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PTCL: From empirical chemotherapy to MD Anderson
—aneer Center

biological precision Mg Cancer sty

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.
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PTCL Treatment Challenge Overview

|

]

Clinical Challenge
Q Complex biological heterogeneity creates diagnostic and treatr )

selection difficulties

Treatment Gap

Major subtypes demonstrate significant chemoresistance
requiring innovative therapeutic strategies

Current Limitations
e Standard chemotherapy yields poor results with G&@Bb five

year survival

;\ Disease Definition
o Heterogeneous group of aggressive mature foginic T/NK

cell neoplasms requiring personalized treatme he:

5

i N



Advances in T cell Lymphoma: From
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oshoot firstoto Precision targeting

The Historical Standard
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Patients With Relapsed or Refractory Disease H

. . anreer Center
an Especially Poor Prognosis N——————
oo 2y o 2"d PFES (median, 3.7 months) of

o
o

patients treated with chemotherapy
(n = 89) with R/R PTCL

o
o

Progression-Free Survival 3
(proportion]
o
I

o
N

2"d PES = 3.7 months

10 15 20

Time (years)
B .
5 OS (median, 6.5 months)
o after first relapse or
= °° progression of PTCL.
= o2 Overall Survival from
] : — 2"d Relapse = 6.5 months

Time (years)

Mak et al. 2013



MDACC Outcomes for PTC

PTCL-NOS, AITL: 321 pts (180 PTCL-NOS, 141 AITL)
PFS1: PFS to front-line therapy

PFS2: PFS to 1st salvage

PFS3: PFS to 2" salvage

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

Pralatrexate or Romidepsin at 1st or 2nd salvage TX
were not associated with longer PFS2 or PFS3.

Repsonse by Line of Treatment

44% EEE Pralatrexate
B Romidepsin

PFS1 PFS2 PFS3

All 10.3 4.1 2.5
PTCL 8.4 3.1 2.5

AITL 13.1 10.9 2.4
Results: Med Mo

Line of Treatment

Chihara D, et al. Br J Haematol. 2017
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Failure—free survival for PTCL-NOS

| FFS1 | FFS2 | FFS3

Median (months) | 3.1 | 25 | 21
— EES |
FFS3
1 ——
1 2 3 4

Failure—free survival for AITL

| Frs1 | Frs2 | Frss
Median (months) | 65 | 29 | 23

— FES
— FES2
FFS3
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Pralatrexate andI_Bellnostat Primary Efficac MD Anderson
Data Supporting Accelerated Approval Niking Cancer Hisory

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, media(@5% CI) 10.1 months(3.4cNE) 13.6 months(4.5¢29.4)
ProgressioAree survival (PFS), medig85% CI) 3.5 months(1.7¢4.8) 1.6(1.4c2.7)
Overall survival (OS), medig®5% CI) 14.5 months(10.6c22.5) 7.9(6.1¢13.9)

1. O@onnor,2011; 2. O onnor,2015
*CRus a category between CR and RR ¢loes not strictly match either CR or PR)CRudoes not indicate a shorasting CR
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CD30 as the predictive marker in TC

CD304HistoIogies ‘
PTCINOS ' <4¢

AITL (?) @"

ALKALCL agiiise response

ALK + AL E85 ¥ | response or PD
or PD \

Salvage therapy/
Clinical trials

NO
response —

response
PTCIHistologies -/ or PD
PTCINOS
AITL (?)
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AHOW CAN WE HARNESS THE ADVANCES IN BIOLOGY?




Gene expression signatures delineate biological & NSRS e
prognostic subgroups In peripheral Fcell lymphoma GaneerCenter

Making Cancer History®
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TBX21 Phenotype Implications
Pan 'Fce” Th1 IFNy signaling through NF-kB Distinct signaling pathways

pathway with median survival suggest different targeted therapy
ATA3 Plasma Ce” exceeding two years approaches for subtypes
|| Unclassifiable [
33% 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;29P3
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Clinical Diagnostic Algorithm Developme

CXCBRMarker CCR Confirmation
{SO2YRINE / -/ wo LRAAWNDLBAAGKDKEKEE® OXp 20 LI®
supports TBX21 subtype when TBX21 additional GATA3 subtype
negative confirmation when needed

TBX21 ldentification GATAS3 Classification Diagnostic Flow
Positive TBX21 immunohistochemistry D! ¢! o A YYdzy 2 KA & { 2 O K SSéduentisNiyorithnkgnables)
OXHM:20 O2YFANX& ¢. -identifiesGEDAB dubdfe in systematic subtype classification for

classification appropriate cases treatment selection
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Therapeutic Options Beyond Chemotherapy:

disrupting dysregulated pathways

A

MonoclonaimAbgADCs

Brentuximabvedotinand
mogamulizumab provide targeted

antibodydrug conjugate therapy.
Anti-PCL

Epigenetic modulators

Romidepsinbelinostat and

chidamideand Azacytidine target
epigenetic dysregulation
mechanisms

Anti-CD5 CAR and antiCD70 &
TRBC1

a¥p
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B

PI3K
- JAKISTAT\

(A

EZH1/2

Kinase Inhibitors

Valemetostatcrizotini Alectiniband
PI3K inhibitors (Duvelisibinperlisih
Tenalisih, JAK inhibitorduxolitinib
Golidocitinib), Soquelitinib

Immunomodulatory

Lenalidomide(Golcadamide
provide alternative mechanism for

immune system activation against
tumors
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Single -Agent PTCL Treatments MD Anderson

—anecer Center
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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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A Epigenetic targeting off fh
A Targeting dysregulated pathways: JAK/STAT, PI3K, EZH1/2, ITk
A Immunotherapy: checkpoint blockade and cellular

A Targeting cytotoxic, gammdelta and NK subtypes
A Pan SIRP inhibitor for LALH
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A Epigenetic targeting ofl th
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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 (

ldentifying cell origin reveals shared
biological engine driving distinct

classifications .. -
Clinical Significance

TFH phenotype provides framework for
understanding disease mechanisms and
targeting
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Cellular Interactions

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

Cytokine Signaling
IL-21 and IE6 promote Bcell activation and plasma cell
differentiation

Immune Checkpoints

PD1/PDL1 and ICOS/ICOSL pathways regulatellfand BEcell
Interactions

Vascular Development

High microvessel density supports AITL tumor growth and
progression

BCL6 Expression

Maintains malignant phenotype through transcriptional regulation of
target genes
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Nodal T-cell lymphomas with TfH phenotype Ny AT s
AITL, PTCL with TfH & Follicular TCL GaneerCenter

Making Cancer History

A TFH markers: PD1, ICOS, CXCL13, BCL6 & CD10
A Partial overlapping genetic landscapes

Mutations (%)

RHOA (G17V) 50-70%
TET? 31/64 (48%) 711 (64%) 34 (75%) 4724 (17%)P<0-00*
Epigenetic regulators DNMT3A 19/64 (30%) 1/10 (10%) 1/4 (25%) 124 (4%) |P=0-0°
TET2 47-83% IDH2 22/66 (33%) ]/_“ (1(196) 0/_5 (0%) 023 (0%) p<0.001
/%/\F/’ngé - gg-ing RHOA (GITV) [42772 (58%) 8/14 (57%) 35 (60%) | 0/23 (0%) p<0.001
Average expression of prognostic gene signature in AITL - X OS in training set it 0OS in validation set . o o
10 u [5yr OS(%). (95% CDl_ 1.0 Quartie  [5vr OS({Q) (95% Cl)]
“ o] = g; gg Eggigg; o : a2 gg §§1183§
-—-— ARSI t g os | [ ] — Qi) 14 (0376) é o ——
100 | FNE —— -
AITL with RHOA Classical clinicopath features -
mutations = 4 J
Higher microvessels density o] A
More FDC proliferation %..] L PrS: 21 monte fornon TR ¢
More pronounced THF phenotype )
AITL with IDH2 Medium to large tumor cells with clear cells o] =
mutations Strong CD10 and CXCL13 expression R oo -
Gains of chromosomes 5 and 21 e

Igbal et al. Blood 2014; 123;29P3, Ondrejkaetal. Am J SurgPathol2016: 40:385, Nagao R et al. Am J SurgPathol2016; 40: s'nOZISLtelnhlIberetaI Mod Pathol2019 32:1123



Nodal Lymphomas with TFH Phenotype:

Role of Epigenetic Modifiers

Romidepsin in AlITLY Time to response

THE UNIVERSITY OF TEXAS

MD Anderson
—arnecer Center

Making Cancer History®

Azacitidine in AITL?

PR = Withdrawal by patient Duration of response Overall Response
= - Duration of treatment 1 >
<CRu ®m PD = Patients who remain on treatment 2
:F: PR - SCT ==p Standard dosing (3 x per cycle) 3
P Maintenance dosing (2 x per cycle) 4 = ORR 75%
% PR Fesssssss PD ==p Maintenance dosing (1 x per cycle) a 5 == CR
‘% CR e PD € 6 BN PR - CR6/12
o s 7 m S — PR 3/12
2 cR & = € 8
% T — B pD — SD 3/12
S CR -—--’ 9 I Treatment stop
o 10 P Treatment ongoing
@ CR E 4 11
I T EETTIII=EfI— 1 % Death
CR = — .
0 12 24 36 48 60
0 10 20 30 40 50 60 Mo
Mo
1007 0S 100 PES
S 807 ;\‘; 801
D | ~
60 oy 601
N L
O 407 o 401
207 207

| | | | | | | | | | | | O T ) | ] | L}
0 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 baselin

characteristics

/
VS
V
Oral Azacitidine Investigator’s Choice
Administered in a 28-day Bendamustine
lcycle with specific dosages Romidepsin
for EU and Asian patients* Gemcitabine
300 mg dosage for 200 mg dosage for
EU patients Asian patients
14 Days 14 Days
Stratification

@) 1-2 Treatment

Az 2 Treatment

Lines

@ Concurrent
MDS/CMML

Dupuis J et al. ASH 2022 #959

O,

c@

No Concurrent {L.
MDS/CMML Q

median age (IQR)

Sex male
ECOG 2-3

Bone marrow
involvement

Associated
MDS/CMML

IP1 4-5

Previous line
number

1-2vs 23

THE UNIVERSITY OF TEXAS
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Azacitidine Investigator romidepsin Bendamustine gemcitabine
CC486 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%)

34 (81%) vs 8 (19%) 37 (84%) vs 7(16%)  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%)
1 (25%) 13 (80%) 14 (58%)




meet primary

noint PFS but OS

PFS* from randemization - FDA C2 censoring — ITT Set
With Mumber of Subjects at Risk and 95% Confidence Limits
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Overall Survival from randomization -ITT Set
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-486
0.8 0.8
=
= =
= 06 2 06
(=] =
“ 2
o o
m —_
g 04 £ os
A =
u 9]
0.2
0.2
0.0
1 44 19 7 5] 4 3 3 0 0.0
2 En 24 12 7 5 3 2 2 1 1 44 az 26 23 18 14 1 ] 9 8 5 2 1

2 42 3B a5 a0 20 24 20 15 11 7 5] 2 2

] 3 g ] 12 15 18 21 24
PFS (months)

0 3 6 g9 12 15 18 21 24 27 30 33 36 39

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
Oral Azacitidine CC-486 42 £1.9% (26)  38.1 % (16) 18.4

* Progression assessment based on local assessment using the Lugano classification
CG486 LY @SadagAal d2NQa
5.6 months 2.8 months

OK2 A0S
median

CC486
18.4 months

InvestigatorQ choice

median 10.3 months

95% CI 12.9¢ 31.5 months 4.2¢ 13.5months
P=0.0166*

95% CI 2.7-8.1 months 1.9-4.8 months
P=0.0421 >p=0.025

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



Histone modifier gene mutatlons In perl_p_heral T -cell D Andereon
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s ¥y ‘ Arm) €g26109791 AITL
7 4 cg15012027
R P -g 5-Azacytidine and 523073132 ! mtn
é \ o PN Romidepsin 2315564619 0 EATL
5 - w . v cg17412422 AL
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r/r PTCL:Outcomes

Lead in
Phase |

rolizumab and Romidepsin |

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 S u t 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 Survivel 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 ooy of ks
responders versus noresponders 12/14. ‘caneerCenler
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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
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Parallel architecture of inmune aggregates: AITL TME v MD Anderson
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Loose Aggregates (E-TLS)  Loose Aggregates (E-TLS)

T (?2 @ :

: | yal )

Spatial Effacement Spatial Effacement ©kT)
@ & Organization & Organization T®

Malignant Tpy Clones Reactive Immune Infiltrate
(CXCL13+, PD-14)
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 & Inmunotherapy

: e - A e : & : Y, Ty
Polarized Prognosis: Polarized Prognosis: /o, \
High-density immune structures often Prognostic & Therapeutic Comparison Mature TLS generally predict L./\ ‘

indicate aggressive disease or exhaustion AITL Specialized : favorable outcomes ot
Feature Nicieanvifoniment Solid Cancer TLS /

PD-1 ; PD-1
' Primary Driver Malignant TF,, Clones Reaclt’:\é?t:gtrénune
' . : TIGIT 75% of ST-sequenced AlTLs Predicced by SFL-TLS: Mature € TIGIT
: show high CD40-CD40LG Maturation  Often mirrors disease = Correlates with better generally predicts TLs, shrinking PD-13-L
_ CTLA-4 a:,tw;t_y,l ?ugtgestu?gd Impact progression EFS/DS tumor - shrinking tumor, and CTLA4
b potential for targe 7 : enhanced immune response.
; Predicted by TME Predicted by SFL-TLS
: immunotherapy. ICI Response stratification presence .
CD8+ T-Cell Dysfunction & ) CD8+ T-Cell Dysfunction

Zhang, X., Sun, Y., Wu, D., et2020. Cell Death &iseaseschumachefT. N., & Thommen, D. 80@2. ScienceGuTrantien C., et alCell Pritchett, J. C., Yang, Z. Z., Kim, H. J., 203D (
LeukemiaZhu, M.. Li, N., Fan, L., et aDZ4). Blood
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Responders and Nodesponders

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

CD3e+
100%

J7

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+

CD3e+CD8+(GZMB+ CD3e+CD56+

TSNE2 (%)

CD3e+CD8+Ki67+ CD1P+CD20+

*rdup+oet+uXeo

CD3e+CD4-Ki / S CD68+CD163+
-8 1 FaTL Non-Responders
6‘2 6'4 66 Gé 7I() 7l2 7:4
CD68+PD-Dit+ TSNE1 (%)
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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TfHas the predictive marker in TCL.: MDAH%%E%

Lessons from Re&CHOP Phase llI ot

PTCINOS TfH) — . '
AITL (?) 0 - response

response or PD
/ or PD \

Salvage therapy/

PTC |_ / Clinical trials
response No
Non CD30, noiifH / or PD
PTCIHistologies
PTCINOS

response —




Phase Il Trial: Azacitidine + CHOP as MDD Anderson
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Initial Therapy for PTCL

Treatment Patients with untreated PTCL (N = 20)
L Nodal TCL w/TFH phenotype (per
lAzacmdlne: cycle 1, days§ to O; 15 days, days-21 WHO 2016)
| Cyclophosphamide, doxorubicin, vincristine: day 1 AITL
. ] Follicular TCL
v Prednisone: days-3 PTCL-NOS, TFH variant
lGrowth factor e.g., pedfilgrastim: PTCL-NOS
ALCL, ALK neg
ALCL, ALK pos w/IPI >2
. CHOP . CHOP . CHOP Adult T -cell lymphoma/leukemia
Azacmdlnel l Azacitidine l l Azacitidine l l
T TR ATTTEVTTTTTT] p—
-6 1 8 15 211 8 15 211
\ J\ J \
Y Y ORR 17 85 94 15 75 88
Cl C2to C5
) CR 11 55 59 15 75 88
A Azacitidine dosing300mg/day, d6to O, then (8-Z pr 6 30 35 0 0 0
A Patients in CR/PR aftércycles can receive cons sp 2 10 0 1 5 0
PD 1 6 2 10 6
Discontinued 0 0 2 10 6
Median FU, mo 15 (range: 23)

Ruan. ASH 2020. Abstr 40.
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A Targeting dysregulated pathways: JAK/STAT, PI3K, EZH1/2, ITk
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Targeting dysregulated pathways: JAK/STAT, PI3K, EZH1/2, ITK

PTCL Treatment Agents and Targets

Linpersilib
PI3K4y "kpj kdkvagt
Mehta-Shah N, et al. PRIMO, ASH 2024 Duvelisib lyer et al. ASH 2024 Tenalisib Huen A, et al. Cancers (Basel). 2020
PI3Ky "c pf 41 RK5M PI3Ky " c pf 4 RKS5M
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 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
(Y¥20394)

Valemetostat

Soquelitinib
(CPi818)

JAK /[ STAT

pathway (JAK. 104 (Enrolled) 2 (1c3)

selective / 88 (Efficacy)
inhibitor)
Dual PI3K
Inhibitor 123 (All PTCL 2 (1¢9)
(P13t PKBK |
10
P13kt KM LINAR :
inhibitor =9 (FIEIL [P therapy
Dual EZH2 / llﬁ’g(E”ro"ed) 2.0 (X12)
EZH1 inhibitor . '
(Efficacy)
19 (Dose 1¢18 (range
ITK inhibitor escalation across
total) cohorts)

44.3% (IRC 23.9% (IRC

assessed) assessed)
0)

48.0% (IRC 33 3%

assessed)

45.7%

(Investigator 31.4%

assessed)

52.1% (BICR, 14.3% (PETT
CTFbased) based)

37% 16%

NA (Data cut NA (PFS Song Y, et al.
off Aug 31, secondary Lancet
2023) endpoint) Oncol. 2024
. ~3.45 months Mehta-Shah
Median PFS: (95% Cl: 1.8 N, et al.
6.24 months 3.94) "7 PRIMO, ASH
' 2024
6-month PFS
X Cc Y 2Yirate:40.4% lyeretal.
follow-up (95% ClI: 236 ASH 2024
56.8)
Zinzani PL,
NA NA et al. Lancet
Oncol. 2024
NA (PFS
primary Phase 1 Dose
NA S :
endpoint in  Escalation

Phase 3)




Responses in AITL MDAnderson
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0
Dual EZH2 / EZH153 (AITL: 42; Nod: O~ 02-1% overa

L o . .in efficacy X M 52.1% T
inhibitor PTCHfH: 8; FTL: ‘evaluable (N=119)

Valemetostat

JAK / STAT pathw: 15.4% of cohort
Golidocitinib (JAK1 selective 16 (AITL) were AITL; overall > M 44.3%) 1
inhibitor) ORR 44.3%,
AITL & TFMOS

eligible in Phase 3
enrolled in dose
escalation; no
subtypespecific
ORR reported
Conducted in PTC
Not specified for (including AITL);

Soquelitinib (CRI

818) ITK inhibitor 7 (AITL)

Linperlisib(Y¥

N 0 :
20394) PISICinhibItor 5 1 subset* follow-dzLJ 3 c 65% 48%
months
Dual PI3K
. 219 0, 0
Duvelisib inhibitor (PI3KL 37 62.2%  51.4%

/ PI3K} O
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Adverse events of Novel agent MDAnderson
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lye ¢w! 9 x D
pdpdci:da2ald O:zTRAE 24.0%; primarily
LI St SGA&A> @ hematologic toxicities.
Yy Sdzi NP LIKAE & =

Transaminase elevation
DuvelisiqPhase 2 PRIMO, 'l [ ¢ m O H M ®M: ((ALT/AST) most common  Not explicitly stated
=123) Q@ omMTORE:VE ! {aLISOALF T ! 9T I[(intolerance criteria).

Golidocitinib(N = 104) 8.7% 1.0% (1 patient)

Cryptococcosis (1), EBVD
(1), pneumonitis (1), sepsis

diarrhea 9.8%. (1)
Pneumonia (11%) most
: 0 :
LinperlisifPhase 2 US & EL Neutropema ) frequent drggrela’&eq SAE; 9.2% (9 patients); dose Not detailed for N = 98
N = 98) pneumonia (14%), immuneNBSt | 0SR K reductions 22.4% cohort
- leukopenia (10%). 6!l [¢k! {¢ mE F e '
rash) < 5%.
Cytopenias common;
thrombocytopenia most 2 patients with secondar
ValemetostaiN = 133) Thrombocytopenia (23.3%).frequent any grade (49.6%) 9.8% (due to any TEAE). P . : y
_ AML (discontinued).
and G3+ TEAE; 2 secondar
AML cases.
. o/
Soquelitinib (CRB18(Phase! Y& ¢ 91 9 x D c¢ocnous TRAE 8.9%; ron
: B = hematologic G3+ TRAEsS No treatmentrelated
1 Dose Escalation,N=45 O2YY2y ¢w! 9 : : Not stated.
included pneumonia (4.4%) deaths.

safety pop.) neutropenia (11.1%). and rash (4.4%)
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