emerging themes in T cell Lymphomas

e Pan SIRP inhibitor for LA-HLH
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sHLH: A Rare, Severe Hyperinflammatory Condition MD Anderson
With No Approved Therapies —eneer Center

Making Cancer History”

. hyperactivation of CD8+ T lymphocytes and macrophages;
. proliferation, ectopic migration, and infiltration into various organs;
. hypercytokinemia with elevated levels of various cytokines, resulting in progressive organ dysfunction

Overall survival in Lymphoma-associated mHLH
patients from the time of diagnosis?

Triggered by malignancy, infection, autoimmune M
disease, or immunotherapy/CAR-T f__& 0.8 4 i
. . . . Tg h B cell lymphomas, blue line
Characterized by a failure to terminate activated CD8* S 0.6 - e ] |
T cells = uncontrolled proliferation and activation of g e
immune cells = massive cytokine storm z%1 . . ToSeeemsemsgoooooos g
E ks " -
. . o o224 mmmmmmmmemeee hamnannn L e eememe—soeoem
Malignancy associated HLH (mHLH) has the = NK/T cell lymphomas, red dotted line
worst prognOS|S = - 12 months pSu 19% (95% Cl 9-31%) b 43
~50% mortality at 2 months? R S S

Months after diagnosis of HLH

~20-30% inpatient mortality?

1L ofstedt A, Jadersten M, Meeths M, Henter J-1. Malignancy-associated hemophagocytic lymphohistiocytosis in Sweden: incidence, clinical characteristics, and survival. Blood 2024;143(3):233-42
2Abdelhay A, Mahmoud AA, Al Ali O, Hashem A, Orakzai A, Jamshed S. Epidemiology, characteristics, and outcomes of adult haemophagocytic lymphohistiocytosis in the USA, 2006-19: a national, retrospective cohort study. eClinicalMedicine 2023;62:102143.

%2 Maiti A....lyer S, ASH 2024
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Targeting SIRPa/b/g

Hypothesis: Targeted depletion of multiple pathogenic immune cells may rapidly control
the cytokine storm in sHLH

ELAO026 is a fully human IgG1 monoclonal antibody targeting SIRPo/3 on myeloid cells and SIRPy on
T lymphocytes

Mediates ADCC and ADCP in vitro, with potent depletion of myeloid cells and T lymphocytes
demonstrated in non-human primates

T Lymphocyte Dendritic Cell/APC Monocyte Macrophage
N\ -
/>\\ ” =7 //
SIRPB /f SIRPB

SIRPy

Maiti A....lyer S, ASH 2024
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Phase 1b: Evaluate Safety and Efficacy of ELA026 in D Andereon
Secondary HLH Geaneer Center

Making Cancer History”

Screening (1 Week) Treatment Window (Up to 12 Weeks) ® Follow-Up
D1 D15 D29 D56 D84 )
Response Assessment ] ] ° e Optlon_al Treatment
Exploratory Biomarkers eesscesose ° . . ° ° Extension (Cohort 3)
Key Eligibility Cohort 1 Cohort 2 Cohort 3
Diagnosis of SHLH by HLH- Frontline settings
2004 (any trigger) Population TN or RIR TN or R/IR (TN or <1 week of
Exclude primary HLH N=6 N=6 HLH-dlrEIct:e%herapy)
No anti-HLH-directed
therapies, except Dosing Daily Dose Escalation Fixed Dose Fixed Dose
dexamethasone 0.1to 3.0 mg/kg 1.0 mg/kg weekly 0.5 mg/kg twice weekly
Within 100 days of allogenic
stem cell transplant
Objectives Safety, Efficacy, and RP3D

ClinicalTrials.gov ID: NCT05416307; EudraCT Number: 2021-001387-20; sHLH: secondary hemophagocytic lymphohistiocytosis. RP3D: recommended phase 3 dose. R/R: Relapse/Refractory. TN: Treatment-Naive

Maiti A....lyer S, ASH 2024



Baseline Characteristics of mHLH Patients MDD Anderson
Treated in Frontline Settings -ancer Center
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[\ 12
Age, median (range) 47 (21, 78)
Female, N (%) 4 (33)
Days from mHLH diagnosis to first dose of ELA026, median (range) 4 (0, 14)
Malignancy Trigger, N (%)
T cell lymphoma 7 (58)
B cell lymphoma 2(17)
Hodgkin lymphoma 1(8)
Leukemia 2(17)
Malignancy Status, N (%)
Relapse/refractory 5(42)
Newly diagnosed 7 (58)
Diagnostic and Prognostic Indicators at Baseline or Screening
Ferritin, ng/mL, median (range) 3999 (1383, 74164)
sCD25%, pg/mL, median (range) 9239 (2356, 142612)
OHI index (+/+)2, N (%) 50f12(42)
LDH, U/L, median (range) 385 (198, 16840)
Platelets, G/L, median (range) 33 (2, 105)
CRP, mg/L, median (range) 9(3,387)

Maiti A....lyer S, ASH 2024
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Most Frequent Adverse Events, All Dosed MD Anderson
anecerCenler

Pat i e nt S’ N — 2 2 Making Cancer History”

All events Related events

All events Related events

Adverse event Grade Grade Adverse event Grade Grade

n (%) n (%) n (%) n (%)

1/2 3/4 5 1/2 3/4 5 1/2 3/4 1/2 3/4 5

Hypot.enS|on 9 (41) ! 2 0 20 2 0 0 Alanine aminotransferase increased | 4 (18) 3 1 0 0 0 0 0
Pyrexia 9(41) 6 3 0 2(9) 2 0 0
Hyperkalaemia 8(3) 8 0 ©0 0 0 o0 0 Arthralgia 4(18) 2 2 0 0 0 0 0
Sepsis 8 (36) 0 6 2 0 0 0 0 Elood aII;aIme phosphatase 4(18) 5 5 0 0 0 0 0
Dyspnoea 732) 6 1 0| 1(6) 1 0 0 Increase
Epistaxis 6 (27) 4 2 0 0 0 0 0 Blood bilirubin increased 4 (18) 2 2 0 0 0 0 0
Hypoalbuminaemia 627) 6 0 0| O 0 0 O Constipation 4(18) 4 0 0} 0 0 0 0
Peripheral swelli 627) 6 0 0| 0O 0 0 O couch e

eripheral swe Ir?g &) Diarrhoea 4 (18) 3 1 0 1(5) 1 0 0
Thromt?ocytopenla 627 O 6 0 2 (9) 0 2 0 Hyperglycemia 4(18) 3 1 0 0 0 0 0
Abdominal pain 523) 4 1 0 0 0 0 0 Hyperhidrosis 4 (18) 4 0 0 0 0 0 0
Chills 5(23) S 0 0 2(9) 2 0 0 Hypomagnesaemia 4 (18) 4 0 0 0 0 0 0
Febrile neutropenia 5(3 0 5 O 0 0 O 0 Infusion related reaction 4(18) 1 3 0 | 2(9 0 2 0
Hyperphosphataemia 5 (23 5 0 0 0 0 0 0 ' i

YPErpnosp . (23) Multiple organ dysfunction 4(18) 0 5 5 0 0 0 0
Hyponatraemia 5(23) 4 1 0 0 0 0 0 syndrome
Hypophosphataemia 5123) 5 0 0 0 0 0 0 Pain in extremity 4 (18) 1 3 0 0 0 0 0
Neutropenia 5(23) 0 5 0 2(9) 0 2 0 Stomatitis 4 (18) 3 1 0 0 0 0 0
Pneumonia 5 (23) 0 5 0 0 0 0 0 Tachypnoea 4(18) 4 0 0 0 0 0 0

Maiti A....lyer S, ASH 2024
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High Response Rate by Week 4 in mHLH MD Anderson

Treated in Frontline Settings Mg Cancr History

R Criteri Patient Patient Patient Patient Patient Patient Patient Patient Patient Patient Patient Patient
esponse Lriteria ) 3 5 8 13 15 16 17 19 20 21 22
1 (0]

. Afebrile?
2. Normal spleen? (o) (0 (0 (0 o (0
3. ANC and platelet criteria met? (0] (o) (o) (o) (o) (o) (o) (o) (o) (o)
4. Ferritin criterion met? (0 o o o (0 o (0

5. D-dimer and/or fibrinogen criteria met?
6. Normal neuro exam and CSF?
7. No sustained worsening of sCD25? (0]
Overall response PR PR PR PR PR PR mCR PR PR mCR PR PR

Criterion met O At least 50% improvement O Criterion not met [blank] Missing data or not interpretable

Modified HLH-2004 response criteria adapted from (Locatelli 2020): Complete response (CR): Criteria 1-7 met; Modified CR (mCR): Criteria 1, 4, 5, 6, 7 met; Partial response (PR): Any 3 criteria met; HLH
improvement (HI): 250% change or improvement from baseline in 23 criteria; Overall response is HI or better, without progression of any other clinical or laboratory data. No response (NR): Not meeting CR,
MCR, PR or HI; ANC: absolute neutrophil count; CSF: cerebral spinal fluid; sCD25: soluble CD25.

Maiti A....lyer S, ASH 2024
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Maximum Biomarker Reduction by Week 4 in mHLH Treated

sCD25
= 1004 100 100-
>
~  50- 50 50-
qJ n
= 0= 0 0
3 -0 |_| 104 01
I
L 20 -20 -20
e
O .30 -30- -30-
=
c . 40 .
5 -40 40
- |1 S < - - b ] b -50- s04-4 - ST B
> —
T 60 -60- -60-
£ -70] S .- 70 704
g 80 80- 80- o — =
X -0 = 90- 90-
E '100 T T T T T T T T T T - ‘100 T T T T T T T T L T T T '100 T T T f T T T T T T
1 17 13 8 5 22 21 20 16 2 3 19 5 17 13 8 5 22 21 20 16 2 3 19 15 17 13 8 5 22 21 20 16 2
Patient number Patient number Patient number

Median change:

All patients experienced one or more biomarker reductions of >50%

Maiti A....lyer S, ASH 2024



THE UNIVERSITY OF TEXAS

MD Anderson
ancerCenter

ELAO26 in Frontline Settings: Miaking Cancer Hison

At 2 months, 92% survival with ELA026 vs. ~50% survival with
Patient available therapiesl Median Survival Has Not Been Reached

Improved Survival in mHLH Treated with

Best Response

| |
R/R DLBCL 17 : : by Week 4*:
| |
R/R PTCL-NOS 8 | | CR
R/R AITL 16 | : | mCR
B-cell L h : : PR
-cell Lymphoma
ymp 2z | | = Not evaluable
Gamma/Delta T-cell Lymphoma 15 3 : :
| | .
Cutaneous T-cell Lymphoma 21 i I Status:
: : - Diagnosis Time
PTCL-NOS 20 I I Before Study
| | .
AML 19 > ! ! > Alive
| | ® Hospital
R/R NK Cell Leukemia/Lymphoma13 | : Discharge
1 | :
Withdrew from
RIR PTCL-NOS 2 . : $3 Study (discharge
Hodgkin Lymphoma 3 . status unknown)
Tell ALL z —
L 1 | | | 1 | 1 | I | 1 | 1 | L} 1 L L] i ; 1
-14 -7 0 7 14 21 28 35 42 49 56 63 70 77 8 91 98 105 112 140 365+
1t 1 1 1
Study Day 1 Week 4 EOT EOS Long-term Survival

*Using modified HLH-2004 response criteria adapted from (Locatelli 2020)

DLBCL: diffuse large B-cell lymphoma; AITL: angioimmunoblastic T-cell ymphoma; PTCL-NOS: peripheral T-cell ymphoma, not otherwise specified; NK: natural killer; ALL: acute lymphoblastic leukemia; AML: acute myeloid leukemia; CR: complete
response; mCR: modified complete response; PR: partial response; HI: HLH improvement; OS: overall survival; EOT: end of treatment; EOS: end of study.

1L ofstedt A, Jadersten M, Meeths M, Henter J-1. Malignancy-associated hemophagocytic lymphohistiocytosis in Sweden: incidence, clinical characteristics, and survival. Blood 2024;143(3):233-42

Maiti A....lyer S, ASH 2024
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Emerging themes in T cell Lymphomas

* Epigenetic targeting of Tth

» Targeting dysregulated pathways: JAK/STAT, PI3K, EZH1/2, ITK
* Targeting cytotoxic, gamma-delta and NK subtypes

* Immunotherapy: checkpoint blockade and cellular

* Pan SIRP inhibitor for LA-HLH
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Conclusions: Treatment Landscape

FDA-Approved Agents
*Brentuximab vedotin (CD30+ disease): Superior efficacy (13+ months PFS, 69% RR)
*Other approved agents with modest efficacy:
* Romidepsin (4 months PFS, 25% RR)- off market
* Pralatrexate (3.5 months PFS, 29% RR)
* Belinostat (1.6 months PFS, 26% RR)
Phase lll Study Agents: Promising Alternatives
*All exceed 4-month PFS threshold with improved response rates:
* Duvelisib: 3.4 months, 48.5% RR
* Valemetostat: 5.4 months PFS, 43.7% RR
e Linperlisib: 5.5 months PFS, 45% RR
e Azacytidine: 5.2 months PFS, 48% RR
* Golidocitinib: 5.6 months PFS, 44% RR
* Soquelitinib: 5.5 months PFS, 40% RR
Cellular Therapy: Allo-CAR-T anti CD70-52% RR and Auto-CAR-T CD5
Combinations: Romidepsin+Duvelisib, Romidepsin+ Aza
*Off-protocol: Ruxolitinib (3 months, 25% RR)
*Conventional: chemotherapy (2.8 months, 43.2% RR)
New agents demonstrate 30-40% longer PFS and ~70% higher response rates compared to most approved agents (except
Brentuximab)



Therapeutic Matching based on Cell of origin (COO) and Tumor

microenvironment (TME)
Parent COO TME and Cytokines Morphologic Diagnosis Treatment Options

N HDAC
( PD1 CD8 T cell/CD68 | | Angioimmunoblastic T DLl i D
histiocyte cell lymphoma S
\ /IL-21 J / Ruxolutinib
p . PD1/PDLA1
PD1T cell Anti-CD47
Peripheral T cell —
IL-4 PI3K y& inhibitors*
IL-13 lymphoma-GATA3 Anti-PD1/PDL1
\. J ..
Ruxolutinib
4 \ EZH1/2

CD68 histiocyte/ IFNY ()  prepTBX21 N Fiskyo innibitors*
L ) L ) CD70 CAR-T

(PD1+ T cell/Eosinophil ) CD30/CD16
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IL-35 TGF-B ) | leukemia/lymphoma | CD%"ngT
( NKecells/IL-10 ) [ ENKTL - :
) — egasparaginase
> IL-35 EATL Ruxolutinib
*GATA3+ L TGF-B ) L yOMTCL Anti-PD1/PDL1

Modified from Marchi, E. and O’Connor, O.A. 2020 CA A Cancer J Clin, 70: 47-70. Vega F, EXABS-TCL-052.2020
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