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Classification of Peripheral T-cell MD Anderson
Lymphoma (PTCL) o

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 ]

Precursor Mature T-/ NK-cell

Lymphoid Neoplasms
Neoplasms

NHL Neoplasm
Grouping

Leukemic

Extranodal

I

Mycosis IFungoides

T-Lymphoblastic

[ o
O : _ Adult T-cell Leukemia/
'-g 2(;, Leukemia/Lymphoma [ (MF) ] Peripheral TCL-NOS Lymphoma
O w Transformed i
9S8 re—— EBV+Nodal T/NK cell Leukemia
“ . nteropathy- lymphoma
G 5,) [ S€zary Syndrome ] associated TCL = T-cell Prolymp_hocytic
- - Anaplastic Large Cell Leukemia
o o Primary Cutaneous MEITL Lymphoma (ALK +/-)
L © CD30+ T-cell T-cell Large Granular
E E Disorders Indolent TLPD of DUSP22-ALCL Lymphocytic
o O Primary Cutaneous the Gl tract Leukemia
o Gamma/Delta TCL Angioimmunoblastic Chronic LPD of NK
N BIA-ALCL TCL cells
Subcutaneous
Panniculitis-like TCL oz Fosll Systemic EBV+
phenotype TCL of childhood
PC CD8+EpiD CTX =
vacciniforme like

CTL
L LPD
Adapted from Swerdlow SH, et al. WHO Classificatiol p acral CD8+ TCL PC CD4+ SMTLPD *Provisional entities
Haematopoietic and Lymphoid Tissues. 2017 .




PATTERNS OF CARE AND CLINICAL OUTCOMES IN PTCL

OS by Classification OS by IPI
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Ruan et al: ASH 2022
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UPDATED CLASSIFICATION OF NODAL PTCL



THE MAIN QUESTIONS IN TREATING T- CELL LYMPHOMAS
T

« Upfront therapy- how to choose the best regimen for my patient
» Should ASCT be offered in CR1-

* Relapsed disease - how to optimize treatment options

* Role of allogeneic stem cell transplant

« Special populations- elderly, frail,

* Rare subtypes
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SUGGESTED TREATMENT REGIMENS?
FIRST-LINE THERAPY®
ALCL® Prafarred regimen
- Brentuximab vedotin « CHP (cyclophosphamide, doxorubicin, and preanisons)® (category 1)
Other recommended regimens
« CHOP (cyclophosphamids, doxorubicin, vincristine, and prednisons)
« CHOEP® (cyclophosphamide, doxorubicin, vincristing, stoposide, and prednisons)
« Dose-adjusted EPOCH (stoposide, pradnisons, vincristine, cyclophosphamide, and doxorubicin)
Other Preferred regimens (alphabetical order)
histologles - Brentuximab vedotin « CHP for CD30+ histologles®®
(PTCL-NOS; « CHOEP®
AITL; EATL, « CHOP
MEITL; nodal |- Dose-adjusted EPOCH
PTCL, TFH; and | Other recommended regimens (alphabstical order)
FTCcL)f « CHOP followsd by IVE (Ifoefamide, etoposide, and epirubicin) alternating with Intarmediate-dosse methotraxate
(Newcastie Regimen; studied only In patients with EATL)"
* HyperCVAD (cyclo Ide, vincristine, doxorubicin, and dexamethasons) alternating with high-dose methotrexate
and cytarabine (category 3)

FIRST-LINE CONSOLIDATION
+ Conslider consolidation with autologous HCT




THE UNIVERSITY OF TEXAS

Selected Attempts To Improve Upon MD Anderson
—ancer Center
C H 0 P fo r PTC L Making Cancer History”
10, VIP-ABVD vs CHOPN=88 CEOP —Pral Romidepsin-CHOP vs.
. 10
c ..\ 136 pts: A-CHOP: 65; CHOP: 66 L N =33; CR 52% CHOP
.g CR was 52% in ALZ-CHOP vs 42%. j‘_‘ 0.75 Est 2-yr PFS/0S: 39% (95% CI 21-57) | Regimen Ro-CHOP  CHOP
S 061 3-yr EFS 35% vs 26% © —— RO-CHOP ~ (n=211)  (n=230)
o 2 050 t o] — CHOP PFS median  12.0 10.2
O 04 , = : (95% Cl),  (9-25.8) (7.4-13.2)
a r § o mo
02+ o 025 ’ HR (95% C1)0.81 (0.63-
wJ e 02 P value 1.04)
0 ] ] ] ] ] ] ] 0— 0 - 0'096
0 24 48 62 96 120 124 148 0 6 12 18 24 "
Mos - B R R R R E R R BRI
0 6 12 18 24 30 3 4 48 54 60 66 72 78
Months from Randomization
1.0 A-CHOP vs CHOP CHOP vs GEM-P
0.9 . .
S s ; Regimen CR/CRU % (n/N) 95%Cl  PValue 101 Revlimid-CHOP
27 6 x CHOP-14 (n = 66) ' CHOP 62% (23/37) 0-21-131  .164
S 6 x CHOP-14 + A (n = 65 ° GEM-P  46% (17/37) S N =78; CR421%
Q 06 X CHOP-14+A (n =65 i . 0S- 59.2% (95% Cl, 47.3%-69.3%)
2 os P=.448 ° g
(a8 0.4 ' .5 = —
v 4 g
L 03 5
L 3 e
0.2 2
0.1 A 004 78 59 44 25 17 12 6
0 10 20 30 40 50 60 70 80 90 100 110 0 6 12 18 24 30 36 42 48 C') 1'2 2'4 3'6 4'8 6'0 7'2
Delay of 0S (months)
Mos

Simon. Br J Haem. 2010. d’Amore. ASH 2018. Advani. Br J Haem. 2016;172:636. Gleeson. Lancet Haem. 2018;5:E190; Bachy et al. Lancet Haem. 2021, Lemmonier et al. Blood Adv, 2021



BRENTUXIMAB + CHP FOR CD30 + PTCL
I @ ctotni s
4

90
HR: 0.71 (95% Cl: 0.54, 0.93)
P=001

Echelon -2 Frontline treatment with A+CHP vs CHOP for newly g b[ ;
diagnosed, CD30-expressing PTCLs demonstrated a 29% reduction | g
in risk of PFS event (HR: 0.71; 95% CI: 0.54-0.93; P=0.011) £ GL A+CHP
K
$
A+CHP more than doubled median PFS vs CHOP (48.2 vs 20.8 £ i
months, respectively) 10
34% reduction in risk of death with A+CHP (HR: 0.66; 95% CI: 0.46- 8 B % ; IR T s B . .
0.95; P=0.024)" Median OS was not reached in either arm N at Risk (Events) Rt
ACHP  226(0) 175(39) 145061) 134(75) 108(32) 81(85) 64(83) 38)%0) 24(%3) 9(94) 3(95) 0(95)
CHOP 226100 157(65) 129093 1120107) BT(118) 75(119) 63121) “i21 2122 723 2124 0124
A+CHP has a comparable safety to CHOP

i’ &0 o x__\__“ A+CHE
: 0 ‘ e
-
[ = 3 &l
2 E & CHOP
5 .
. S W ’ .
£ Every 3 wooks for g " % reduction i risk of death
3 6-8 cycles S w HA: 0.66 (25% CL 0.46, 0.95)
=
G Pw0.024
g E
- 10
7S A+CHP. ADCETRIS 1.8 mgikg, cyclophosphamide 750 mois,
doxonubicin S0 mgim? IV an Day 1 + prednisane 100 mg PO on Days 1-5 0
CHOP: cyclophosphamide 750 mgim?, daxceubicin 50 mgim?, vincristine ¥ R ] ¥ A L R A ”
1.4 mgim? (max 2 mg) IV on Day 1 + pradnisone 100 mg PO an Days 15 0 v 12 8 2 0 % 42 @ # 0 66
Time From Randomization (Months)

N Ask (Events)

ACHP 22800) W8 19 184033 15042) 128047) 108(4) 8551) &(51) 051 451) o51)
CHOP 226401 196024 18939 15857 1404500 121163 10356 7063 ®aMm| F7 ] AT 073

m Horwitz et al : Lancet 2019 6



Analysis by Subtypes:

Estimated 5-year PFS rate

Estimated 5-year PFS and OS rates in prespecified subgroups

SUB ANALYSIS ECHELONZ2 - FOOD FOR THOUGHT

ITT, intent-to-treat; IPI, International Prognostic Index

ACLE

Horwitz et al: ASH 2021

HR Estimated 5-year OS rate HR
A+CHP CHOP  (95%Cl)  P-value A+CHP CHOP (95% Cl) = P-value
PTCL subtype
PTCL-NOS, % (n)  26.5(29) 25743 o o 3y 04 46.2 (29) 35.9 (43) (0.3‘;"715. 48y 04003
AITL, % (n) 26.6 (30) 48.1 (24) (0.6‘4-.“;'1 ;) 03958  67.8(30) @ o. 4‘0-_02'.55) 0.9855
SALCL P i)

Overall, % (n) 60.6(162)  48.4 (154) (0'3%'5379) 00000 758(162)  687(154) 4%_616'01) 0.0529
ALK+ % (n) 87 (49) 6749 1‘;“‘3 os) 00372  915(26) 6@ 1%-"‘?_ 1) 01688
ALK~ % (n) 49 (113) 390(108) o 4%-5:' gg) 00054  687(50) 633(41) o 43-_71" 2y 01373

sALCL, IPl Score
0-1, % (n) 59.5 (41) 47.6 (32) (0.1%‘43‘9 4 00301  87.0(41) 86.2 (32) (0_2%‘73‘73) 0.6411
2-3, % (n) 68.5 (95) 50.9 (100) (0_3%‘5&90) 0.0158  80.6 (95) 68.7 (100) (0.302"517 o1y 00496
4-5,% (n) 27.2 (26) 36.4 (22) (0.3%‘713. so) 03839  38.0(26) 832022 4%_819_89) 0.7606




Frontline CHOEP — ASCT in

PTCL

=  Phase || NLG-T-01 Trial 5-Yr OS, All Patients: 51%

(aka The Nordic Trial) , 10 , 10
S 0.8 k E 0.8
= N =160 patients with g 0.6 ° 06
. — " °
untreated systemic PTCL £ 04 £ 04
& 0.2 g 0.2
* Treatment: CHO(E)P-14* = £
QZW X 6 Cycles 0 12 24 36 48 60 72
Patients at Mos
_ ORR:82%with CR51%  Riskin 160 13 96 76 38 & U
@ 5-Yr OS by PTCL Subtype
— BEAM or BEAC plus ASCT , 10 o L0
(n=115; 72%) 2 o3 ,L'—-_._I_ a 0.8
2 06| L o 0.6
c O. . e O.
*Etoposide omitted for patients older -g 04 = 2 04
than 60 yrs of age. o o
§- 0.2 Log-rank test P =.21 §' 0.2
& ) g |
0 12 24 36 48 60 72
Mos

d’Amore. J Clin Oncol. 2012;30:3093.

THE UNIVERSITY OF TEXAS

MD Anderson
areer Center

Making Cancer History”®

5-Yr PFS, All Patients: 44%

0 12 24 36 48 60 72
Mos
160 100 85 65 52 39 17

- PTCL-NOS
’._ AILT
i‘_“ . EATL

5-Yr PFS by PTCL Subtype
- ALK-negative ALCL
Log-rank test P = .26

0 12 24 36

Mos

48 60 72



CHEMOFREE COMBINATIONS FOR UPFRONT THERAPY

A Study Treatment

#

Week 1

Week 2 Week 3 Week 4 Week 1
Cycle 1 Cycle 2
Romidepsin (10 or 14 mg/m2) D1, 8, 15
Lenalidomide 25 mg D1-21
Cycle length: 28 days
Treatment: up to 1 year

(r—x)

N ——

Patients achleving responses

Patient Disposition

Enroliment (n=29)

Toxicity (n=4)
PO (n=3)

Evaluable (n=20)

e £
A Progression-free Survival B  Progression-free Survival
100l — 120 Evaluable
. All evaluable AITL. n=14
gars| & patients, n=23 2098 '
3 ’ |
Eax- . i BOLO{ =vevreereerer e
¥ » .
$ ] ; : o : —
A02 2.1 PFS: 31,5% " 2.yrPFS:38.1%
aoe: Median PFS: 0.83 yrs scol Median PFS: 1.4 yrs:

[] 1 2 3

Progresson-free Scrviesd (Yeurs)
Number at risk (number of events)

M 1) S04 104

L} :
Progressaon Yoe Survit (Yoas)

o 1 2 3
Progressoe-free Saviesl (Years)
Number at fsh (nember of events)

|-4n- L] am aim

1 2 )
PFrogrenaon-bes Susvive (Yean)

C  Overall Survival

All evaluable
00 e patients, n=23
o s
3 '
éar:
2-yr OS: 49.5%
sl Median OS: 1.86 yrs
[] 1 2 3
Owerad Surewvas (Yeans)
Number al risk (number of events)
‘:z:u:- " LI 010

—
X
_ 4 7 v
— ' 7/ /
3 /'; " "
- o g g -
D0 [ —— —— A ;
251 /7 = 1/—xe
W —— =e, £ Time ¥ beet response
— % O ¢ = Ongong respanse
e mm CR
pr—— ) § " PR
—=Z3 - 5D
e—_. O - 0
X ant
s X Progrveson
3% = g @ vithcrawaliost
g‘i _z 4 Dean
- p—_—t, T T T T T 1F T /F T 15
0 2 4 6 8 10 12 18 24 36
Months

1 7
Overal Survwad |Yeurs)

D Overall Survival

Evaluable
— AITL, n=14
3 1
3§07
?.3!(: -
-
ox e
2-yr 0S:61.4%
aoi  Median PFS: not reached

5 : 3 H
Ovorad Survivdd (Yoars)
Number al risk (number of events)

" oo TS am

o . 2
Overall Survivs (Yeans |

Favorable safety signal
Favorable efficacy esp in TFH subtype

Ruan et al: Blood
advances 2023




UPFRONT THERAPY — WHAT WE KNOW SO FAR

ALCL ALK+
BV+CHP x 6
ALCL BV+CHEP x 6

BV+CHP x6
BV+CHEPx 6

BV alone ( elderly frail)

ALCL ALK-
BV+CHP x6
BV + CHEP x6
BV alone

BV alone ( elderly frail)

Nodal Subtype CD30+ in tumor cells CHOP
BV + CHP
BV+CHEP CHOEP
BV alone 7? mini CHOP

CD 30 -ve

CHOP x6
CHOEP x 6
Mini CHOP

Always consider a clinical trial if available

Horwitz et al; 2019,Hererra et al 2021, Lunning et
al 2019 ASH 2022 abstract 2922, 2909

+w-MIRAG

CHOP - remains the backbone of upfront therapy (CR 31-67%) -
Etoposide- role in upfront regimen continues to be debated.

BV+CHP - CD30+ lymphomas and ALCL ( randomized trial
CHEP+BV - ORR 94%, Possible EPCH+BV?

CHOP+ Romidepsin (Ro-CHOP) — Initial results ORR 78%
including 66% CR. Randomized phase 3 is negative Romidepsin
+CHOEP - did not meet primary end point

CHOP+ Pralatrexate - ORR 89%, CR 67%

CHOP+ Belinostat — ORR 86%, CR 67%, PR 19%

CHOEP+ Revlimid — ORR 88% and CR 38%. Len maintenance
arm- toxic

5- aza + CHOP- 2 yr PFS 68.4%, 76.1% for PTCL-TFH

phase Ill study of Chidamide +azacytidine +CHOP vs CHOP- no
significant improvement in ORR or PFS



RELAPSED DISEASE
-

Treatment Goals

Induce remission — need agents
with high ORR and CR

Challenges

Rare and heterogeneous diseases

Consider allogeneic stem cell

transplant in eligible patients Lack of adequate tumor models to

, study the disease
Second line agents should be

considered a bridge to transplant at
least in 2023 in eligible patients

Limited interest from
pharmaceuticals

In transplant ineligible patients, goal
is palliation




CD30 EXPRESSION AND RESPONSE TO BV IN PTCL

PRAEEy

@ PTCL-NOS  PTCL-NOS cytotoxic

CD30-positive range
58-64%

RR to BV in R/R patients
ORR 33% CR 14% (Ref 49)

CD30-positive range 4.9%
10-14% (tMF 40-50%)

RR to BV in R/R patients

ORR 57% CR 5% (Ref 54.56) 1.8%

MEITL (/5 TCL)

CD30-positive range

0%

RR to BV in R/R patients
NR

ALCL, ALK+ & ALK

gy
g Y A ..q RR to BV in R/R patients
ORR 86% CR 57% (Ref 46-48)

R o 3
S a8t %

" CD30-positive range

W 63-75%
RR to BV in R/R patients
CRR 54% CR 38% (Ref 49)

' CD30-positive range
" 58-64%
X RR to BV in R/R patients
4% Not reported,studies ongoing

CD30-positive range
36-47%

" RRto BV in R/R patients
29% (Anecdotal responses)

Immunohistochemistry on FFE
with monoclonal antibody
BerH2

Lack of consensus on positive
cutoffs (>1%, >10%, >20-25%

Clinical significance of cutoffs
is unclear- ongoing study ---

150
100
50

CD30% ===RR-BV

Barta et al, Blood (134) 26, 2339-2345




RELAPSED PTCL- NOS

An IHC Algorithm to Subclassify PTCL-NOS i GATA-3-, anthracycline-based Rx | _

PTCLTBX21 [Tdusted | PTCLGATAZ — GATA3, anirscycine bosed e |3

= GATA-34/-, palliative Rx

Single Agent CR/PR “

Pralatrexate ( R
2009) 32% 10.1 months

1
’—~ PTCL-TBX21 ‘—‘ ’—~ PTCL-GATA3 ~‘
Romidapsin 29%/ 14% 28 months '

2009) TBX21 -, CXCR3 -, GATA3 -, CCR4 -, 5

GEP/Fresh Frozen

Belinostat ( 2014) 23% 13.6 months

IHC/FFPE

Brentuximab

0,149
Vedotin 33%/14%

Duvelisib 48.1% 5.5 months

,. GATA3 subtype has a
Ruxoltinib 18% : -z worse prognosis

Valemetostat 55%

Weiss et al: Frontiers Oncology 2023 Amador et al : Blood 2019




HOW TO MAKE SENSE OF ALL THIS DATA FOR RELAPSED
REFRACTORY PTCL

*  Clinical trial = novel agents in study = CDKS9 inhibitors , EZH2 inhibitors
+  Send for mutation analysis if possible

*  For TFH subtypes - prefer
- Epigenetic therapies - Romidepsin alone or in combination- (5 aza,

lenalidomide)
~ Duvelisib
v ALCL- alk+ AIIogenelc.stem f:eII
~ Alk inhibitors transplant in eligible
- BV-can try again if not previously refractory patients
— Pralatrexate
ALCL- alk -ve o
— BV-can try again if not previously refractory, BV + bendamustine f transplant .me“glble’
~ Pralatrexate consider maintenance
* PTCL-nos strategies
— Duvelsib
— Epigeneitic therapy

- Pralatrexate




Potentially targetable intracellular signals in PTCL

3 Approved agent  —» Direct stimulation  — Direct inhibition
[ Active agent --9 Indirect stimulation  -- 4 Indirect inhibition

Pi3K i SYK/(JAK)
Copanlisib l oy Cerdulatinib
Duvelisib

Tenalisib = ==

.................. BCL2:

Linperlisib | Cerdulatinib e Venetoclax
8 diw e Pralatrexate r T E:Np: ::i's'b
JAK: Ruxolitinib N Hypomethylators
Golidocitinib B o D Azacytidine

Decitabine

ALK inhibitors: e .
Crizotinib e

3 : Fusion
+* Nucleus “-v

Chromatin remodelling ‘/DNMB

Azacytidine
Decitabine

HDAC:

Alectlnlb DNA transcription Methylatioc:"._: Romidepsin
EZH1/EZH2 inhibitors: | oo, 1.\, arve TR e fﬁ Belinostat

Valemetostat — R i Chidamide

Sohc‘)@'? S .

sociely of hemalologic oncology
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PI3K inhibitors in PTCL MDAnderson

Making Cancer History”®

oo T Tom T Thoeme —

Duvelisib 50% 19%* Horwitz et al.
*CR=34% in PRIMO study (n=101)
Tenalisib 35 45.7% 26% Huen et al.
Linperlisib 48 48% 30% Song et. al
Elevated Infections
] ¢ Diarrhea | Liver (e.g.,
Inhibitor Neutropenia | /Colitis Enzymes Pneumonitis) Hyperglycemia | Hypertension | Other Side Effects
Duvelisib ™~ ™~ ™~ ™~ T
Dermatological
Parsaclisib 1 ™ ™~ PR reactions (1")
Thrombocytopenia
Tenalisib MG T ™ (T™1)
Linperlisib 1 T
Copanlisib M1 ™ q) ™~ ™~ Hepatotoxicity (1)

Horwitz S.M., et al. Blood. 2018; Huen A, et al. Cancers (Basel). 2020;Song Y, et al. ASH 2023



Phase Ib trial of linperlisib in relapsed/refractory PTCL

38 PTCL patients enrolled
Stage 111 42.1%
Stage |V 52.6%

Histology:
PTCL-NOS (n=13)
AITL (n=11)
ALCL (n=3)
NKTCL (n=2)
MEITL (n=1).

sohoY

society of hemclologic once

70% ORR
33% CR
37% PR
30% SD
100% DCR

r/r PTCL
patients on
the study

SR

Tumor change from baseline (%)

-100.0% Patients

omm
€38

0.0 1.0 2.0 3.0 4.0 5.0 6.0 7.0
month

@ CR = PR O SD

—= Ongoing treatment

e  Discontinued due to SAE

©  Disease progression

*  Patient withdrew informed
consent

8.0 9.0 10.0

Jin J. J Clin Oncol (ASCO annual meeting abstracts), 2021; 39: 753



Golidocitinib in Treating Refractory or Relapsed Peripheral T- Cell Lymphoma:
Primary Analysis of the Multinational Pivotal Study Results (JACKPOTS)

Demographics & Characteristics n=112 ’Demographiee & Characteristics n=112

Median age, y (range) 98 (20 - 79) Histology subtypes by central review, n (%)
Female/Male, n (%) 39 (34.8)/73 (65.2) PTCL. NOS 51 (45.5)
ECOGFS, n (%) AITL 16 (14.3)

0/21 51 (45.5)/61 (54.5) ALCL 1198)
Median prior lines of systemic therapies (range) 2(1-3) NKTCL 4(36)
Prior systemic therapies, n (%) Others* 9(8.0)

Chémotherapy e Central confirmed non-PTCL 4 (3.6)

Mitoxantrone 3() Unable to confirm 9(8.0)

HDAC inhibitor 51 (45.5)

CD30 targeted therapy 18 (16.1) Sl i)
Prior HSCT, n (%) 2(1.8) Data cut-off date: February 16, 2023
Bone marrow involvement at baseline, n (%) 22 (19.6)

LDH elevation at baseline, n (%) 56 (50.0) * A total of 112 subjects with r/r PTCL were enrolled from sites in

Australia, China, South Korea, and the US.
* All subjects received at least one dose of golidocitinib at 150 mg QD.

Kim WS. Hematol Oncol (17 ICML meeting abstracts), 2023; 41(S2): 79-80



Tumor Response

Tumor Response

ORR, n (%)

Overall response, n (%)
Complete response
Partial response
Stable disease
Progressive disease

Not evaluable

By IRC

39 (44.3)

21 (23.9
18 (20.5

)
)
17 (19.3)
20 (22.7)

)

12 (13.6

n =388

By Investigator

35 (39.8)

10 (11.4)
25 (28.4)
15 (17.0)
26 (29.5)
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.

THE UNIVERSITY OF TEXAS

MD Anderson
areer Center

Making Cancer History”®

DOR-IRC Assessment
100 =+
]
90 -
80
:\j 70 #
g |—H—
£
& 60
2
£ 50-
]
= 4 ——CR
= PR
=
5 304 ——+All
a Events Median
20 (%) (95% CT)
All 12(30.8) 20.7 (17,6, NE)
10 4CR 3(14.3) 20.7(17.6,NE)
PR 9(50.0) 39 (.1,NE)
0 T T T T T T T T
0 3 6 9 12 15 18 21 24
months
Number At Risk:
All 39 28 23 18 16 9 6 1 0
CR 21 20 18 14 14 8 6 1 0
PR 18 8 5 4 2 1 0 0 0



Phase 1 multicenter study of valemetostat in relapsed/refractory NHL

Part 1: Dose Escalation Part 2: Dose Expansion
Japan Japan and US
' ' R/R NHL (all- b
Patpl‘entj,2 (\;v(lJth R/I)? Ni-l1lf.3 - (all-comers) RIR ATL
+ Age 220 (Japan) or 2 ears
| Eg:OG s Opor 1 y | 300mg PO, QD Valemetostat 200 mg PO, QD
+ Patients with ATL: positive test \ 250 mg PO, QD
result for HTLV-1 ‘ 200 mg PO, QD ‘ R/IR PTCL
Valemetostat 200 mg PO, QD
Primary endpoints | 150 mg PO, QD
Safety (including DLTs, TEAES)

Recommended phase 2 dose B E—=—=———

Pharmacokinetics + Safety analysis: all NHL (N=77)

Secondary endpoints + Safety and efficacy analyses: T-cell NHL (n=58)
Safety  PTCL (n=44)
Antitumor effect » ATL (n=14)

Kusumoto S. EHA virtual meeting. 2021; S218



Clinical Response (BICR MDD Anderson

ancer Center
Ass ess m e n t) Making Cancer History”®
CT-based assessment Efficacy-evaluable population (N = 119) PET-CT-based assessment
(Primary endpoint) (Exploratory endpoint)

60

50 il 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
20
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

Horwitz SM, et al. ASH 2023 #302
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Progression-Free Survival and Overall

PFS?
Median 5.5 months (95% Cl, 3.5-8.3) Median 17 months (95% Cl, 13.5 months to NE)
(N =119) (N =119)
1.00 Censored 1.00 Censored
0.75 0.75
2 >
8 e
.g 0.50— L 0.50
3 3
0 n
B o
0.25 0.25
Median follow-up time Median follow-up time
- 11.3 months (95% ClI, 11.1-13.8) - 12.3 months (95% Cl, 11.8-13.8)
OH OH
o T T T T T T T T T T - Y T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 0 2 4 6 8 10 12 14 16 18 20 22
Time (months) Time (months)
Atrisk: 119 76 51 42 37 30 16 7 6 1 0 At risk: 119 102 89 80 75 65 40 26 12 6 3 0
Data cutoff: May 5, 2023.

@ PFS evaluated by BICR CT-based assessment.

Horwitz SM, et al. ASH 2023 #302



AFM13 in patients with CD30-positive relapsed or refractory (R/R)
peripheral T cell lymphoma (PTCL): Results from the Phase 2 REDIRECT study

AFM13 mechanism of action

CD30* tumor cell

AFM13 monotherapy in patients with CD30* R/R HL
and R/R lymphomas with cutaneous presentation

NK cells

 AFM13 exhibited targeted lysis of CD30* tumor cells,
with ORRs of 11.5%-42.0%

* A well-managed safety profile was observed; the most
common TEAEs were IRRs, and no cases of CRS

CD30* tumor cell
I\,s S

' .fu « Early correlative science data showed enhanced
activation of NK cells immediately after AFM13 infusion
) o O and greater NK cell activation and tumor infiltration of
NK cells in the presence of AFM13
AFM13is a tetravalent, bispecific
CD30/CD16A, designed to redirect and Based on these trials, the RP2D of
enhance NK cell-mediated ADCC towards 200 mg AFM13 was established

CD30* PTCL tumor cells

Kim WS. Hematol Oncol (17 ICML meeting abstracts), 2023; 41(S2): 195-196



PTCL, NOS
O AITL
@ sALCL

Other

soho

society of hemalologic oncology

AFM13 in patients with CD30-positive relapsed or refractory (R/R)
peripheral T cell lymphoma (PTCL): Results from the Phase 2 REDIRECT study

Most patients exhibiting a PR or
CR showed responses during the
first cycle of treatment with AFM13

ORR 32.4%; CRR 10.2%

Kim WS. Hematol Oncol (17 ICML meeting abstracts), 2023; 41(S2): 195-196

AFM13

AFM13 in patients with CD30-positive relapsed or refractory (R/R)
peripheral T cell lymphoma (PTCL): Results from the Phase 2 REDIRECT study

Kaplan-Meier Plot of DoR, PFS, 0S

Probability

9 12 15 18 21 24 27 30 33

Duration of Survival (months)

Number of Patients at Risk:
DoR 3 12 7 4

soho

society of hemalologic oncology

5 36

DoR, N=35

Patients censored, N

Median DoR, months 2.3
(95% CI) (1.9,6.5)

3.5
(1.9, 3.6)

08, N=108

Patients censored, N

Median OS, months 13.8
(95% Cl) (5.0, NE)

Kim WS. Hematol Oncol (17 ICML meeting abstracts), 2023; 41(S2): 195-196



Isatuximab and Cemiplimab for Rel/Ref NK/T-Cell
NHL: ICING Study

e: American 1 Soc ety of H( natology

Isatuximab and Cemiplimab in Relapsed or Refractory Extranodal
Natural Killer/T-Cell Lymphoma: A Multi-Center, Open-Labeled
Phase Il Study (CISL2102/ICING study)

SJ Kim?, SE Yoon?, DH Yang?, SY Oh3, YS Choi?, SH Jeong*, MK Kim3, SN Lim¢, J Cho?, and WS Kim?

1Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul, Korea; 2Chonnam National
University Hwasun Hospital, Chonnam National University Medical School, Gwangju, Korea; 3Dong-A
University Medical Center, Busan, Korea; *Ajou University School of Medicine, Suwon, Korea; Yeungnam
University College of Medicine, Daegu, Korea; °Haeundae Baek Hospital, Busan, Korea

Kim et al. ASH 2023, Abst 301.
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Survival

* Median follow-up : 19.1 months (95% Cl: 14.5 —23.7)
— 37 patients median PFS : 9.5 months (95% Cl: 0.8 -18.2); median OS : Not reached

PR patients

PR patients Median OS : 16.6 months

Median PFS : 8.7 months

Progression-free survival

Overall survival after enrollment

PD patients

| Median Ps : 1.5 nfonths P <0.001 | expiopy FoEES

Median OS : 5.9 months

25 10 15 20

Months Months
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Other upcoming

. More bi-specific

. Allo CAR and CAR T

. CDA47 blockers

. Pembrolizumab+ others

. Romidepsin + Others (Tenalisib, Pembrolizumab, lenalidomide, Azacitidine, etc) (attention to FHT
phenotype), other HDAC inhibitors

. Better understanding of biology TBX21, GATA 3, DUSP22, TP63, and other mutations

=MD Anderson |Department of Lymphoma/Myeloma



T Cell Lymphoma Group

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

Dr.Luis Fayad

Dr. Chelsea Pinnix
Dr.Chi Ok

Dr.MJ You

Dr.John Stewart

Dr.Keyur Patel
Rare Lymphoma:

* Dr.Michael Wang
 Dr.Sairah Ahmed

* Dr.HunJu Lee

* Dr.Preetesh Jain

* Dr.Raphael Steiner
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Collaborators:
 Radiology

e LOD

e Section Rare Lymphoma

* Dept. Lymphoma/Myeloma
Collaborators: «  Div. Medicine

e Statisticians
Preclinical

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

* Dr.Simrit Parmar

* Dr.Kumar Pappa

* Dr.Pavan Bachireddy
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Allows
for Precise Genome
Editing

Gene Editing approaches for CAR-T

Cas9 DNA Double Strand Breaks Can Be Repaired Via Two Paths
a ‘ TITIIT OO
g
. W-I
Guide / \
RNA NHEJ HDR

Y T T

Gene disruption by small Gene correction or insertion

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

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



“THE COBALT-LYM STUDY OF CTX130: A PHASE 1 DOSE ESCALATION STUDY
OF CD70-TARGETED ALLOGENEIC CRISPR-CAS9-ENGINEERED CAR T CELLS

IN PATIENTS WITH RELAPSED/REFRACTORY (R/R) T-CELL MALIGNANCIES

CTX130

Consent Infusion
. Lymphodepleting Wash
| Screening Ii Chemotherapy I Out

DAY 1

Acute Toxicity Monitoring

1-2 weeks

l Eligibility Confirmation l
Patient characteristics, A/l Dose Levels n =

Min: 48 Hours
Max: 4 Days

3 Days

_Age, medianyears(range) ______ 65(39-78)
ECOG PS at screening, n (%)
0 8 (44)
N 10(56)
__Prior lines of therapy, mediann (range) ~ 4(1-8)
TCL subtype, n (%)
PTCL 8 (44)
AITL 3(17)
ALCL 1(6)
ATLL 3(17)
PTCL - NOS 1(6)
_CTCL(MESS,tMF) 10(56)
Skin involvement, n (%) 12 (67)
Blood involvement, n (%) 6 (33)
_Bone marrow involvement,n (%)  4(22)
__CD70 expression level, median % (range) 90 (20 —-100)
Second CTX130 infusion received, n (%) 5 (28)

lyer S, et al. European Hematology Association Annual Meeting. 11 June 2022

THE UNIVERSITY OF TEXAS

MD Anderson
—ancerCenter

Making Cancer History”®

Best overall response, n (%)

Cell dose
Response evaluation (CAR+ T cells)
Follow-Up
(Phase 1 Only) Rate (ORR)
CR 1(25) 0 2 (40)* 1(20) 3 (30)
PR 1(25) 0 1(20) 3 (60) 4 (40)
Disease Control Rate
1(2 1
(DCR = CR + PR + SD) 3(75) (25) 5(100) 4 (80) 9 (90)
100 - 100 111 = skin
80 1 ® Lymph Nodes
< 60 m Blood
T 20
3 o N/A N/A N/A N/A
£
(1] 21 25 -23
S -40 -
S T e DT M | m | e | . --50%
-80
-84
-100 - 97 T g9* 96 100"-100 -100
PD PD CR

Dose Level / Best Overall Response
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CTX-130 Allo-CD70 CAR-T-Pt 1 (MF

PRto BVin Marc_h 2020

Post anti-CD70 infusion Day 0-9/23
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CTX-130 Allo-CD70 CAR-T-Pt 1 MD Anderson

—ancerCenter

Making Cancer History”®

Pre-anti-CD70 infusion- 9/14/20

S 80 S 81
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CTX-130 Allo-CD70 CAR-T-MF with MD Anderson

—ancerCenter

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

5 81 MSWAT 2/21- 0

mSWAT 1/13- 84.74



Landscape of somatic mutations in N Anderson
aneer Center
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ALCL

STAT3, JAK1, DUSP22,
PRDM1, ROS1, TYK2,
ERBB4, COL29A1, TP63

AITL

CD28, ICOS-CD28, PLCY,
IDH R172

VAV-1

/

TET2,

DNMT3A
FYN, CTLA4-CD28
fusion, IDH2, RHOA TP53

PTCL, NOS Y \ Lymphomas

KMT2C, SETD1B, CDKN2A,
ITK-SYK fusion, VAV1 fusion

Cell
Lymphomas

| HDAC9 I |

@ Anaplastic large cell ymphoma (ALCL)
@ PTCL not other specified (PTCL-NOS) @ Angioimmunoblastic T-cell lymphoma (AITL)

PTCL-NOS

ALCL
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MD Anderson Genomic roadmap in

. S | |
ARIDIA CCND1 DIS3 GNAS MYC I PLCG1 I RRAS SYK
k\_ ASXL1 CCND3 DNMT3A GPR183 JAK1 MYD88 PLCG2 S1PR1 TBL1XR1
> 0 o | o
ALC L " ATV CCR4 HIST1H1C NF1 PLEKHGS S1PR2 TCF3
AITL -
(OSSR LG VAV-1 STAT3, JAKL, DUSP22, B2M CCR7 EGR1 HISTIHI1E JAK3 NFKB2 POLE SAMHD1 T% T2
IDH R172 PRDM1, ROS1, TYK2,
ERBB4, COL29A1, TP63 BAZ2A CD274 EGR2 HIST1H38B KIT NFKBIA POT1 SETD2 TMEM30A
| |
/ BCL10 CD28 ELF4 HRAS KLF2 NFKBIE PRDM1 SF3B1 TNFAIP3
TET2, / o P o}
DNMT3A 2 r
FYN, CTLA4-CD28 ; BCL2 CcD58 . EP300 HUWE1 KLHLE I NOTCH1 PTEN SGK1 TNFRSF14
fusion, IDH2, RHOA TP53 ce ——20
G17V BCL6 CD79A EWOR1 HVCN1 KMT2D NOTCH2 PTPN1 SMARCA4 TP53
~— / o Oe . e0 9000
BCL7A CD798B EZH2 1D3 KRAS NPM1 PTPN11 SMO TRAF2
qe
PTCL, NOS L BCOR CDKN2A I FAMA46C IDH1 LTB NRAS PTPRD SOCS1 TRAF3
KMT2C, SETD1B, CDKN2A, hd
ITK-SYK fusion, VAV1 fusion BIRC3 CDKN2B FAMS0A IDH2 LYN NSD2 RASSF1 SOX11 TRAF6
O (o) &
BLNK CHD2 FAS IFNGR1 MAP2K1 NXF1 RB1 SP140 U2AF1
BRAF CHEK2 FAT1 IGLLS MAP3K14 P2RY8 RBMX SPEN UBRS5
ample Types |
*  Minimum 10% lymphoma cells required BRCC3 CIITA FBXW7 IKZF3 MAPK1 PAXS RFTN1 SRSF2 VAV1 I
* Fresh: Prospective Collection
* FNA suspensions/rinse (preferred) BTG1 CNOT3 FGFR3 IL2RG MAX PCBP1 RHOA STAT3 XPO1
* PB | ] O (9]
* BM /A - h°:’°'¢";$ Orderset/smarts BTG2 CREBBP IRAK1 MED12 PIK3CA RIPK1 STATSB ZFAT
. . . . . . — Hematopatholo, <ST> Orderset/SmartSet
Fixed: Archlyal Tissue Retrieval "0 ™ Type‘; (ST: ey
* FFPE Biopsy + PB, BM, Other Specimen Type (FNA, FFPE) IRF4 MEF2B PIK3R1 RPS15 STAT6 ZMYM3
o O
CARD11 DDX3X = = IRF8 MFHAS1 PIM1 RRAGC STK11 ZRSR2
¥ Hematopathology Biomarkers: Molecular Diagnostics [ON ]

¥ Molecular Diagnostics - Other Specimen Types
Molecular Diagnostics - Fine Needle Aspirate



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

microenvironment (TME)

Parent COO TME and Cytokines Morphologic Diagnosis Treatment Options
~ HDAC
( PD1.CD8 T cell/CD68 | | Angioimmunoblastic T LT i T
histiocyte cell ymphoma Tvipi}:,,',it', o
- /IL-21 P / Ruxolutinib
8 PD1T cell 1 ( R AnG.CDAT
Peripheral T cell —
IL-4 PI3K y5 inhibitors*
e IL-13 J L lymphoma-GATA3 ) Anti-PD1/PDL1
Ruxolutinib
r \ o N EZH1/2

CD68 histiocyte/ IFNy |_,

PTCL-TBX21 —— PI3K y3 inhibitors*
o J ) CD70 CAR-T
( )

(PD1+ T cell/Eosinophil CD30/CD16

"L IL17 a +—» ALCL (ALK + and neg) Pﬁ;(k\g.i"h'?:o'?:t°rs*
Innipitors
IL17 f J N Crizotinib
Tregs/ IL-10 " AdultTcell | et
IL-35 TGF-( J | leukemiallymphoma EZH1/2
CD70 CAR-T
( NKecells/IL-10 ) [ ENKTL - .
B e egasparaginase
> IL-35 EATL Ruxolutinib
*GATA3+ g TGF- y L YyOMTCL 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



