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PTCL: From empirical chemotherapy to MD Anderson
—arreer Center

biological precision Making Cancer History

THE PROBLEM: THE LIMITATIONS OF "SHOOT AND ASK' CHEMOTHERAPY

THE SOLUTION: PRECISION SUBTYPING AND TARGETED IMMUNOTHERAPY

@ PTCL-GATA3 P <1VEAR
MEDIAN OVERALL
GATA3 / TH2 L4, IL6) SURVIVAL

@ PTCL-TBX21 Q > 2 YEARS
MOLECULAR SUBTYPING MEDIAN OVERALL
CHEMO-RESISTANCE IS GUIDES STRATEGY TERE1/ATHT O ) SURATARL

THE DOMINANT THEME
Many PTCL subtypes are inherently resistant to standard EXPLOITING MOLECULAR VULNERABILITIES

CHOP chemotherapy, leading to poor survival.

7% . : ‘ﬁ HDAC
Identifying gene signatures INHIBITORS
T(I?I-/I\Tﬁgnv:t' T?s(zlzagi?:(tjs 1  DNMT3A 7 Mutations like DNMT3A
spEeciﬁc t)r'\%rapzutic . MUTATION while chemoresistant, ;
0 32% FIVE-YEAR OVERALL SURVIVAL sy \‘/‘ show high sensitivity to
3 2 /0 PTCL-NOS and AITL subtypes show significantly lower targeted HDAC inhibitors.
survival rates compared to B-cell lymphomas. |

4 ' P THE FAILURE OF UNIVERSAL ‘CHOP’

\ w
THE NEW ERA OF (T

IMMUNOTHERAPY CAR-T MONOCLONAL  PI3K/JAK
(ANTI-CD5) ANTIBODIES  INHIBITORS

Moving toward CAR-T, monoclonal antibodies, and
PI3K/JAK inhibitors for relapsed cases.

Empirical chemotherapy lacks a standard successful
therapy for the mature T-cell lymphoma group.



THE UNIVERSITY OF TEXAS

MD Anderson
—arnecer Center

Making Cancer History”

PTCL Treatment Challenge Overview

|

]

Clinical Challenge

Complex biological heterogeneity creates diagnostic and treatment )
selection difficulties

Treatment Gap

Major subtypes demonstrate significant chemoresistance
requiring innovative therapeutic strategies

Current Limitations
Standard chemotherapy yields poor results with only 32% five-

year survival

s

~ Disease Definition
\‘ Heterogeneous group of aggressive mature post-thymic T/NK-

cell neoplasms requiring personalized treatment a

*
a1
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Advances in T cell Lymphoma: From
“shoot first” to Precision targeting

The Historical Standard
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The Targeted Era

ASK QUESTIONS |
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Patients With Rela ps_ed or Refractory [_)lsease Have Y erson
an Especially Poor Prognosis Making Cancer History

N 2"d PFS (median, 3.7 months) of
patients treated with chemotherapy
(n = 89) with R'R PTCL

2"d PFS = 3.7 months

o
o

(proportion]
o
0]

o
N

Progression-Free Survival 3
o
N

Time (years)
B .

. h OS (median, 6.5 months)
= P after first relapse or
= " progression of PTCL.
=~ e Overall Survival from

] - — 2"d Relapse = 6.5 months

Time (years)

Mak et al. 2013
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FFS3

PTCL-NOS, AITL: 321 pts (180 PTCL-NOS, 141 AITL) = Failure~free survival for PTCL-NOS
PFS1: PFS to front-line therapy ) | eest | res2 | rss
PFS2: PFS to 1t salvage ey | e | 28 | =
PFS3: PFS to 2nd salvage N—

Probability
0.50

Med OS1, OS2 and OS3 were 47.7, 15.1 and 8.1 mo.

0.25

Pralatrexate or Romidepsin at 1st or 2nd salvage TX

were not associated with longer PFS2 or PFS3. g e
Repsonse by Line of Treatment 0 I é :‘; ;
PFS1 PFSZ PFS3 5 Failure—free survival for AITL
| Frs1 | Frs2 | Frss
All 10.3 4.1 25 " Median (months) | 65 | 29 | 23
. - FFSI
: PTCL 84 31 25 : —
] 8-
AITL 13.1 10.9 24 «
Results: Med Mo 3
ine § J
Line of Treatment ('] 1 2 ;‘; .‘1

Chihara D, et al. Br J Haematol. 2017
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Pralatrexate and .Belinostat: Primary Efficacy MD Anderson
Data Supporting Accelerated Approval Nking Cancr iory

PROPEL Study BELIEF Study

Pralatrexate? Belinostat?
N =109 N=120

Overall response rate (ORR), n (%) 32 (29%) 31 (26%)

Best overall response

Complete response (CR) 11 (10%) 13 (11%)

Complete response unconfirmed (CRu)* 1(1%) -

Partial response (PR) 20 (18%) 18 (15%)
Duration of response, median (95% Cl) 10.1 months (3.4—NE) 13.6 months (4.5-29.4)
Progression-free survival (PFS), median (95% Cl) 3.5 months (1.7-4.8) 1.6 (1.4-2.7)
Overall survival (0S), median (95% Cl) 14.5 months (10.6-22.5) 7.9 (6.1-13.9)

1. O’Connor, 2011; 2. O’Connor, 2015
*CRu is a category between CR and PR (ie, does not strictly match either CR or PR); a CRu does not indicate a short-lasting CR
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CD30 as the predictive marker in TCL

CD30+ Histologies: ‘
PTCL NOS ".5f e P IR

AITL (?) =
ALK- ALCL 5580 response
ALK + ALCL ™ #9F ¥ response or PD

|

Salvage therapy/
Clinical trials

/ 2

No
response —

response
PTCL Histologies: -/ or PD
PTCL-NOS
AITL (?)
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« HOW CAN WE HARNESS THE ADVANCES IN BIOLOGY?




Gene expression sighatures delineate biological and NS AT e on
prognostic subgroups in peripheral T-cell ymphoma ‘aneer Center
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__ TBX21

| AL GATA
G 3 TBX21 Phenotype

Pan B-cell

Pan T'Ce" Th1 IFNy signaling through NF-kB

Plasma Ce" pathway with median survival
ATA3 exceeding two years

Unclass.

0 1 2 3 Rl S 6 7 8 9 10 11 12
Time (years)

Therapeutic

Implications

Distinct signaling pathways
suggest different targeted therapy
approaches for subtypes

mm TBX21

339, 28% 49% GATA3 Phenotype Survival Difference

Th2 IL4/IL5 signaling via PI3K-
mTOR/MYC pathway with poor one-
year survival

Igbal et al. Blood 2014; 123;2915-23
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Clinical Diagnostic Algorithm Development

CXCR3 Marker CCR4 Confirmation
Secondary CXCR3 positivity (>20%) CCR4 positivity (250%) provides
supports TBX21 subtype when TBX21 additional GATA3 subtype
negative confirmation when needed

TBX21 Identification GATA3 Classification Diagnostic Flow
Positive TBX21 immunohistochemistry GATA3 immunohistochemistry (=50%) Sequential algorithm enables
(220%) confirms TBX21 subtype identifies GATA3 subtype in systematic subtype classification for

classification appropriate cases treatment selection
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Therapeutic Options Beyond Chemotherapy: MD Anderson
disrupting dysregulated pathways GancerCenter

= —O

| PI3K '
Eé; ”” \ JAKISTAT\
Anti-CD5 CAR-T and anti-CD70 & J .,ro
TRBC1 . -
Monoclonal mAbs/ADCs Kinase Inhibitors

Valemetostat, crizotinib, Alectinib and
PI13K inhibitors (Duvelisib, Linperlisib,
Tenalisib), JAK inhibitors (Ruxolitinib,
Golidocitinib), Soquelitinib

Brentuximab vedotin and

mogamulizumab provide targeted
antibody-drug conjugate therapy.
Anti-PD1

Epigenetic modulators

Romidepsin, belinostat, and
chidamide and Azacytidine target
epigenetic dysregulation
mechanisms tumors

Immunomodulatory

Lenalidomide, Golcadamide,
provide alternative mechanism for
immune system activation against
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Single-Agent PTCL Treatments MD Anderson
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Single Agent Therapeutic Class ORR (%) CRR (%) Reference Year
SGN-30 Monoclonal antibody 17 5 Forero-Torres et al., 2009 2009
Romidepsin HDAC inhibitor 25 15 Piekarz et al., 2011; Coiffier et al., 2012 2011
Pralatrexate Anti-metabolite 29 11 O'Connor et al., 2011 2011
Lenalidomide Immunomodulatory 22 8 Morschhauser et al., 2013; Toumishey et al., 2015 2013
Mogamulizumab Monoclonal antibody 34 17 Ogura et al., 2014; Ishitsuka et al., 2024 2014
Brentuximab vedotin (BV) Monoclonal antibody 86 66 Pro et al., 2017; Horwitz et al., 2014 2014
Belinostat HDAC inhibitor 26 11 O’Connor et al., 2015 2015
Chidamide HDAC inhibitor 28 14 Shi et al., 2015 2015
Alisertib Aurora kinase inhibitor 33 18 O'Connor et al., 2019 2019
Cyclosporine Immunosuppressive agent 86 45 Omoto et al., 2019 2019
Crizotinib ALK inhibitor 83 58 Bossi et al., 2020 2020
Alectinib ALK inhibitor 80 60 Fukano et al., 2020 2020
Tenalisib PI13K &/y inhibitor 45 8 Huen..lyer et al., 2020 2020
Ruxolitinib JAK 1/2 inhibitor 27 7 Moskowitz et al., 2021 2021
Nivolumab Immune checkpoint inhibitor 33 17 Bennani et al., 2022 2022
Azacitidine Hypomethylating agent 33 12 Dupuis et al., 2024 2024
Duvelisib P13K y/6 inhibitor 48 33 Mehta-Shah et al., 2024 2024
Tipifarnib Farnesyltransferase inhibitor 40 10 Witzig et al., 2024 2024
Cerdulatinib JAK/SYK inhibitor 36 21 Horwitz et al., 2025 2025
Golidocitinib JAK1 inhibitor 44 24 Song et al., 2024 2024
Valemetostat EZH1/2 inhibitor 44 17 Zinzani et al., 2024 2024
Linperlisib PI3K y/& inhibitor 49 33 lyer et al., 2024 2024

Golcadomide Immunomodulatory - - lzutsu et al., 2024 2024
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Emerging themes in T cell Lymphomas

* Epigenetic targeting of Tfh
* Targeting dysregulated pathways: JAK/STAT, PI3K, EZH1/2, ITK
* Immunotherapy: checkpoint blockade and cellular

e Targeting cytotoxic, gamma-delta and NK subtypes
 Pan SIRP inhibitor for LA-HLH
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Emerging themes in T cell Lymphomas

* Epigenetic targeting of Tfh
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T-Follicular Helper Phenotype Biology

TFH Markers

PD1, ICOS, CXCL13, BCL6, and CD10 define
follicular helper phenotype

Lymphoma Origins

Nodal lymphomas of TFH cell origin include
AITL and follicular TCL

Common Biology (

Identifying cell origin reveals shared
biological engine driving distinct

classifications o L
Clinical Significance

TFH phenotype provides framework for
understanding disease mechanisms and
targeting
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Malignant Microenvironment Mechanisms

Cellular Interactions

Malignant follicular helper T-cells interact with germinal center
B-cells

Cytokine Signaling
IL-21 and IL-6 promote B-cell activation and plasma cell
differentiation

Immune Checkpoints

PD-1/PD-L1 and ICOS/ICOSL pathways regulate T-cell and B-cell
interactions

Vascular Development

High microvessel density supports AITL tumor growth and
progression

BCL-6 Expression

Maintains malignant phenotype through transcriptional regulation of
target genes




Nodal T-cell lymphomas with TfH phenotype

AITL, PTCL with TfH & Follicular TCL

« TFH markers: PD1,
« Partial overlapping genetic landscapes

RHOA (G17V) 50-70%

Epigenetic regulators

TET2 47-83%
DNMT3 20-30%
IDH2 (R172) 20-45%

Average expression of prognostic gene signature in AITL

TP53 upregulated target
signature

Monocytic signature

B-cells signature

. —mmmt
|11

it

BLINE

AITL with RHOA Classical clinicopath features
mutations

Higher microvessels density

More FDC proliferation
More pronounced THF phenotype

AITL with IDH2

mutations Strong CD10 and CXCL13 expression

Gains of chromosomes 5 and 21

Medium to large tumor cells with clear cells

ICOS, CXCL13, BCL6 & CD10

Proportion

1.0

08

04 |

0.2 |

0.0
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Mutations (%)
L 31/64 (48%) 11 (64%) 34 (75%) 424 (1Top)P=02°"
DNMTA 19/64 (30%) 1/10 (10%) 1/4 (25%) 1124 (4%) [P=0-05
IDH? 22/66 (33%) T (10%) 05 (0%) 0723 (09%) p=0.001
RHOA (G17V) 1272 (58%) 814 (5T%) 35 (60%) | 023 (0%) b<o.001
ORI SRt Quartile [5yr OS(%). (95% Gl 10 OS in validation set ... 5y 0S(%) (95%cl)]
— & w —
m Q3 13 (02-78) c —a
———I mmm Q4(2yr) 14 (03-74) ,% -
P<0.001 | | | o e~

ng ess on Free Survival
With Number of Subjects at Risk

+ PFS: 4.1 months for TFH phenotype
« PFS: 2.1 months for non-TFH

0.1 4

0.0

. . — v .
0 12 24 60 72 84
Time (months)

TFH 76 23 11 7 5
nTFH 51 11 7 3 SS 1

TYYv
M
Y @

Igbal et al. Blood 2014; 123;2915-23, Ondrejkaet al. Am J SurgPathol2016: 40:335-41; Nagao R et al. Am J SurgPathol2016; 40:1041-50; Stemhllberet al. Mod Pathol2019 32 1123-34



Nodal Lymphomas with TFH Phenotype:

Responding Patients With AITL

Role of Epigenetic Modifiers

Romidepsin in AITLY Time to response
Duration of response
Duration of treatment

™ Withdrawal by patient

u PD =) Patients who remain on treatment
- SCT ==p Standard dosing (3 x per cycle)

Maintenance dosing (2 x per cycle)
-_ PD = Maintenance dosing (1 x per cycle)
—

0 10 20 30 40 50 60

Mo

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

Patient ID

0S (%)

N O E WN R

100 1
80 1
60 1
40 1
20 1
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Azacitidine in AITL?

Overall Response

>
= ORR 75%
B CR
= PR — CR6/12
B Sp — PR3/12
== PD — SD3/12
I Treatment stop
P Treatment ongoing
* Death
12 24 3I6 -4-8 6IO
Mo
oS 100 PES
< 80 1
< 60"
: i
' a 401 .
20 1

12

] ] L] O T T T L] ] 1
24 36 48 60 72 0O 12 24 36 48 60 72
Mo Mo



ORACLE: Phase lll study baseline

characteristics

/
VS N
V median age (IQR)
A . , . Sex male
Oral Azacitidine Investigator’s Choice
ECOG 2-3
Administered in a 28-day Bendamustine
. . . . Bone marrow
lcycle with specific dosages Romidepsin involvement
for EU and Asian patients* Gemcitabine )
Associated
MDS/CMML
300 mg dosage for 200 mg dosage for
EU patients Asian patients IP1 4-5
14 Days 14 Days Previous line
Stratification number

—

@) 1-2 Treatment

Az 2 Treatment

Lines

@ Concurrent
MDS/CMML

MDS/CMML

Dupuis J et al. ASH 2022 #959

c@

No Concurrent

1-2vs 23

O,

{L‘Q refractory patients

Azacitidine Investigator
CC486 treatment choice
42 44
70.5 (65-77) 68 (58.5-73.5)
22 (52%) 28 (64%)
11 (26%) 9 (20%)
12/37 (32%) 17/40 (42,5%)
0 1(2%)
13/42 (31%) 14/42 (33%)

34 (81%) vs 8 (19%) 37 (84%) vs 7(16%)

24 (57%)
10 (24%)

14 (32%)
23 (52%)

1 0) VS 0
(100%) vs O (0%)

THE UNIVERSITY OF TEXAS
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romidepsin Bendamustine gemcitabine
4 16 24
68.5 (62.5-71.5) 63.5 (53-68) 72 (64-78)
3 (75%) 10 (62.5%) 15 (62.5%)
0 (0%) 4 (25%) 5 (20%)
1/4 (25%) 8/16 (50%) 8/20 (40%)
0 0 1 (4%)
0/4 5/15 (33%) 9/23 (39%)

14 (88%) vs 2 (12%) 19 (79%) vs 5

(21%)

4 (100%) 3 (19%) 7 (29%)
0 (0%) 11 (69%) 12 (50%)
1 (25%) 13 (80%) 14 (58%)




— did not meet primary me s orroes
aneer Center

endpoint PFS but OS

PFS* from randemization - FDA C2 censoring — ITT Set Overall Survival from randomization - ITT Set
With Mumber of Subjects at Risk and 95% Confidence Limits With Mumber of Subjects at Risk and 95% Confidence Limits
1.0 i .
10 1: Investigator's Chaoice 1:Investigator's Choice

2. Oral Azacitidine CC-486

2: Oral Azacitidine CC-436

0.8 0.8
E 06 % 06
'g 0.4 -Té 04
Z @
0.2
0.2
0.0
1 a4 1 7 & 4 3 3 o 0.0
20 M 24 1z 7 5 3 2 2 1 1/ 44 32 28 23 18 14 1 o ] 8 5 2 1
2| a2 38 35 30 20 24 0 15 11 7 & 2 2
] 3 g ] 12 15 18 21 24
0 3 6 ] 12 15 18 21 24 27 30 33 36 39
PFS (months) N
Survival time [months)
Mo. of Subjects Event Censored  Median Survival : : :
Investigator's Choice 44 75 % (33) 259 (11) 28 . . Mo. of Subjects Event Censored  Median Survival
Oral Azacitidine CC-486 M §8.3%(28) 31.7%(13) 5.6 Investigator's Choice 44 70.5%(31)  28.5% (13) 10.3
COral Azacitidine CC-488 42 61.9 % (26) 3|1 %(16) 18.4
* Progression assessment based on local assessment using the Lugano classification
CC-486 Investigator’s choice CC-486 Investigator’s choice
median 5 6 months 2 8 months median 18.4 months 10.3 months
[0) —_ —_
95% Cl 2.7-8.1months 1.9 -4.8 months 95% Cl 12.9-31.5months 4.2 -13.5 months
- *
P=0.0421 >p=0.025 P=0.0166

Dupuis J et al. ASH 2022 #959 * Descriptive p value



Histone modifier gene mutatlops in per_lpheral T-cell D A ndereon
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One-hit W Two-hit |l > Two-hit B Female Male B>60yr <60 yr N
: : | SETD2 6
histone methylation KMT2A 3
L KDMB6A 1
- - - EP300 B R 10
histone acetylation I [ creBBP . | .
: - TET2 & 15
DNA methylation I TET1 N 4
L DNMT3A 4
- - ARID1B 5
chromatin remodeler |iv| “ o> 2
gender
o S i B e B M —"m— o —

- - TRoSBSNBENTI3IECBIBTR SPIRSTBBANY2EC-BE"RIBBIC-BAB BZRANT " 2AR
\0‘1‘ 5 7 \ Cycle 1 Cycl81 | Cycle1 | Cycle1 | Cycle2
# (&\ Arm A Day 1 Da Day 15 | Day 22 Day 1
Q B .
6‘ J ?O (Experlmental cg11808633 2 Patient histology
s o J p Arm) 926109791 AITL
> & H cg15012027
o o -g 5-Azacytidine and 0923073132 ! AlTL
g i i cg12314853 ENKTL
— o § Romldepsm cg15564619 0 EATL
5 | - r J €q17412422 AL
5 - . €g03546183
o - cg04851848 »
- . B d 1:1 Randomization - ggfﬁ?ggggg Significant at:
\8, \.' ’ ’b cg21705011 2 Cycle 1, Day 22
A o ~ 925010248 Cycle 1, Day 15 and
\ 12500731 Day 22
. S & Arm B N 2817714703 i
' p— i 20493906
& g?ﬂo (I nveSt_lgator cg10179300
T Chalca) o
5 ¥ cg
Romidepsin, cg04728727
Belinostat, Pralatrexate zggggggggg
Ji MM et al. Haematologica 2018;103(4):679-687; or Gemcitabine  J ca26058016
cg
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r/r PICL: Outcomes

Lead in
Phase |

Pembrolizumab and Romidepsin in

R/R CTCL R/R PTCL

(n=3-6) (n=12)

Phase II: Expansion Phase

Primary end points: Safety, tolerability and ORR

Secondary end points: CRR, PFS, OS and DoR b S u bt e
AEs monitored and graded according to the NCI Common Terminology

Overall Survival for Pembro-Rom Criteria for Adverse Events version 4.0 guidelines Overall Survival Curve by Dx Subtype

1.0 Overall survival 1.0 4 [Med\an follow-up: 17.7 munths] —— Other
) TFH
—— PTCL
0.8 1
0.8 q
o
£
5 0.6 .
2 £os
o 5
o Median 0S: 21.32 months 2
© [
= I
: E i
= =
“ 0.4 ;
0.4
1 1
T T
0.2 1 — ! ;
Survival Rates: 024 Median 05 {months):
l-year: 67.9% . C_)rtF?hEr.G; g.%
2-year: 48.0% PTCL: 16.66
3-year: 36.7% Log-rank p-values: 4
Other vs TFH: 0.045
Other vs PTCL: 0.881
0.0 . . . . . . . TFH vs PTCL: 0.024
0 10 20 30 40 50 60 70
Time in Months since Treatment 0.0 . ; ; : ; ; .
0 10 20 30 40 50 60 70

Time in Months since Treatment

Number at risk38 26 24 19 16 11 7 5 4 4 3 2 1



CODEX analysis of the immune landscape in D Andereon
responders versus non-responders 12/14.
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[ responder Cell Tyoe Total Significant Trend Descriistion
yp Markers Markers 5

MHCII+CD21

- CD3e+CD4+GATA3+
- CD19+CD20+
CD3e+CD47+

s ORI TIALL Higher in
. ® Tcells 46 15 (32.6%) @ responders
i cu3e+cnss+c-ns+ - 4000
U CD3e+CD4+PD-1+ICO5+ - 3000
CD19+CD58+ - 2000 Higher in
CD3e+CD11b
E—— @ NKT cells 13 6 (46.2%) ®
° responders

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

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

CD123+MHCI+CXCR3

No significant
difference

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

CD3e+CD8+CD47+

_ . Higher in non-
o ® Myeloidcells 9 5 (55.6%) ©) g

responders
CD3e+CD8+MCHII+

CD3e+CD4+Ki-67+

CD68

; — Higher in non-
z g i i ! g Macrophages % 8 (66.7%) ©)
£ £ £ £ £ £ responders
. } } Response-Cluster i} S Cluster Type ClusterID  Diagnostic Subtypes
— [ Non-responder 0 EATL Endothelial No significant
- K B . ) 3 1 (33.3%) O] i
g Non-responder 1 PTCL1, PTCL2 cells difference
£ ol Responder 0 AITL4, Tfh5
Responder 1 AITL3, AITL6, AITL7
* l- - Non-responder 2 AITL2
oL Responder 2 AITL1
Cluster 0 Cluster 1 CN;[QH Cluster 2 Cluster 2 Cluster 0
mT cells IKT m Myeloid cells

28

m Endothelial cells



THE UNIVERSITY OF TEXAS

Parallel architecture of immune aggregates: AITL TME vs. MD Anderson
Cancer Tertiary Lymphoid Structure. Ganeer Center

Making Cancer History®

Highlights shared spatial logic but divergent clinical implications

AITL Specialized Microenvironment (Malignant Context)

Preserved Follicles Architectural & Spatial Heterogeneity Loose Aggregates (E-TLS)  Loose Aggregates (E-TLS)
S W e . @A (@
“® K -4 Spatial Effacement Spatial Effacement N\
3 9‘) & Organization & Organization T® O ¥

Malignant Tpy Clones Reactive Immune Infiltrate
, ¢ (CXCL13+, PD-14)
. N\ Driven by malignant T-follicular Formed by reactive, non-malignant
helper (TFy) cells; often mirrors immune cells; exhibits maturation X
diseese progression. Stages from E‘TLS to SFL‘TLS Peritumoral Intratumoral
Functional Implications & Immunotherapy Functional Implications & Inmunotherapy
: e - A e : g - Y
Polarized Prognosis: Polarized Prognosis: /o, \
High-density immune structures often Prognostic & Therapeutic Comparison Mature TLS generally predict &Q:\ ‘
indicate aggressive disease or exhaustion Eéature lﬁ:’t es'?‘zsg:::gt Solid Cancer TLS favorable outcomes y
PD-1 ; PD-1
. ' Primary Driver Malignant TF,, Clones Reaclt’:\é?t:gtrénune
b v = TIGIT 75% of ST-sequenced AlTLs Predicced by SFL-TLS: Mature € TIGIT
PD-1 s e show high CD40-CD40LG Maturation  Often mirrors disease = Correlates with better generally predicts TLs, shrinking
y - at;,tw;t_y,l ?ugtgestuggd Impact progression EFS/DS tumor - shrinking tumor, and ‘
ey potential for targe 2 z enhanced immune response.
Bree | R | PSS
CD8+ T-Cell Dysfunction & ) CD8+ T-Cell Dysfunction

Zhang, X., Sun, Y., Wu, D., et al. (2026). Cell Death & Disease.Schumacher, T. N., & Thommen, D. S. (2022). Science. Gu-Trantien, C., et al. Cell. Pritchett, J. C., Yang, Z. Z., Kim, H. J., et al. (2022).
Leukemia. Zhu, M., Li, N., Fan, L., et al. (2024). Blood.



Global Differentiation Between mm%en?n

Responders and Non-responders

RADAR Plot of responses t-SNE of cellular subtypes and responses

CD3e+
100%

CD68+CD11b+PD

21 Responders ITL3 Legend
Response
Responder
Non-responder
Diagnosis_Subtype
AITL1

AITL2

AITL3

EATL

AITL4

TfH5

PTCL1

AITLE

PTCL2

AITL7

CD123+MHLII+ Cb3e+CD8+

CD3e+CD8+(GZMB+ CD3e+CD56+

TSNE2 (%)

CD3e+CD8+Ki67+ CD1P+CD20+

*rdup+oet+uXeo

CD3e+CD4-+Ki67+ CD68+CD163+

-8 1 FaTL Non-Responders
6‘2 6'4 66 Gé '.’I() '1'.2 7:4
TSNE1 (%)
CD68+PD-D3t P3e+PD1+
Responders
e Non—responders CD11b+CD123+ CD3e+CD4+Foxp3+
Higher immune cell infiltration or Grouping of diagnostic subtypes based on response
activation of CD3e+ as a marker of status, suggests that certain subtypes have a higher
response likelihood of responding to treatment.
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TfH as the predictive marker in TCL: MD Anderson

—arnecer Center

Lessons from Ro-CHOP Phase || ki Cancer 1y

TfH+ Histologies:
PTCL-NOS (TfH)
AITL (?)

response
or PD

response

or PD

|

Salvage therapy/

Clinical trials

Non CD30, non TfH
PTCL Histologies:
PTCL-NOS

No
response —

response




Phase Il Trial: Azacitidine + CHOP as MD Anderson

o —anecer Center
I n Itlal Thera py for PTC L Making Cancer History”
Treatment Patients with untreated PTCL (N = 20)
Nodal TCL w/TFH phenotype (per
1 Azacitidine: cycle 1, days -6 to 0; 1-5 days, days 8-21 WHO 2016)
1 Cyclophosphamide, doxorubicin, vincristine: day 1 AITL

. Follicular TCL
v Prednisone: days 1-5 PTCL-NOS, TFH variant

lGrowth factor e.g., pegfilgrastim: PTCL-NOS
ALCL, ALK neg

ALCL, ALK pos w/IPI >2

o CHOP o CHOP o CHOP Adult T-cell ymphomal/leukemia
AzauUdmell Azacitidine ll Azacitidine ll
T LT T TTTTTR
-6 1 8 15 21 1 8 15 21 1
\ J\ J \
Y Y ORR 17 85 94 15 75 88
¢l €210 (5 CR 11 55 59 15 75 88
» Azacitidine dosing: 300 mg/day, d-6 to O, then D8-Z pg 6 30 35 0 0 0
= Patients in CR/PR after 6 cycles can receive consolic sp 2 10 0 1 5 0
PD 1 5 6 2 10 6
Discontinued 0 0 0 2 10 6

Ruan. ASH 2020. Abstr 40. Median FU, mo 15 (range: 9-23)
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Making Cancer History®

Emerging themes in T cell Lymphomas

* Targeting dysregulated pathways: JAK/STAT, PI3K, EZH1/2, ITK
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Emerging themes in T cell Lymphomas MD Anderson

Making Cancer History®

Targeting dysregulated pathways: JAK/STAI, PI3K, EZH1/2, ITK

PTCL Treatment Agents and Targets

Linpersilib
PI3K-& inhibitor
Mehta-Shah N, et al. PRIMO, ASH 2024 Duvelisib lyer et al. ASH 2024 Tenalisib Huen A, et al. Cancers (Basel). 2020
PI3K-6 and PI3K-y PI3K-6 and PI3K-y
inhibitor inhibitor

Song Y, et al. Lancet Oncol. 2024 Valemetostat Zinzani PL, et al. Lancet Oncol. 2024

JAK/STAT pathway
inhibitor

EZH2 and EZH1
inhibitor

Dupuis J, et al. Lancet Haem, 2024 Soquelitinib Miller et al. ASH 2025

Demethylating agent
y 989 ITK inhibitor



Efficacy of Novel agents

THE UNIVERSITY OF TEXAS

MD Anderson
—arnecer Center

Making Cancer History®

Golidocitinib

Duvelisib

Linperlisib
(YY-20394)

Valemetostat

Soquelitinib
(CPI1-818)

JAK / STAT
pathway (JAK1 104 (Enrolled)
selective / 88 (Efficacy)
inhibitor)
Dual PI13K
inhibitor
(PI3K-5 / PI3K- 123 (All PTCL)
12,
PI3K-6
inhibitor 5 (P
Dual EZH2 / }ii’éE”m”ed)
EZH1 inhibitor (Efficacy)
19 (Dose-
ITK inhibitor  escalation
total)

2 (1-3)

2 (1-9)

21 prior
therapy

2.0 (1-12)

1-18 (range
across
cohorts)

44 3% (IRC-
assessed)

48.0% (IRC-
assessed)

45.7%
(Investigator-
assessed)

52.1% (BICR,
CT-based)

37%

23.9% (IRC-
assessed)

33.3%

31.4%

14.3% (PET-CT
based)

16%

NA (Data cut-
off Aug 31,
2023)

Median PFS:
6.24 months

>6 months
follow-up

NA

NA

NA (PFS
secondary
endpoint)

3.45 months

(95% Cl: 1.84—

3.94)

6-month PFS
rate: 40.4%

Song Y, et al.
Lancet
Oncol. 2024

Mehta-Shah
N, et al.
PRIMO, ASH
2024

lyer et al.

(95% Cl: 23.5- ASH 2024

56.8)

NA

NA (PFS
primary
endpoint in
Phase 3)

Zinzani PL,
et al. Lancet
Oncol. 2024

Phase 1 Dose
Escalation




Responses in AITL MDAnderson

Making Cancer History®

0,
Dual EZH2 / EZH1 53 (AITL: 42; Nodal ORR 52.1% overall

Valemetostat N in efficacy- 21 52.1% —
inhibitor PTCL-TfH: 8; FTL: 3) evaluable (N=119);
JAK / STAT pathway 15.4% of cohort
Golidocitinib (JAK1 selective 16 (AITL) were AITL; overall 21 44.3%) —
inhibitor) ORR 44.3%,
AITL & TFH-NOS
eligible in Phase 3;
Soquelitinib (CPI- [TK inhibitor 7 (AITL)** enroIIeFi in dose- 51 _
818) escalation; no
subtype-specific
ORR reported
Conducted in PTCL
Linperlisib (YY- e Not specified for  (including AITL);
PI3K-6 inhibit ’ >1 65% 48%
20394) ‘nhibitor AITL subset* follow-up =6 ° °
months
Dual PI3K T e
Duvelisib inhibitor (PI3K-6 37 o e

/ PI3K-y)




Adverse events of Novel agents

THE UNIVERSITY OF TEXAS

MD Anderson
—arnecer Center

Making Cancer History®

Golidocitinib(N = 104)

Duvelisib(Phase 2 PRIMO, N
=123)

Linperlisib(Phase 2 US & EU,
N = 98)

Valemetostat(N = 133)

Soquelitinib (CPI-818)(Phase
1 Dose Escalation, N =45
safety pop.)

Any TRAE > Grade 3:

59.6%.Most common: TRAE 24.0%; primarily
platelets, {, WBC, {, hematologic toxicities.
neutrophils, { lymphocytes.

Transaminase elevation
ALT 1 (21.1%), neutrophils ~ (ALT/AST) most common
J (17.9%), AST I (17.1%).  special AE; Grade > 3
diarrhea 9.8%.

Pneumonia (11%) most

Neutropenia (32%), frequent drug-related SAE;

pneumonia (14%), immune-related > G3 TRAEs

leukopenia (10%). (ALT/AST 1, diarrhea, colitis,
rash) < 5%.

Cytopenias common;
thrombocytopenia most
Thrombocytopenia (23.3%). frequent any grade (49.6%)
and G3+ TEAE; 2 secondary
AML cases.
Serious TRAE 8.9%; non-
hematologic G3+ TRAEs

included pneumonia (4.4%)
and rash (4.4%).

Any TEAE > G3: 53.3%. Most
common TRAE > G3:
neutropenia (11.1%).

8.7%

Not explicitly stated
(intolerance criteria).

9.2% (9 patients); dose
reductions 22.4%.

9.8% (due to any TEAE).

Not stated.

1.0% (1 patient)

Cryptococcosis (1), EBV-LPD
(1), pneumonitis (1), sepsis

(1).

Not detailed for N =98
cohort.

2 patients with secondary
AML (discontinued).

No treatment-related
deaths.




ASH 2026 Oral Presentations MDAnderson

Making Cancer History®

DR-01 in Large Granular Lymphocytic Leukemia (LGLL) Liposomal Mitoxantrone (Lipo-MIT) vs. Chidamide in R/R PTCL
Favorable Safety Profile Lipo-MIT Superior in #FS) Efficacy Endpoint Comparison
Most ad t de 1-2; Progression-Free Survival (PFS " v
600/ e i progression Free Survival (°FS). ffacy Endpom: [T chidamice
o occurred. compared to chidamide. Median PFS (months) 713 26
Overall Response Rate 2 i Overall R
Observed in patients receiving X Durable Responses Observed | B u:%? tli'p%e_:’l)l?rnse Rates R\alfera(DB%ponse 36.1% 18.8%
tg%iﬁcondar)é;r}%%%%nsreglmen J L onaest onauingiesponse tested cver I 2 The overall response rate was significantly = Overall Survival
( . ) 15 months in a heavily pretreated patient. @ '/ higher for Lipo-MIT than chidamide. (DS, months) 14.0 8.8

Ulviprubart in T-Cell LGLL (T-LGLL) MB-105 (CD5.CAR T) in Relapsed/Refractory TCL

%, Response Rate = Response Rate J Acceptable Safety Profile
o, |\ for Neutropenia o for Anemia (o) Adverse events were mainly Grade 1,
53 /() | More than half of patients with 22 /o A notable portion of patients o with no neurotoxicity reported.
4 neutropenia showed with anemia had increased
improvement with G4W dosing. hemoglotim levels. ORR in Ea rIy Cohort Robust CAR T-Cell
All 4 assessed patients in the Expansion
primary cobort achieved a MB-185 cells expanded significantly and

response (3 CR, 1 PR). persisted past day 28 in most patients.

\ Generally Well Tolerated
°> \) The treatment was active in depleting
A

cytotoxic T cells with a good safety profile.

Soquelitinib (SQL) in Relapsed/Refractory TCL Combination Therapy in Relapsed/Refractory PTCL
B Q %m(y Ogb
39% 18.5 | Median Duration 4 o 62.1% 73.4%
o Months /. of Response e v S
g Well Tolerated ‘Q :
Overall Estimated 2-Year
Response Rate Grade 3+ a_dverfe events were Triple Combination Thera :
Observed in patients with 1-3 prior Patients with 1-3 prior therapies reported in 29% of patients. II\)nti~P01 antibody combined with Py il delzgign?;:l‘esteergnai:seion T4 Tht?r:’geirlr'\g:lsfol:vl;‘g;gr!ﬁal

iherapies it 2DongiBID ddse SHowed dirgule tesponses lenalidomide and azacitidine. of 37.9% in avaluable patients. for long-term survival benefits.
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SOQUELITINIB: Phase 1 Subject Enrolilment and Patient MD Anderson
Characteristics Ganeer Center

Making Cancer History”

Enrollment in US, AUS, KOR and China (n=60) TCR
31 patients enrolled at 200 mg BID

PRE® II P R PP PP PR PR PRRARRRARR®
d884 84848686 000600088888888888488848
Patient 100 mg | 200mg | 400 mg | 600 mg ————  Soquelitinib
Characteristics (N=4) | (N=31) (N=9) (N=16) Ptdins(4,5)P,
o e
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) 1:: B 100 mg T
No. of prior 35 (2 £ od : 233 :3 @t’
therapies, '4) * 3(1,18) 5(2,15) 5(1,9) E N B 600 mg v
median (range) g GATA-3
Histologies é 50-
PTCL-NOS 1 13 2 9 ) 1 I I l
AITL 1 4 2 0 °' _
ALCL ’ 3 0 0 « Good occupancy .achleved at 200 mg BID ..and 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 5 1 5 * Conclusion: Occupancy in PBMCs = Occupancy in Lymph nodes =
Occupancy in Skin
Other 1 4 0 1

Data: 18 May 2023
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SOQUELITINIB: a selective ITK inhibitor skews the immune l\/[DAnc%:eé‘son
response to enhance anti-tumor activity G&ﬁee*mmg = Hiwntef

@ Agent & Mechanism of Action

» Agent: Soquelitinib (SQL), an oral, covalent inhibitor of Interleukin-2-inducible T cell kinase (ITK).

» Mechanism: ITK is involved in TCR signaling. SQL suppresses the Th2 response while sparing Th1 function. This 'Th1 skewing' is
hypothesized to have both direct effects on tumor cells and an indirect effect by inducing a host anti-tumor immune response.

» Biomarker Rationale: ITK inhibition reduces GATA3 expression, a master regulator of Th2 cells. The GATA3+ subtype of PTCL

is associated with poor prognosis.

*Study: Phase 1 dose escalation and expansion cohort trial (NCT03952078). Population: 75 patients with R/R TCL. Median 3 prior therapies. Dose
Focus: 200mg BID selected as it achieved complete target occupancy.*

Skewed Anti-Tumor Environment

Soquelitinib @* *’
(ITK Inhibition) * @'*—
O *

Tumor Microenvironment

*: ®
@:*’*
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SOQUELITINIB shows durable responses in less MD Anderson

heavily pre-treated patients

Efficacy is Dependent on Prior Lines of
Therapy (200mg BID dose)

1-3 Prior Lines (n=23) >3 Prior Lines (n=14)

39% ORR 0% ORR

39%

0%

Overall Response Rate (%)

1-3 Priors >3 Priors
Patient Group

Key Implication: The mechanism requires a baseline level
of immunocompetence that may be lost after extensive
prior therapy.

—arnecer Center

Making Cancer History®

Durability and Survival in Patients with
1-3 Prior Lines

» Median Duration of Response: 18.5 months

* Median Progression-Free Survival: 6.2 months

* Median Overall Survival: 28.1 months

Safety and Biomarkers

« Safety: Well tolerated; Grade 3+ AEs reported in 29% of
patients.

+ Biomarkers: All 11 patients with available tissue were
GATA3+ by IHC. Treatment increased Th1/TEMRA cells and
reduced T-cell exhaustion markers (LAG3, TIM3).

Next Steps

Now being evaluated vs. standard therapy in a randomized
Phase 3 trial (NCT06561048) in PTCL patients with 1-3 prior
therapies.

Y4
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_ . . MD Anderson
Clinical Results in Optimum Dose Cohort Ganeer Center

Making Cancer History”

100
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 R
PTCL-NOS L]
PTCL-NOS > @ Nodal CR
PTCL-NOS [l © 77 CR
AITL > O PR
PTCL-NOS [l > 0 sp
cTcL-MF [l &P
CTCL-MF B Ongoing
cTcL-MF i

*|®

SO
I

.Il..
YvO
vy

Histology
vy©

>

Target Lesion Best % Change from Screening

I T T T T T T T
0 1 2 3 4 5 6 7 8 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27
CPI1-818 Treatment (Months)

AITL
AITL
AITL
ALCL
AITL

PTCL-NOS

CTCL-MF
PTCL-NOS
PTCL-NOS
PTCL-NOS

CTCL-SS
PTCL-NOS
PTCL-NOS
PTCL-NOS
PTCL-NOS

CTCL-SS
PTCL-NOS
PTCL-NOS

Histology
Data: 18 May 2023



Randomized Phase 3 Trial MDAnderson

Making Cancer History®

- ™
CROSSOVER:
CPI-818 200 mg po BID CPI1-818 200 mg po BID

R/R PTCL 1:1 \_ J

N = 150 p N -’
\ y

Standard of Care
9 | y Endpoints
qibili * Primary: PFS
Eligibilit Belinostat, Secongj/a |
« >1and <3 prior therapies Pralatrexate, or OR”I:’)-
+ PTCL-NOS, ALCL, AITL, Gemeitabine
FHTCL-NOS, or FHTCL- + OS
Follicular « DOR
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anecerCenter

Making Cancer History®

Emerging themes in T cell Lymphomas

* Targeting cytotoxic, gamma-delta and NK subtypes



DR-01 Targets Cytotoxic Lymphomas (CTLs): Rare with High Unmet Need

CTLs
» Group of rare lymphoma subtypes (3%—6% of non-Hodgkin
lymphoma)’
» Characterized by cytotoxic cells expressing CD9%4
 Few CTL patients are represented in randomized studies

Outcomes are poor
» Median overall survival (mOS) < 1 year in newly diagnosed
HSTCL, EATL, and ENKTL patients?
« mOS of only ~3 months in R/R ENKTL3

DR-01 (non-fucosylated antibody)
» Engages Fc-y receptors, such as CD16a
» Triggers antibody-dependent cellular cytotoxicity (ADCC) by
effector cells or fratricide, resulting in target cell depletion

"Leukemia and Lymphoma Society 2024; 2Vose et al. JCO 2008 ; 3Bellei M et al. Haematologica 2018

Cytotoxic Lymphoma Histologies

ENKTL, nasal type ET-CTCL

EATL ANKL

MEITL HVLPD

HSTCL PTCL-NOS*

SPTCL Cutaneous PTCL-NOS*

PCysTCL

*Selected patients with a cytotoxic phenotype

Target Cell Effector Cell
“'\C.lde
«
8 "/\A
SR pr-01 ¥ 48

45
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Promising Response Rate, including CRs, in CTL Patients

MD Anderson

During Dose Escalation in Majority of Histologies —arrcer Center

Making Cancer History”

CR
, B PR
B sp

(N=19)*
7

(Y
/’V/rr
@

ORR, n (%) 0 1 (25) (37) 2
CR 0 3 (50) 0 0 0 3 (16) 1
PR 0 1(17) 1(25) 2 (40) 0 4 (21) \\“
1 1 1
SD 0 0 1(25) 2 (40) 1(33) 4 (21) §
B \:
PD 1(100) 2 (33) 2 (50) 1 (20) 2 (67) 8 (42) : I I §
1 1 1 \
SO S - B e
K © X < N ~ S
S & ¢ S & 8 2
Q o @
# One unrelated AE withdrawal and one Pl withdrawal without assessment é\
* S .
Includes cutaneous subtypes é'g Responses by H|5t0|0gy

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



Case Study: R/R Subcutaneous Panniculitis-like TCL

« 24-year-old M with stage IV SPTCL who received
3 prior lines of therapy (corticosteroids,
romidepsin, and cyclosporine)

« At C2D1 response assessment:

 PET scan showed increased FDG-avid lesions
which was possibly related to inflammatory
response

Biopsy of nodule showed residual SPTCL,
some fat necrosis and decreased Ki-67

» At C4D1 response assessment:
Resolution of FDG-avid lesions
Achievement of CR

Images: courtesy of Dr. Christiane Querfeld (City of Hope)

Baseline

C4D1

CD8+ SPTCL —

Residual SPTCL
Fat necrosis

— Fat necrosis

47
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Choosing the right targets: expression of CD MD Anderson
Wﬂter

markers on T lineage and mature T & cells

. Making Cancer His
Making Cancer History”

T cell T cell
Pre T-ALL lymphomas and ~ lymphomas
’ ) leukemias o
Stem Cell proT pre T immature T mature T mature T
Or post thymic After antigen exposure
CD5 |
|| | L _>
CD7 o D} I P I—— -Fratricide
CD4
CD8
CD37
CD7(0¢=———p



CTX130: An "off the shelf” CAR-T Cell

therapy for TCL

TRAC Knockout:
Prevents GyHD

Healthy
Donor
T-Cell

(Allogeneic

CAR T-Cell)

B2M Knockout:
Evades Rejection

THE EVIDENCE: Preclinical & Clinical Results

Preclinical Models Phase 1 COBALT-LYM Clinical Trial (N=39)

Before CTX130 After CTX130

Objective

Response Rate
in T-Cell Lymphoma Patients

Complete Tumor Regression
(Xenograft Models)

CD70 Knockout:
Prevents Fratricide

CTX130 = \

CAR Insertion (Anti-CD70):
Recognizes & Eliminates
CD70+ Cancer

THE UNIVERSITY OF TEXAS

MD Anderson
—arnecer Center

Making Cancer History”

Targets
CD70 Antigen

Favorable and Manageable Safety Profile

| 0% Any Grad
| y Grade
GVHD 1 0% Grade 23

Cytokine Release [IIN 67% Any Grade

Syndrome (CRS) |l 8% Grade 23

Neurotoxicity 10% Any Grade
(ICANS) | 0% Grade 23

No instances of GyHD
were observed
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MF/SS: Response trends Cancer Center

Making Cancer History”

C2

C3

C4

C5
C6

Cc7
MF

Cc8

Co
C10
Cl1
C12

C13
. 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.]
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:@8,: American Society of Hematology
%%& . fgqg Helping hematologists conquer blood diseases worldwide

Interim analysis of

safety and efficacy in a Phase 2 study of
MB-105, a CD5.CAR-T therapy

rn

for patients with
relapsed/retractory T cell lymphoma

8 December 2025 | Swaminathan lyer

Salvia Jain, Aaron Goodman, Julie Vose, Eric Mou, LaQuisa Hill, Steven Horwitz, Natalie Grover, Anne Beaven, Aleksandr

Lazaryan, Malcolm Brenner, Sarah Hein, Federica Giordano, Eric Smith, Robert Michel, Ah-Reum Jeong, Michael Tees, Andy
Chen, Shashank Cingam, Maksim Mamonkin, Alice Bexon



MB-105 evades fratricide without additional engineering
CD5 protein is internalized and degraded in optimized CD5.CAR-T cells

Phase 1 trial

CD5 expression in

Self degradation of CD5 reduces cost and complexity
T cell ymphoma

Responses in TCL of MB-105 CAR-T production

Pre-CD5 CAR CR at 4 weeks
e ‘ T Cells CAR-T cells Expanded MB-105

CAR-T product

" \
ee@-
trans duction ‘x $ expanSIon @
@
Q@)
Ay

« CD5is a surface receptor
expressed in T cells

» Expressed in ~70% of peripheral
and cutaneous TCL

+ Highly expressed in PTCL-NOS
and TFH-like lymphomas

g

v Pgd

» Expression retained in
relapsed/refractory disease

CRin 4/11 patients
2/4 CR patients alive >6 years

Selected T cells Internalization and Robust expansion of CAR-
degradation of CD5 T cells without fratricide

%‘2 American Society of Hematology | Hill, L. C,, et al. (2023). Blood. https://doi.org/10.1182/blood.2023022204 | Mamonkin et al. Blood (2015) | Ma et al. Cell Reports Medicine (2024)




Demographics and baseline characteristics

Characteristic, n (%)
Age (years)
Median (range)
Sex female
Race
White
Black
Other
Karnofsky 90-100
Karnofsky 70-80
Type of lymphoma
PTCL
PTCL-NOS
AITL
CTCL (all MF)

Treated patients (n=7)

70 (60-76)
3 (43)

-
A

N O = = O
N

N
O

N N W O
AEAA
vgvv

g (¥
?‘9 American Society of Hematology |  Data cut 14 Nov 2025




Lymphoma history, CD5 expression and prior treatments

Characteristic: median (range)* Treated patients (n=7)

Baseline CD5 expression
Percent CD5 98 (15-100)
H-score 286 (43-300)
CD5,, n (%) 1(14)

Months since diagnosis 43 (13-109)

NCCN-IPI at initial diagnosis (PTCL) 2(1-4)

TNMB at initial diagnosis (CTCL) T2NOMOBO-1

Months since last relapse 4(1-19)

Prior lines of systemic therapy 3(2-7)

Prior transplants, n (%) 5(71)
Autologous 4 (45)
Allogeneic 1(18)

Baseline LDH 243 (172-267)

* Unless otherwise stated

g (¥
ﬁ‘! American Society of Hematology |  Data cut 14 Nov 2025



Grade 3-4

3 (43)

o1
~N

AN
w

AN
w

N
O

N

W NN W WA~ O
O

A~ N AN N N N~

AN
N S S S S S S

g (¥
?‘9 American Society of Hematology |  Data cut 14 Nov 2025

Treatment-emergent adverse events in >1 patient

Preferred Term n (%)
Anaemia

Neutropenia

Neutrophil count decreased
Thrombocytopenia

Platelet count decreased
Blood creatinine increased
Hypokalaemia

0

Non-hematologic TEAEs (n=7)

Preferred Term n (%)
Cytokine release syndrome
Fatigue

Dizziness
Hypotension

Pyrexia

Deep vein thrombosis
Oedema peripheral
Constipation
Dehydration

Dry mouth

Febrile neutropenia
Polyomavirus viraemia
Pruritus

Grade 3-4

4 (57)
4 (57)
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All MB-105-related treatment emergent AEs

61 | G2 | G3 | G4 | AU |
4 (57) - - - 4(57)

Preferred Term n (%)

Cytokine release syndrome

Diffuse large B-cell lymphoma - - - 1(14)"
Neutrophil count decreased - - 1(14) 1(14)
Epstein-Barr virus - 1(14) - 1(14)
Fatigue - 1(14) - 1(14)
Headache - 1(14) - 1(14)
Rash - 1(14) - 1(14)
Arthritis (hand) 1(14) - - 1(14)

“Death due to DLBCL on study day 128
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Etficacy: swimmer plot

Type CD5%
1
|

PTCL 98 CD5 negative
0 100 125 175
Days post MB-105 infusion (Day 0)
Time on Study (No Response/Other) [ Partial Response (PR) B Progressive Disease (PD) P Ongoing
BN Stable Disease (SD) B Complete Response (CR) ¥ Death

Includes evaluable patients who received the full dose of 50 million MB-105 cells (data cut 14Nov2025)

American Society of Hematology | Two patients are excluded from the efficacy population (1 underdosed, 1 had baseline CD5 expression <50%); both best response PD




Case 2 - 60 y.0. male, PTCL - NOS

Baseline Month 1: PR
* NCCNIPIscore 1
* B-symptoms (fever)
* 26 months since .
diagnosis .
* 5prior regimens, , L
including allo-SCT c' ‘h

Y (¥
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Month 3: CR

Month 6: CR




Case 2 - 60 y.0. male, PTCL - NOS

Baseline Month 1: PR Month 3: CR Month 6: CR
e NCCN IPlscore 1

* B-symptoms (fever)

e 26 months since . . b
diagnosis . ¥
’.

* 5priorregimens, ‘» ¥y “h

including allo-SCT

3 MB-105 ] E MB-105
MB-105 Flow ‘ T : MB-105 j | ol
o]
[a)
(3

gy (¥
?‘9 American Society of Hematology | Data cut 14 Nov 2025




Case 2 - 60 y.0. male, PTCL - NOS

Baseline Month 1: PR Month 3: CR Month 6: CR
* NCCNIPIscore 1
* B-symptoms (fever)
* 26 months since . ', '
glagnosz ' o P
. prior regimens, .
including allo-SCT ‘" S :
o ®
R
, ? v A
h» no» r %
*!J':‘ ' . } /
2 h ‘
.
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Biopsy R axillary LN G1 arthritis in PIP
* Nolymphoma joints of the hand
* MB-105 present
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Cytokine Storm

ELA026 TARGETING OF SIRP(+) IMMUNE CELLS RESULTS IN
A HIGH RESPONSE RATE AND IMPROVED 2-MONTH SURVIVAL OF
TREATMENT-NAIVE MALIGNANCY-ASSOCIATED
HEMOPHAGOCYTIC LYMPHOHISTIOCYTOSIS IN APHASE 1 STUDY

Abhishek Maiti, Naval Daver, William Johnson, Gaurav Goyal, Catherine M Broome, Satyen Gohil, JAM van
Laar, Francisco Javier Lopez Jimenez, David McCall, Hayley Lane, Benjamin Kim, Sandip Panicker, Gary
Patou, Stephen Moore, Brian Mangal, Kelly Covert, Graham Parry, Kathy Dong, Kim-Hien Dao, Carl
Allen, Swaminathan lyer
(LB3442)

June 16, 2024
EHA2024 Hybrid Congress

Late-Breaking Oral Session
Abstract LB3442



THE UNIVERSITY OF TEXAS

ELAO26 Is a First-In-Class, Clinical Stage M Anderson

mADb Targeting SIRPa/b/g

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

ELAO026 is a fully human IgG1 monoclonal antibody targeting SIRPao/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
SIRPa -
> ELA026 SIRPa Y

P SIRPB 37

SIRPy
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Overall Study Response and Survival MDAnderson

Making Cancer History”

sHLH Trigger Patient Number

Immunotherapy 12 @)

Unknown 7 O

R/R PTCL 6 Q@

Unknown 10 .

R/R AML 4 @

R/R DLBCL 18 @)

Hepatosplenic Lymphoma 1 @

PTCL-NOS 9

R/R DLBCL 17

R/R PTCL-NOS 8

R/RAITL 16 @

B-cell Lymphoma 22

Gamma/delta T-cell Lymphoma 15

Cutaneous T-cell Lymphoma 21

PTCL-NOS 20 @

AML 19 >

R/R NK cell Leukemia/Lymphoma 13

R/R PTCL-NOS 5

R/R AITL 11 o

EBV 14 O |

Hodgkin Lymphoma 3

T-cell ALL 2 o
I L] ] I 1 ] ] L] ] I I L] 1 ] ] ] . ] |
2 7 14 21 2@ 35 42 49 56 63 70 77 8f4 91 98 105 112 140 365+

StudyDay1 Week 4 EOT EOS Long-term Survival

sHLH Status: Treatment Naive or Early Refractory (< 1 week of treatment) 3 Rela pse/Refractory mm
Best Response by Week 4: CR O mxr PR @ Not evaluable O  Status: Alive P
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Beware of PFS threshold in r/r PTCL MD Anderson

Making Cancer History®

Pivotal study PFS with Response Rates

=== 4 Month PFS Indicator
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MD Anderson
—arnecer Center

i m p rOVi n g OS Making Cancer History”

A large analysis of 2L therapy for R/R PTCL reveals a striking disconnect: while the PFS remains short,
OS has improved dramatically

A modern paradox in R/R PTCL: short PFS,

Study: Epstein-Peterson et al. | N=212 R/R PTCL patients initiating 2L therapy (2012-2025) | 57% received novel agents.

Survival Metric Comparison

Median PFS after Relapse Median OS after Relapse
22.7 months
Dramatic >4x
Improvement
Modest
Improvement i o
3.1 months /——'i ﬂ
Mak et al. (2013 Cohort) Current MSKCC Cohort Mak et al. (2013 Cohort) Current MSKCC Cohort

Interpretation of the Disconnect

Novel Agent1  Novel Agent2  Transplant » The modest PFS improvement suggests no single 2L therapy is a panacea.
B

» The dramatic OS improvement suggests the availability of multiple,
mechanistically diverse options allows for effective sequencing.

* Increased use of consolidative allogeneic transplant also contributes.
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Conclusions: Yes, we see the RS A Gdderson

—arnecer Center

I I ° Making Cancer History®

* Synthesis: Recent therapeutic breakthroughs conclusively signify a turning poing in TCL
* Core takeaway:
o We cannot fully abandon the generic chemo but must leverage precise epigenetic and pathway
inhibitors.
o Demand rigorous baseline diagnostic algorithms for the major subtypes

Impact size of treatment: higher response rate (RR) generally has higher impact- intensification is reasonable
Current paradigm of single agent approval followed by combination approaches
For rare disease and promising drug- potential benefit is assumed to exist until proven otherwise

©)

O O O O O

©)

Preclinical and early phase studies are promising

However, aim for realistic PFS in front line and relapsed/refractory settings

Humbling lessons point to an incremental approach that can get drugs approved (eg in Lung Cancer)
Targeting disease subtypes

Naysayers and data pundits who don't treat patients

They analyze data and perform a watchdog function

We should be given the benefit of the doubt to get drugs approved

ODAC meeting was reality check on FDA views
» An exceptional case was made for PTCL approval
» This is unlikely to happen again in PTCL or other diseases



T Cell Lymphoma Group

THE UNIVERSITY OF TEXAS

MD Anderson
—arnecer Center

Making Cancer History®

Lymphoma:
Dr.Christopher Flowers

Dr.Sattva Neelapu
Dr.Loretta Nastoupil
Dr.Jason Westin
Dr.Felipe Samaniego
Dr.Nathan Fowler
Dr.Luis Malpica

Dr.Ranjit Nair
Dr.Luis Fayad
Dr.Dai Chihara
Dr.Madeleine Duvic
Dr.Auris Huen
Dr.Bouthina Dabaja
Dr.Jillian Gunther
Dr.Chitra Hosing
Dr.Yago Nieto
Dr.Samer Srour
Dr.Meghan Heberton

Dr.Jeff Medeiros
Dr.Francisco Vega
Dr.Roberto Miranda
Dr.Carlos Torres-Cabala
Dr.Mark Clemens

Dr.Kelly Hunt

Dr.Jessie Xu

Dr.Susan Wu Collaborators:

Dr.Luis Fayad  Radiology

Dr. Chelsea Pinnix e LOD

Dr.Chi Ok | e Section Rare Lymphoma
Dr.MJ You " ' e Dept. Lymphoma/Myeloma

Collaborators:

* Statisticians
Preclinical

* Dr.Michael Green
 Dr. Deepa Sampath
* Dr.Eric Davis

* Dr.Simrit Parmar

* Dr.Kumar Pappa

e Dr.Pavan Bachireddy

Dr.John Stewart Div. Medicine

Dr.Keyur Patel
Rare Lymphoma:

 Dr.Michael Wang
* Dr.Sairah Ahmed

* Dr.HunJu Lee

* Dr.Preetesh Jain

* Dr.Raphael Steiner
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Thank you very much!

Bloodbytes @DrSwami_lyer
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