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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 .




PTCL Prognostic Characteristics

Major subtype of T-cell Lymphoma?)
(WHO classification 2008)

PTCL (Peripheral T-cell lymphoma)
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Number of newly diagnosed Pts in 2018 ?

I I N

PTCL-NOS (PTCL not otherwise specified)

AITL (Angioimmunoblastic T-cell lymphoma) 3,683

ALK (+) ALCL (Anaplastic large-cell lymphoma)
ALK (-) ALCL

CTCL (Cutaneous T-cell lymphoma)

MF (Mycosis fungoides) 3,466

SS (Sezary syndrome)

Overall survival n.d.: No data

(T cell Lymphoma vs B Cell Lymphoma)

R

Improve
due to Rituximab

CHOP DLBCL cohort

+—— Proportions —»
o O O 0O O O 0 O O O =

PTCL-NOS+ AITL
0 s e ) 20
+—— E—
Time (Years)

3,033 2,340

70

49
1,798 2783 18~37*

* Advance stage

Pt# median

DLBECL R-CHOP e—— 221

181 358

PTCLAITL —— 233 151

19 1.08

Poor survival
due to no standard therapy

1) WHO classification of haematopoietic and Lymphoid Tissues. 2008.
2) CancerMPact, Oct, 3, 2019.

3) Hamada TA, et al, Nationwide survey on cutaneous lymphomas. 2008
4) International T-cell Lymphoma project, J Clin Oncol.2008.

5) Agar NS, et al, J Clin Oncol. 2010.

6) Lone W, et al, Current Hematologic Malignancy Reports. 2018.



Advances in Lymphoma Biology MDAnderson

Making Cancer History”®

1832: Hodgkin's description

1863: Virchow's lymphosarcoma distinction

1891: Billroth's malignant lymphoma naming

Early Classifications
1942: Gall and Mallory classification
1947: Jackson & Parker classification
1966: Rappaport classification

. i 1974-1975: Lukes & Collins’ immunological
Lymphoma Classification and classification

Treatment Timeline
\ 1982: NCI's Working Formulation for Clinical Usage
Immunological and Clinical Classifications

1994: REAL classification

1997-1998: WHO classification of neoplastic diseases of
haematopoietic and lymphoid tissue

2001: WHO Classification of Tumours

Modern Classificstions 2008-2016: WHO Classification revisions and updates

2022: 5th edition of WHO Classification of
Haematolymphoid Tumours (WHO-HAEM5)
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Subtype, subtype, subtype: Pathology as

Approximately 30-50% of PTCL cases are incorrectly diagnosed with conventional diagnostic techniques?

Immunophenotypic analysis in conjunction with cellular morphology, analysis of lymph node architecture, and molecular genetic assays

»
PRl LI FDE

Armitage J, et al. J Clin Oncol. 2008;26:4124—4130.
Warnke RA, et al. Am J Clin Pathol. 2007;127:511-527

Swerdlow SH, et al. WHO Classification of Tumours of Haematopoietic and Lymphoid Tissues. 2008
Kocjan G. J Clin Pathol. 2005;58:561-567.
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T-Cell Lymphoma Subtypes Based Vi Anderson
on Utility of CHOP Treatment
Never
* Anaplastic large-cell, ALK-1 * Mycosis fungoides * Isthere an R-CHOP?
positive . Sézary syndrome — Romidepsin
* Primary cutaneous CD30+ — Lenalidomide
CHOP variations disorders — Alemtuzumab

— Anaplastic large-cell lymphoma

« Peripheral T-cell ymphoma, NOS — Brentuximab

— Etoposide

« Angioimmunoblastic T-cell ymphoma ~ Lymphomatoid papulosis

. Anaplastic large-cell, ALK-1 negative T-cell large granular lymphocytic

Extranodal NK/T-cell lymphoma, — Azacitidine

nasal — PI3Kyd inhibitors
« NK/T-cell leukemia/lymphoma

* Enteropathy-type intestinal lymphoma )

e Subcutaneous panniculitis-like
T cell
* T-cell prolymphocytic leukemia

 Hepatosplenic T-cell lymphoma
What is the goal? Increased efficacy with Increased toxicity?

Induction prior to consolidation (SCT): CR/safety
Increased cure rates: PFS/0S

e Adult T-cell leukemia/lymphoma

Gallamini A, et al. Blood. 2007;110:2316-2323. Foss F, et al. 2008 ICML. Abstract.
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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-CHOFP ~ (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 w
Mos - B R R R R EERE BRI
0 6 12 18 24 30 36 4 48 54 60 66 712 7
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
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PTCL-NOS, AITL: 321 pts (180 PTCL-NOS, 141 AITL) . Failure—free survival for PTCL-NOS
PFS1: PFS to front-line therapy ) | resr | rrs2 | rrss
PFSZ PFS to 1St Salvage g Median (months) I 3.1 I 25 | 2.1
PFS3: PFS to 2" salvage . S—
Med OS1, OS2 and OS3 were 47.7, 15.1 and 8.1 mo. 18 -
Pralatrexate or Romidepsin at 1st or 2nd salvage TX ®
were not associated with longer PFS2 or PFS3. g | | i —T]
401 PFS1 PFSZ PFS3 5 | Failure—free survival for AITL
| Frs1 | Frs2 | Frss
Aso— All 10.3 4.1 25 ‘ Median (montns) | 55 | 29 | 23
7 PTCL 84 3.1 2.5 : e
AITL 131 109 24 £ "
Results: Med Mo S
o Second Line ) Third Line Fourth Line § T

Chihara D, et al. Br J Haematol. 2017



Intensification — ASCT in PTCL

Phase Il 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.
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5-Yr PFS, All Patients: 44%

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

- PTCL-NOS
’._ AILT
h'g . EATL

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

0 12 24 36

Mos

48 60 72



CD30-Targeted mAbs: In memorium

o
/

Dr.Ekhard Podack

Antibody KA (MA-1) KD (nM

)
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Attributes 8D10F10 mAb AC10 mAb

N Ep itope ‘is locat§d Epitope is located in a
) 10C2 1.65x 1079 0607 Location in a distinct region different region of the
; of the? D30 CD30 protein
12B1 5.02x 1079 | 0.199 pro‘ein
Cluster Binds to Clu.Ster A Binds to cluster C
13H1 6.7x 10M9 |0.149 of CD30 epitopes e
ecognizes epitopes
15B8 1.02x 1079 | 0.978 Rocopies v ot
AC 1 O 6 77 10/\9 0 1 48 Epitope rer?(;i(i)fzefil::vll(tSEE ZXEIEIII)(SGLI\)/E\P;VTIFI\’IK
X Motifs ’ ’
: : DFMLYD, and  |[TQQCPQRPTDCR,
8D] O ] 6 9 ] O/\9 O 0592 CEPDYYLDE GTRLAQEAASK, and
7 X : FKKRIEAIPQIDKYL
Therapeutic Therapeutic
' i Unconjugated Antibody  Activity in Activity in
> J Immunol. 1993 Dec 1;151(11):5896-906. Antibody Type cHL sALCL
1 Chimerized - ,
Functional effects of CD30 on a large granular SGN30 (eAC10) | oo Ml |17
lymphoma cell line, YT. Inhibition of cytotoxicity, (1gG1) |
regulation of CD28 and IL-2R, and induction of
. . 6% ORR in | 29% ORR in
hOl‘nOt 1C a re atIOl‘l MDX-060 Fully patients with | patients with
Human
cHL ALCL
M A Bowen ', K J Olsen, L Cheng, D Avila, E R Podack

Forero-Torres A. et al. Br J Haematol. (2009) =
Ansell SM. et al. J Clin Oncol. (2007)
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CD30 as the predictive marker in TCL MD Anderson

Making Cancer History”®

i No response
Rt response or PD
/ 2
CD3O Salvage therapy/

PTCL Clinical trials

response
PTCL Histologies: /' or PD
PTCL-NOS
AITL (?)

CD30+ Histologies:

AITL (?)
ALK-ALCL - %




ECHELON-2: Brentuximab Vedotin + CHP vs

CHOP in Previously Untreated CD30+ PTCL
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Making Cancer History”®

 Multicenter, randomized, double-blind, double-dummy, active-controlled phase lll trial

Stratification for IPI score (0-1 vs 2-3 vs 4-5),
histologic subtype (ALK+ sALCL vs other subtypes)

Adult patients with
previously untreated CD30+
(210% expression) PTCL*
(N = 452)

BV + CHP
Brentuximab Vedotin' +
CHP* Q3W for 6-8 cycles +
Placebo for Vincristine

Interim PET4

A+CHP CHOP
N=226 N=226
Disease diagnosis, n (%)

SALCL 162 (72) 154 (68)
ALK+ 49 (22) 49 (22)
ALK~ 113 (50) 105 (46)

PTCL-NOS 29 (13) 43 (19)
AITL 30 (13) 24 (11)
ATLL 4(2) 3(1)
EATL 1(0) 2(1)

*PTCL includes sALCL (including ALK+ sALCL with IP1 22 and ALK- sALCL), PTCL-NOS, AITL, ATLL, EATL, HSTCL. Study targeted 75% (£ 5%) ALCL in line with European regulatory
commitment. "Brentuximab vedotin 1.8 mg/kg. *Cyclophosphamide 750 mg/m?, doxorubicin 50 mg/m?, vincristine 1.4 mg/m? (CHOP only), prednisone 100 mg on Days 1-5.

G-CSF primary prophylaxis, consolidative RT, SCT per investigator discretion.

= Primary endpoint: PFS per BICR (SCT or RT consolidation not considered events)

= Secondary endpoints: OS, PFS per BICR in sALCL patients, CR, ORR, safety

Horwitz. Lancet. 2019;393:229.
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ECHELON-2 Exploratory Analysis: MID>Anderson

ancerCenter

P F S at 5 Y r Making Cancer History”

$ 100
PFS: A+CHP-48.2 months  §
[95% Cl = 35.2-not c 80
estimable] vs g
CHOP-20.8 months g
[12.7-47.6]; hazard ratio & ,,
[HR] =0.70[0.53-0.92]) ¢ e
; 20 N Events (Mo) (95% Cl) P value
E, —+—A+CHP 226 94 62.26 0.70 0077
BV+CHP reduced risk Of E 0 226 125 23.75 (0.53-0.91)

: 0 6 12 18 24 30 36 42 48 54 60 66 72 78
progression, death, or

Mo
SUbsequent antlcancer A + CHP 226 179 150 138 123 104 85 67 44 32 21 10 4 2
therapy by 30% vs (0 (36) (620 (72) (78) (81) (85) (88) (89) (91) (92) (94) (94)  (94)
CHOP (investigator
assessment)

lyer. SOHO 2021. Abstr TCL150, Horwitz et al. Annals of Oncology



ECHELON-2 Secondary Endpoint:

A+CHP reduced the
risk of death by 28%

compared with
CHOP

lyer. SOHO 2021. Abstr TCL150.

Median follow-up: 66.8 months

Patients alive (%)
n
o
|
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Median OS not reached

40
30
Median HR
20 N Events (months) (95% ClI) P value
104 —— A+CHP 226 68 - 0.72 0.0424
—— CHOP 226 89 - (0.53-0.99)
0 1 1 1 1 1 1 1 I I 1 1 1 1 1 1

0 6 12 18 24 30 36 42

48 54 60 66 72 78 84 90

Time (months)

Number of patients at risk (events)

A+CHP 226 208 193 184 173 162 156 152
©) (14) (@7) (33) (42) (49) (52) (%6)
CHOP226 196 181 160 157 152 148 143
0 (24) (@9 ((7) (60) (64) (68) (71)

143 117 103 80 48 23 5 0
(57) (81) (63) (66) (68) (68) (68) (68)
132 105 90 68 43 25 8 0
(75) (78) (83) (86) (88) (89) (89) (89)



PET4negative Patients Show Improved PFS and OS in

the Overall Population

A 100 A

THE UNIVERSITY OF TEXAS
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PFS by Cycle 4 PET Status in the A+CHP (A) and CHOP (B) arms

Median

N Events (months) HR (95% Cl) P value

90 A
80
70 4
60
50 -
40 A

175 61 -
8.97

0.36 (0.19-0.66) 0.0006

Negative ——
Positive ——

30 A
20 A
10 A
0_

Probability of PFS

N at risk (events)
Negative 175 155 133 125

0) (15) (34) (41)
Positive 19 1 8 7

© @ (10 (11)

24 30 36 42 48 54 60 66 72 78 84 90
Time (months) from randomization
110 92 76 58 37 26 18 9 3 1 0 0
(47) (50) (54) (57) (58) (59) (60) (61) (B61) (B61) (B1) (61)
7 7 4 4 4 2 1 0 0o 0 ©0 O
1) (1) (11 (1) (1) (12) (12) (12) (12) (12) (12) (12)

B

Probability of PFS

Negative

Positive

100
90
80
70
60
50
40
30
20
10

0

OS by Cycle 4 PET Status in the A+CHP

‘2 100 7 Negative —+—
2 90+ Positive —+—
3 80

2 701

>

= 60 - 4

g —- ~+—H-

7 50

'S 40 - I —

[

> 30 A Median

- 20 - N Events (months) HR (95% CI) P value

§ 175 42 - 0.38 (0.18-0.78) 0.0060

s 107 19 9 70.37

o 0 -

0 6 12 18

N at risk (events)

Negative 175 173 163 158
© 1 © 3)
Posive 19 16 13 13
© @ © ®

lyer S, et al. ASH 2023.

24 30 36 42 48 54 60 66 72 78 84 90
Time (months) from randomization

150 141 136 132 124 102 89 71 43 21 3 0

(19) (25) (28) (32) (33) (37) (39) (41) (42) (42) (42) (42)

12 11 11 11 11 8 7 3 1 1 1 0

(7 @® @B @) (B (@B B (B O © (©

B

Median
N Events (months) HR (95% Cl) P value
147 62 63.8 0.26 (0.17-0.41) <.0001
38 29 5.38

Negative ——
Positive —+—

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

N at risk (events) Time (months) from randomization

147 133 109 100 88 82 70 62 52 36 22 5 0 0 0 0
(0) (12) (36) (43) (52) (54) (56) (57) (57) (57) (59) (62) (62) (62) (62) (62)
% 17 11 9 6 5 4 4 1 1 1 1 0 0 0 0
0 1) (27) (28) (28) (29) (29) (29) (29) (29) (29) (29) (29) (29) (29) (29)

(A) and CHOP (B) arms

§ 100 Negative ——

2 90 Positive ——

2 80

-

2

g 60

7 50

S 40

[}

o 30 Median

£ 29 N Events (months) HR (95% CI) P value

e 147 38 — 0.24 (0.14-0.41) <.0001

5 10 38 23 22.97

o 0
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
N at risk (events) Time (months) from randomization

Negative 147 143 139 128 127 123 121 117 109 87 78 61 41 24 7 0
© (@ () (16) (17) (20) (22) (24) (27) (30) (33) (35 (37) (38) (38) (38)

Positve 38 35 25 18 17 16 14 13 12 8 6 3 1 0 0 0

0) @) (13) (18) (19) (20) (22) (23) (23) (23) (23) (23) (23) (23) (23) (23)
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PFS by SCT After CR

PTCL-NOS CD30+
CD30 + ? ]'

AITL (?) . ASCT

ALK- ALCL 5

ALK + ALCL )
_ 100 Non-ALCL 100 ALCL, ALK-
g == Consolidative SCT = === Consolidative SCT
S 30 " = No Consolidative SCT 2 = No Consolidative SCT
> S 80
(7] >
(] v
2 60 Y 60
; e
5 - :
@ 40 y S 40
[7,] L (7]
o Median ] Median
‘é” 20 N Events (Mo) HR (95% Cl) ® 20 N Events (Mo)  HR(95% Cl)
o Consolidative SCT 1 3 - 0.36 (0.10-1.26) 2 Consolidative SCT 27 6 - 0.49(0.19-1.27) | *—

0 No Consolidative SC 27 16 33.22 0 No Consolidative SC 49 21 55.66
0 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 54 60 66
Mo Mo

Savage K.....lyer S. Blood Adv. 2022, Apr 25
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Response Interim  End of CHEP-BV
Overall response (ORR) 44 (96%) 42 (91%)
Complete response (CR) 27 (59%) 37 (80%)
Partial response (PR) 17 5

Stable disease (SD) 1 0

Progressive disease (PD)

Response ALCL | Non-ALCL | AITL PTCLNOS | PTCLTFH
Overall response (ORR) 15 (94%) 27 (90%) 16 (94% 9(82% 2(100%
Complete response (CR) 15 (94%) 22 (73%) 14(82%)  6(55%) 2 (100%)

Partial response (PR) 0 5 2 3 0
Stable disease (SD) 0 0 0 0 0
Progressive disease (PD) 1 3 1 2 0

Alex F. Herrera... Swaminathan P lyer ASH 2021, Blood (2019) 134 (Supplement_1): 4023.



Summary of PFS CHP-BV (PTCL-NOS,

AITL, sALCL vs. CHEP-BV)

100 - PTCL-NOS
90
S 80+
> — AtCHP 29 19 32.26 0.79
E 70 043143 04290
o 60-
(0]
s 50
C
S 40+
?
o 304 : e : :
g 204 Ll—o—o—f
o 10 +

0-

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84

N at Risk (Events) Time (Months)
A+CHP 200) 21(7) 16(1 ) 15(13) 11(14) 6(18) 5(19) 5(19) 4(19) 3(19) 2(19) 1(19) 1(19) 0(19
CHOP 43(0) 32(10) 192 28) 12(28) 11(29) 11(29) 9(29) 8(29) 530) 2(32) 032) 0(32) 0(32

Alex F. Herrera... Swaminathan P lyer ASH 2021, Blood (2019) 134 (Supplement_1): 4023.

204 N
| —— A+CHP 162
—— CHOP 154

Patients alive and progression-free (%)

Events
53

77

Median PFS not reached in A+CHP arm, 54.2 months for CHOP arm

Median HR
(months) (95% CI) P value
- 055 0.0009
(0.39-0.79)

54.18
T

0 6 12 18

Number of patients at risk (events)

A+CHP 162 136 117 107
©) (18) (34) (42

CHOP 154 103 89 84
0) (48) (62) (66)

24

95
(46)

75
(69)

30 36 42 48 54 60 66 72 78 84
Time (months)

81 67 55 33 23 15 7 2 0 0

(48) (48) (49) (50) (51) (52) (53) (53) (53) (59)
68 57 48 38 26 16 4 0 0 0
(72) (73) (74) (74) (74) (75) (77) (77) (77) (77)
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1004 AITL
90+
'g %0 A+CHP 30 19 216
—_ A 65
(7% 70+ (0.611',4;.11) 0.3958
o 60
(0] } } 1
= 50+ L ¥ b }
C 1 1 1
S 404 - t
a
4] 304
g 20 4
o 10 4
04
6 12 18 24 30 36 42 48 54 60 66 72 78 84
N at Risk (Events) Time (Months)
A+CHP 300) 208) 15(13) 14(14) 11(16) 10(16) 10(16) 5(17) 4(17) 2(18) 1(18) 0(19) 0(19 9 9
CHOP 240) 20(4) 18(6) 16(8) 13(11) 13(11) 11(11) 11(11) 8(12) 5(12) 3(12) 0(12)
10 —+ Censored
08
2 o6 e
8 Median FU in survivors is 16.1 mo
o
& °4-(range, 0.9-32.5)
0.2
18-month PFS 61% (95% Cl 45%-74%)
0.0
At Risk 39 30 15 8 1 0
0 6 12 18 24 30 36

Time (months)



Summary of OS CHP-BV (PTCL-NOS,

AITL, sALCL vs. CHEP-BV)
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N at Risk (Events) ime (Months N at Risk (Events) Time (Months)
A+CHP 29(0) 21(7) 16(12) 15(13) 15(13) 11(14) 6(18) 5(19) 5(19) 4(19) 3(19) 2(19) 1(19) 1(19) 0(19) A+CHP 30(0) 20(8) 15(13) 14(14) 11(16) 10(16) 10(16) 5(17) 4(17) 2(18) 1(18) (19)  0(19)
CHOP 43(0) 32(10) 19(23) 15(25) 12(28) 12(28) 11(29) 11(29) 9(29) 8(29) 5(30) 2(32) 0(32) 0(32) 0(32) CHOP 24(0) 20(4) 18(6) 16(8) 13(11) 13(11) 11(11) 11(11) 8(12) 5(12) 3(12) (12)  0(12)
100 100 -
2 2
5 90 5 o0- %‘
© 80 — © 80
o o
o 704 o 70
£ £
= 60 + = 60 —
c c
= 50 < = 50
w w
%S 40 4 %5 40 4
g 30- " > 307
t 20 + = 20 4]
C c
S 104 A+CHP 29 14 5818  0.75 S 10 A+CHP 30 12 - 101 9855
& L (0,37, 1.48) 04003 g, (040, 2.55) %
T T T T T T T T T T ) T T T T 1 ) T T T T T T T T T T T ) T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 8 90 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
N at Risk (Events) Time (Months) N at Risk (Events) Time (Months)
A+CHP 2900) 26(2) 21() 21(7) 18(9) 17(10) 16(10) 15(11) 15(11) 12(12) 10(14) 10(14) 7(14) 6(14) 1(14) 0(14) A+CHP 30(0) 28(2) 27(3) 24(5) 22(6) 21(7) 19(8) 19(8) 17(8) 15(9) 15(9) 12(11) 7(12) 3(12) 0(12) 0(12)
CHOP 43(0) 40(2) 35(7) 26(14) 26(14) 23(16) 19(20) 17(22) 15(23) 12(24) 11(25) 9(26) 5(27) 4(27) 2(27) 0(27) CHOP 24(0) 24(0) 22(2) 20(4) 20(4) 20(4) 20(4) 20(4) 18(6) 13(6) 10(8) 8(8) 7(8) 4(8) 28 0(8)
10 ensore
100 Median OS not reached mﬁ-—-ﬁ_‘_‘ i Cusoed
90 =ttt —rt l
801 08
— 704 . . . .
g Median FU in survivors is
2 607 Median follow-up: 66.8 months P
© b~
HLS £ o6 16.1mo (range, 0.9-32.5)
S 404
£ £
Median HR = 04
20 N  Events (months) (95%Cl) P value o
oo @ w - osam O 18-month 0S 89% (95% Cl:
0 T T T T T T T T T T T T T T 1 0.2 °
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Time (months) 7 5 %-9 5 %)
Number of patients at risk (events) 0.0
A+CHP 226 208 193 184 173 162 156 152 143 117 103 80 48 23 5 0 :
(0) (14) (27) (33) (42) (49) (52) (56) (57) (61) (63) (66) (68) (68) (68) (68) AtRisk | 48 a2 35 17 9 1 0
CHOP226 196 181 160 157 152 148 143 132 105 90 68 43 25 8 0
(0) (24) (39) (57) (60) (64) (88) (71) (75) (78) (83) (86) (88) (89) (89) (89) 0 6 12 18 24 30 36

Alex F. Herrera... Swaminathan P lyer ASH 2021, Blood (2019) 134 (Supplement_1): 4023.

Time (months)
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Response rate by Investigators Safety
CD30 CD30
Treatment-related TEAEs % o o
(>10% of total patients) (n<: /2°3) 1 /Znt(; ;12())/"
Patients with any event, n (%) 17 (74) 26 (81) 43 (78)
2'1)30 . CD30 . Total Diarrhea 7 (30) 9 (28) 16 (29)
(e 109) 1% tg ;;OA (N = 46) Nausea 5 (22) 8 (25) 13 (24)
= (n = ) Peripheral sensory neuropathy 5 (22) 7 (22) 12 (22)
Anemia 5 (22) 6(19) 11 (20)
b 0 Febrile neutropenia 4 (17) 7 (22) 11 (20)
Best overall response2b, n (%) Lymphopenia 1 @) 5 (16) 6 (11)
CR 11 (58) 16 (59) 27 (59) Stomatitis 1(4) 5 (16) 6 (11)
PR 5 (26) 4 (15) 9 (20) « No new safety signals were observed
» Three patients (5%) discontinued study treatment due to TEAE
SD 1 (5) 3 (1 1) 4 (9) + Sixteen patients (29%) had BV-related TE SAEs
* One patient (2%) had a treatment-related fatal event of general physical
PD 1(5) 3(11) 4(9) health deterioration
NE 1 (5) 1 (4) 2 (4) Treatment-emergent SAEs 1% (t;t?igo"/
b 11 (58 16 (59 27 (59 (>5% of total patients) zn = 32) ¢
CR rate ( ) ( ) ( ) Patients with any SAE, n (%) 8 (35) 12 (38) 20 (36)
Febrile neutropenia 4 (17) 7 (22) 11 (20)
95% Cle for CR rate (33.5, 79.7) (38.8,77.6) (43.2,73.0) Diarrhea 2(9) 2 (6) 4(7)
ORR (CR+PR), n (%) 16 (84) 20 (74) 36 (78)
Grade 23 TEAEs _ 19 ?222 0%
95% Clc for ORR (60.4, 96.6) (53.7,88.9) (63.6,89.1) i (n = 32)
Patients with any event, n (%) 13 (57) 16 (50) 29 (53)
Febrile neutropenia 4 (17) 6 (19) 10 (18)
* ORR per INV was 76% (61.2, 87.4) overall with 79% (54.4, 93.9) and 74% Neutropenia 2(9) 7 (22) 9 (16)
(53.7, 88.9) for CD30 <1%, CD30 1 to <10%, respectively. Anemia 1(4) 6 (19) 9 (13)

lyer S, EHA 2023.
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CD30 Expression

Strata = BV=No, CD30=Negative = BV=No, CD30=Positive - BV=Yes, CD30=Positive

CD 30 Expression
Demographics N All N=237' No,N=55' Yes, N=182' P 1.001
Oender a7 03 n events median ©.95LCL @.95UCL
Female 113(48%) | 23{42%) | 90 (49%) BV=No, (D30=Negative 17 17 25 16 49
Male 124 (52%)  32(58%) 92 (51%) BV=No, (D3@=Positive 47 47 19 15 31
Race 196 0.7 0.751 BVeYes, (D30-Positive 7 7 20 7 NA
Asian 9 (4.6%) 2 (4.2%) 7(4.7) 2
Black or African American 8 (4.1%) 3 (6.3%) 5 (3.4%) E
Declined to Answer 2 (1.0%) 0 (0%) 2 (1.4%) 3
Other 5 (2.6%) 2 (4.2%) 3 (2%) o
White of Caucasian 172 (88%)  41(85%) 131 (89%) o 0501 ========
Unknown 41 7 34 ©
Stage 165 <0.001 g
I 3 (1.8%) 1(2.3%) 2 (1.6%) S
1 9 (5.5%) 5 (12%) 4 (3.3%) w 0.25-
1 71 (43%) 7 (16%) 64 (52%) :
v 82 (50%) 30 (70%) 52 (43%)
Unknown 72 12 60
BM Involvement 179 72 (40%) = 20 (48%) 52 (38%) 0.3 p- value=0.4
Unknown 58 13 45 0.001 "
BV First Line 171 32 (19%) 3 (7%) 29 (23%) 0.023 v . v v v
Unknown 66 12 54 0 30 60 90 120
Transplant 155 68 (44%) 19 (48%) 49 (43%) 0.6 Time
Unknown 82 15 67 .
Number at risk
17 7 1 0 0
BV=No, CD30=Positive 47 19 3 0
7 2 0 0 0

Elias A, ....... lyer S, ASH 2023.
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Ro-CHOP vs. CHOP in Untreated PTCL MDD Anderson
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Ro-CHOP CHOP
Ro-CHOP CHOP ORR 63% 60.5%
(n=211) (n=210)
1.0 4 PFS, median 12.0 10.2 1.0 4 CR rate 42% 37%
(95% CI), months (9.0 to 25.8) (7.4 to 13.2)
,E“_ 0.8 1 g@% ch (0.630ig11.o4) = 0.8 1 ° °
e p : * PFS primary endpoint
g o g0
2 04 S o4- was hot met
Ll
e 0249 __ .. e 024 __ a.. . °
— e e * Similar OS and response

T T T T T T T T T T T T T T T T T T T T T T T T T T

0 6 12 18 24 30 36 42 48 54 60 66 72 78 0 6 12 18 24 30 36 42 48 54 60 66 72 78
Months Months rate S’
Outcome Ro-CHOP CHOP

o) | nezos | ® @reater toxicity with
Trea;r:sent-emergent Grade 3 or higher 94% 70% ° RO'C H 0 P

Grade 4 74% 42%

Serious 42% 29%
Delivery of CHOP 6 cycles without dose reduction 53% 60%

or interruption

Average RDI < 90% 15% 9%

Potentially compromised delivery of CHOP backbone
Bachy E, et al. J Clin Oncol. 2022
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Ro-CHOP Trial: 5-year update

Ro-CHOP 3-week

cycles for 6 cycles l

Open-label, Patients aged 18-80 .
mzlticenter, — Ye;rs vtvithguntreated Median f;)el:-vsv—up ghs
randomized phase Ill PTCL
\
CHOP 3-week cycles ’
for 6 cycles
Median PFS: 12.0 months (Ro-CHOP) vs. 10.2
months (CHOP)
‘ Kev Findinas o - Median 0S: 62.2 months (Ro-CHOP) vs. 43.8
y g months (CHOP).
Primary Endpoint: - TfH lymphoma subgroup: Longer median
Progression-free PFS Ro-CHOP (19.5 vs. 10.6 months).
survival (PFS)
l PFS: HR, 0.79 (95% Cl, 0.62 to 1.005); P =.054

Statistical - 0S: HR, 0.88 (95% CI, 0.68 to 1.14); P = .324
Significance - TfH Lymphoma Subgroup: PFS HR, 0.703
(95% CI, 0.502 to 0.985); P =.039

Camus V, et al. J Clin Oncol. 2024 Feb 16
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e CD30 targeted therapy has improved survival- at 5 years, frontline treatment with

A+CHP continues to provide clinically meaningful improvement in PFS and OS versus
CHOP

* Bv CHP has not demonstrated any OS benefit for non-ALCL patient eg, AITL)

* Addition of etoposide in CHEP-BV was tolerable and led to high CR rate
* PFS in ALCL > non-ALCL subgroup
« CHEP-BV + ASCT + BV consolidation associated with excellent PFS

Summary of Frontline studies In

* Impact of % CD30 expression: Initial findings show that A+CHP is effective for
patients with non-ALCL PTCL regardless of CD30 expression by local testing
supporting the proposed, multi-faceted mechanism of action of BV in combination
with CHP

Overwhelming number of patients relapse — where chemotherapy is

even less effective
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Patients With Relapsed or Refractory Disease Have

_ ] aneer Center
an Especially Poor Prognosis Making Cancer History
S 2"d PFS (median, 3.7 months) of
patients treated with chemotherapy

o
o

(n = 89) with R/IR PTCL

2"d PFS = 3.7 months

Time (years)

o OS (median, 6.5 months)
after first relapse or
i progression of PTCL.

Progression-Free Survival 3>
(proportion)
O
IS

vy

o
)

Overall Survival
(proportion)
o
IS

Overall Survival from

2"d Relapse = 6.5 months

T T T
o 5 10 15 20

Time (years)

Mak et al. 2013
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Pralatrexate and .Belinostat: Primary Efficacy MD Anderson
Data Supporting Accelerated Approval Niking Cance History

PROPEL Study BELIEF Study

Pralatrexatel 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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« HOW CAN WE HARNESS THE ADVANCES IN BIOLOGY?




Nodal T-cell ymphomas with TfH phenotype Ny AT g s
AITL, PTCL with TfH & Follicular TCL Ganeer Center

Making Cancer History”®

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

RHOA (G17V) 50-70% Mutations (%) | |
TET? 31/64 (48%) 111 (64%) 34 (75%) 4/24 (179%)P<0-0°1
Epigenetic regulators DNMT3A 19/64 (30%) 1710 (10%) 1/4 (25%) 124 (4%)|P=0-%°
TET?2 47-83% IDH.? 22/66 (3300) ]/” (]000) 0/5 (OQU) 0/23 (OOU) p<0-001
DNMT3 20-30% RHOA (GITV) 4272 (58%) 8/14 (57%) 35 (60%) | 0/23 (0%) p<0.001
IDH2 (R172) 20-45% o
Average expression of prognostic gene signature in AITL i O training sot Quartile 5r OSI%). (85% CIl 10 OS in validation set o ... (5 0S(%). (95% i)
Q1 56 (23-100) — Q1 ig g“gg;
c = —" 8% ?g Egg:;g?) By S— 8% 0 =
AITL survival model score t g o5 | —I Q4(2yr) 14 (03.74) é . s Q4 0
TP53 upregulated target g. 2
signature g g 04 2 04
Monocytic signature = 02 |
0.2
Bcalls ipiaicre ‘ L ‘ ' ‘ ‘ 0.0 | p=0.004
AITL with RHOA Classical clinicopath features i
mutations 0 —m v
Higher microvessels density o]
086 - - PFS: 4.1 months for TFH phenotype
More FDC pro”feration EM « PFS: 2.1 months for non-TFH
More pronounced THF phenotype 0
AITL with IDH2 Medium to large tumor cells with clear cells ..
mutations Strong CD10 and CXCL13 expression o
. Time (months)
Gains of chromosomes 5 and 21 B S A Tl ]

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; Steinhilberet al. Mod Pathol2019; 32:1123-34



Gene expression signatures delineate biological and NS AT e on
prognostic subgroups in peripheral T-cell ymphoma Ganeer Center

Making Cancer History”®

s 1.t § 1.0
3 Q OET ee
9 ). N 09 TBX21 f———— 51
> 06 BN Probability in TBX21 subgroup o
= BN Probabilit GATAS3 sub, Lo
é ) 4 robability in subgroup g3 GATA3
o « @
® 02 - S o6 Uncl
£ - nclass.
) 0 205
Qo4
4
a

p=0.01

® 3 2 5 &4 B 8 7 8 9 B2 1
Time (years)

Cell of origin for PTCL-NOS

Frequency 33% 49%

GATA3 target genes target genes

mm TBX21 GATA3

33% 28% 49%
Igbal et al. Blood 2014; 123;2915-23

Pan B- ceII Phenotype Th2 (IL4, ILS, Th1 (IFNy)

Pan T-cell L

PIasma cell Cell Signaling MYC and NF-xB
PI3K-mTOR

Median OS < 1year > 2 years




COO based Diagnosis in PTCL

ALcL &%
, *fgr ; oy >
e

- ) ,.. o [ - -
® ~ & 7 . N4 : . WA A — o - <5 < A
) Bty (083 e BEGT ot (] DL T BT OR DAL et PP EATE oA
e > b cy NS AP KLy SR \ . ad) ey 2
6 1 . 2 7 e ey o S . ¢ 5
e » b B 7 -- ¢ - e R ) '-'x af 5 o | ' §
SR S S e TR 21 S HAICXCR3%E 4 IGATAS
W SR, : E SV o et —Seean !
i . P VN P 2 o
NOS i’ L i s
8% & é =
., e # 5 . e

Vega F, EXABS-TCL-052.2020
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+/. PTCL-TBX21
TBX21 (IHC; 2 20%)

N

CXCR3 (IHC; = 20%)
\ / PTCL-GATA3

PTCL-TBX21

GATAS3 (IHC; 2 50%)

\ / PTCL-GATA3

CCR4 (IHC; 2 50%)

Unclassifiable
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Nodal Lymphomas with TFH Phenotype: MD Anderson
Role of Epigenetic Modifiers o

Making Cancer History”®

e  ® . . 2
Romidepsin in AITL! Azacitidine in AITL

Overall Response

® Time to response 1

PR M8 withdrawal by patient "~ Duration of response 2
- Duration of treatment 3
< CRu ¥ pp =) Patients who remain on treatment g = ORR 75%
- - a = CR
< PR l SCT m—> Star‘\dard dosing (?% X per cycle) = 6 . — CR6/12
= Maintenance dosing (2 x per cycle) 2 5 = PR 3/12
.."E’ PR B PD ==p Maintenance dosing (1 x per cycle) E 3 °D
g " PD — SD3/12
s CR ?, PD 9 I Treatment stop
%o - 10 P Treatment ongoing
¥ cr 11 x Death
-g CR =) 12 I T T it T
8- — —_— 0 12 24 36 48 60
a Mo

-

S CR Iy

100 1 .
cR Iy 05 100 PFS

_. 807 — 801

X 60 X n-

0 10 20 30 40 50 60 = ©0 5 60 L\

Mo O 40 a 401

201 201

0 | | | | | | | | |

| | 0 | | L} | | | | |
0 12 24 36 48 60 7 0O 12 24 36 48 60 72
Mo Mo

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



TfH as the predictive marker in TCL: Sancer Conter

Lessons from Ro-CHOP Phase |l
TfH+ Histologies: - -<-—-
PTCL-NOS (TfH)

AITL (?) - response '
response or [DD
TfH

or PD

Salvage therapy/

/ Clinical trials
response No
or PD response —
< or PD
- -

Non CD30, non TfH /
PTCL Histologies:
PTCL-NOS




Phase Il Trial: Azacitidine + CHOP as MD Anderson

ags =ancer Center
I n Itl a I T h e ra py fo r P TC L Making Cancer History”
Treatment Patients with untreated PTCL (N = 20)

1 o Nodal TCL w/TFH phenotype (per

Azacitidine: cycle 1, days -6 to O; 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/IPl >2

- CHOP . CHOP o CHOP Adult T-cell ymphomal/leukemia
Azacitidine ll Azacitidine ll Azacitidine l l
TR TTTTTTTR ATTTTTTTITIT] R —
-6 1 8 15 211 8 15 21 1
N J\ J \
Y Y ORR 17 85 94 15 75 88
Ci1 C2to C5
CR 11 55 59 15 75 88
= Azacitidine dosing: 300 mg/day, d-6 to 0, then D8-Z pg 6 30 35 0 0 0
= Patients in CR/PR after 6 cycles can receive consolic gp 2 10 0 1 5 0
PD 1 5 6 2 10 6
Discontinued 0 0 0 2 10 6
Median FU, mo 15 (range: 9-23)

Ruan. ASH 2020. Abstr 40.
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With Newly Diagnosed, Untreated PTCL

Part 1: Dose Optimization
75 patients

Part 2: Confirmatory RCT
429 patients

Belinostat low dose
600 mg/m? Days 1-5 + CHOP
N=15

Belinostat optimal dose

Belinostat high dose LEHS‘I;
1,000 mg/m?2 Days 1-5 + CHOP B

IDMC will select Part 2
N=15 dose

based on _— — —mn 00— FOI IOW' u p

Pralatrexate optimal dose

S for
= Safety
Pralatrexate low dose e ORR e + COP

20 mg/m? Days 1 and 8 + COP 3 months N =143 PFS

N =15 = PFS according to

investigator an d OS

assessment

Pralatrexate high dose
30 mg/m? Days 1 and 8 + COP
N=15

CHOP
N=15
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Previously Untreated PTCL Study Activation:
with <10% CD30 \ = Treatment Cycles |—————— 07/30/2021
Expression
¥
Stratification safely Lead- ! ||
in Study
e CHOP/CHOEP with
l l CHOP/CHOEP Every Azacitidine 300mg CH(?P.ICHOEP with
d 21 Days with Days -6 to -1 and Duvelisib .25mg PO BID
. . Days 8 to 21 for Continuously
BylAge By TFH First 12 Primary Growth Factor Cycles 1-5
Phenotype Patients Endpoint: CR
1 l Rate by
Lugano 2014
Duvelisib Criteria Correlative
60
15mg BID Studies
with With 90% Power and
CHOP/CHOEP 10% Type | Error l
Rate
Key Eligibility TFH Phenotype Cell Free DNA Patient Reported
l | Evaluation Evaluation Outcomes
U‘;‘;::::dT ;’::: Stage -V, PS 0-2 | P30 5’1";;:55‘“ Neha Mehta-Shah et al. Alliance A059102: A randomized phase Il U.S. intergroup study of CHO(E)P versus CC-486-CHO(E)P

versus duvelisib-CHO(E)P in previously untreated, CD30-negative, peripheral T-cell lymphomas.. JCO 40, TPS7593-
TPS7593(2022).D0I1:10.1200/JC0O.2022.40.16_suppl. TPS7593



https://doi.org/10.1200/JCO.2022.40.16_suppl.TPS7593
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Emerging themes in T cell Lymphomas

e Targeting dysregulated pathways: JAK/STAT, PI3K, EZH1/2
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Characteristics

Demographics & Characteristics m Demographics & Characteristics m

Golidocitinib: Demographics and Baseline

Median age, y (range) 58 (20 - 78) Histology subtypes by central review, n (%)
Female/Male, n (%) 37 (35.6)/67 (64.4) PTCL N 104
ECOG PS, n (%) CL, NOS 51 (49.0)
0/21 46 (44.2)/58 (55.8) AITL 16 (15.4)
Median lines of prior systemic therapies
(range) 2(1-3) ALCL 11 (10.6)
Types of prior systemic therapies, n (%) NK/TCL 4 (3.8)
Chemotherapy 104 (100.0) .
Pralatrexate 1(1.0) Others 9 (8.7)
Mitoxantrone liposome 3(2.9) Central confirmed non-PTCL 4 (3.8)
HDAC |r1h|b|tor _ 50 (48.1) Unable to confirm 9 (8.7)
Brentuximab vedotin 13 (12.5)
ALK inhibitor 1(1.0) Data cut-off date: August 31, 2023
i 0
Prior autologous HSCT, n (%) - 2(1.9) - Between Feb 26, 2021 to Oct 12, 2022, a total of 104 subjects with
Bone marrow involvement at baseline, n (%) 20 (19.2)
. : r/r PTCLs were enrolled.
LDH elevation at baseline, n (%) 52 (50.0)

* All subjects received at least one dose of golidocitinib at 150 mg QD.

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

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

Yugin Song, ASH 2023, #305
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DOR-IRC Assessment

100

90 -

80

Tumor Response g
By IRC By Investigator |
§ 50+
1)
2 40 4 o —CR
ORR, n (%) 39 (44.3) 35 (39.8) g N . R
20 4 (%) (95% CI)
Overall response, n (%) 10 dcr 5045 207176 N

PR 9(50.0) 39 (2.1,NE)
0 T T T T T T T T

0 3 6 9 12 15 18 21 24
Complete response 21 (23.9) 10 (11.4) months
Number At Risk:
All 39 28 23 18 16 9 6 1 0
Partial response 18 (20.5) 25 (28.4) w8 s PR | : 0 0
100 H Group
. B Grade<3
Stable disease 17 (19.3) 15 (17.0) . = Grde3
80
70
Progressive disease 20 (22.7) 26 (29.5) S
E 50
Not evaluable 12 (13.6) 12 (13.6) =
20 4
The following subjects were not included in the efficacy analysis set: 4 confirmed as non- 104
PTCL by central pathology review, 9 not providing sufficient tumor tissue for central 0= A S . o I .
pathology confirmation, and 3 no baseline measurable lesions by IRC assessment. @éf é@* &@fv* V&f z@@»b & ,@@&@ & é@* & @@‘_ & & S
Abbreviations: CR, complete response; IRC, independent review committee; ORR, objective & &5 A e &
. . N S A A ®
response rate; PR, partial response; PTCL, peripheral T cell lymphoma. AN F & & F§ F ¢S
Q\ & i %2?\ \ﬁ&& 6‘§\Q cé&o 4 Q\OO \‘5& "0/‘\2‘
: < & «z>°°b® &
Yugin Song, ASH 2023, #305 A



Linperlisib: pharmacokinetics and
Efficacy

[24c] Linperlisib

0 24 48 72 96 120 144 168 192 216 240 264
Time (h)

100 —
90
80 H
70
60 —
50 H
40
30 H
20
10 —

eces

PI3K DRUG Dose % in Urine % in Feces
Linperlisib 80 mg, po 58 34
Idelalisib 25 mg, po 14 78
Duvelisib 150 mg, po 14 79
Copanlisib 12 mg, iv 22 64
Umbralisib 800 mg, po 3 81

A higher urinary excretion rate of YY-
20394 may lead to lower incidence
of diarrhea and colitis and other AEs

CR
Il PR
SD
PD

-60 -
70
-80
-90 —
100 —

*k%

o
210
20 —
-30
~40 —
7o ) S ——————. . | | { | | |

Best % change in SPD from baseline

lesions met the response criteria

Yugin Song, ASH 2023, #306

Patients
* Five PD patients had new lesions appearing, even though target

Response

ORR, n(%)

95% Cl
CR
PR
SD
PD
NE

DCR, n(%)

95% Cl

THE UNIVERSITY OF TEXAS

MD Anderson
—arreer Center

Making Cancer History”®

® FAS, n=88 patients

Duvelisib

Tenalisib

42(48)
v’ The study met the

(37, 59) primary endpoint
26(30) v" CR 30%, PR 18%
UL ® Adisease control rate of 69%
18(21) observed

21(24)

7(8)

60(68)

(57, 78)

I o o O
19%*  Horwitz et al.

35 45.7% 26% Huen et al.
48 48% 30% Song et. al

Linperlisib
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Any Grade TRAEs, Preferred Term (210%) >Grade 3 TRAE, Preferred Term (25%)

n (%) n (%)
Neutropenia 58 (59) Neutropenia 31 (32)
Leukopenia 46 (47) Pneumonia 14 (14)
Thrombocytopenia 31(32) Leukopenia 10 (10)
Anemia 24 (24) Anemia 6 (6)
Elevated ALT 23 (23) Th — , 5 (5)
Elevated AST 20 (20) rombocytopema
Pneumonia 20 (20) Upper resplratory tract infection 5 (5)
Lymphocytopenia 17 (17) Lymphocytopenia 5(3)
Hypertriglyceridemia 15 (15) . _
e— 15 (15) TRAEs were observed in 94 pts (95.9%)
Diarrhea 14 (14) ®  The most frequent >Grade 3 TRAE were neutropenia,
Elevated lipase 13 (13)
Hyperuricemia 13 (13) pneumonia and leukopenia;
Rash 13 (13) ®  Immune-related >Grade 3 TRAEs as elevated ALT,AST,
Hypercholesterolemia 12 (12)
Hyponatremia 11 (11) diarrhea, colitis, rash were observed at <5%;
E:Ez:ig Ica:rcetaattiiiiczhydrogenase 18 88; ®  The most frequent drug-related SAE was pneumonia (11%);

¢ Twenty-two pts (22.4%) had dose reductions, and 9 pts (9.2%)
SAS = 98 patients discontinued from the study due to AEs.

Yugin Song, ASH 2023, #306
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Efficacy: PTCL subtypes P ——

Best Response; n (%)
CR
PR
SD
PD
NE

ORR, n(%)
95% Cl

DCR, n(%)
95% Cl

23(48)
8(17)
8(17)
6(13)
3(6)

31(65)
(50, 78)

39(81)
(67,91)

n=24 n=8 n=8 n=88

2(8) 0(0) 1(13) 26(30)
5(21) 2(25) 1(13) 16(18)
7(29) 3(38) 0(0) 18(21)
9(38) 2(25) 4(50) 21(24)
1(4) 1(13) 2(25) 7(8)

7(29) 2(25) 2(25) 42(48)
(13, 51) (3, 65) (3, 65) (37, 59)
14(58) 5(63) 2(25) 60(68)
(37, 78) (25, 92) (3, 65) (57, 78)

*Other, includes ALCL, MEITL, or unclassified PTCL

Yugin Song, ASH 2023, #306
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Open label single arm Phase2 Study My Anderson

ninr/r T-Cell Lymphoma
A Phase2 study (NCT05274997) opened in August 2022

*  First trial to evaluate linperlisib-treated patients in the U.S. and E.U.
* Stage 1, interim analysis for safety,
» Stage 2, study completion N=36 pts

* r/r T-cell ymphomas having >1 prior therapy

e All PTCL subtypes enrolling, PTCL-NOS, AITL, ALCL, NKT, EATL, MEITL and CD30+ brentuximab-progressing or intolerant.
* There is a Central Lab confirmation of diagnosis in this study
* CTCL patients are enrolling

 Dose schedules for 28-day cycles

* 80 mg QD (RP2D) to progression
80 mg QD for 4 cycles or until response, followed by 40 mg QD

* Primary endpoint is Overall Response Rate

* Principal Investigators: Dr. Swami lyer (Study Chair), Dr.Pierluigi Zinzani

e Study is closed
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Baseline Demographics and Disease sy
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PTCL ;Q’ Valemetostat

Characteristic (N =133)

PTCL subtypes, n (%) PTCL

Median age, years (range) 69.0 (22-85) PRC2 @ | (@j PRC2 (WHO 2016 classification; central review) (N =133)
Sexl n (%) ;X Gene — /Cell differentiation TFH phenotype _—
Male 91 (68.4) ~ . g p@ CHs " reactivation - /Antiproliferation
£ 3 ; AITL
Female 42 (31.6) o S VT 2 L
ECOG PS score, n (%) (ot b o, Nodal PTCL with TFH phenotype 8 (6.0)
0 58(43.6) Valemetostat tosylate (valemetostat) is a FTL 3(2.3)
1 65(48.9) novel, potent, and selective dual inhibitor of  pTCL-NOS 41 (30.8)
2 9(6.8) EZH2 and EZHz1 that suppresses aberrant ALCL
3 1(08)  H3K27me3, thereby promotin +
Median prior lines of therapy 2.0(1-12) 3 _ 7 3_’ ] yP 2s S ALK 7 (5.3) ’L-:ﬁicacy
(range) : antitumorigenic processes ALK- 2 (1.5) analysis
1 671 e MEITL 1(0.8) set
2 36 (27.1 rade
@7, =Gudel2  Cpgs pCAECTCL 1(0.8)
3 29 (21.8)
g 30 PCGTL 1(0.8)
>4 32(241) g
Prior HCT, n (%) 35(263) 57 Other TCL® 13(9.8)
Autologous 32 (24.1) 10 I Non-TCL or undetermined® 6 (4.5)
Allogeneic 5 (3.8) 0 Missing® 8 (6.0)
{@Qeq\% w 03(«\ 0*%&,\?’ 0‘09 0“\0 $,6\>se \\@-p"’ coo%“

©

Horwitz SM, et al. ASH 2023 #302



Clinical Response (BICR MDD Anderson

ancer Center
Assess 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



"Do or do not. There is no try."

THE UNIVERSITY OF TEXAS

MD Anderson
—arreer Center

Making Cancer History”®

* Ohyes, the past can hurt. But the way | see it, you can either run

from it or learn from it- Simba




FDA: Reliability and uncertainty of Early MD Anderson
: aneerCenter
e nd pOI ntS Making Cancer History®

Conduct of Clinical Trials to Verify Benefit

* Early endpoints may not correlate with longer-term outcomes

Response (ORR) Progression (PFS) Death (OS)

Weeks Months Years

Abbreviations: ORR, objective response rate; PFS, progression-free survival; OS, overall survival
www.fda.gov 38
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FDA: Commitments for PMR to show MD Anderson
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clinical benefit (or OS)

Approvals in PTCL

U A0 Withdrawal of
Approval

Romidepsin Brentuximab Belinostat . Romidepsin
Brentuximab
June 2011 August 2011 July 2014 July 2021

Pralatrexate

September

2009 March 2018

www.fda.gov Abbreviations: AA, accelerated approval;, PTCL, peripheral T-cell ymphoma 40




Is PFS the best endpoint for PTCL?

Reasons Why PFS Is an Inappropriate Primary End Point in Most

Trials Evaluating Anticancer Drugs

Improvement in PFS is seldom a surrogate for, nor reliably predictive
of, improvement in OS

Improvement in PFS is not a surrogate for, nor predictive of,
improvement in QoL

PFS does not recognize that the balance between benefit and harm
depends not only on changes in tumor size but also on toxicity

PFS measurement and comparisons are subject to error and bias
because of

-Timing of assessment

-Measurement error in assessing tumor progression

-Informative censoring because of uneven dropout between groups
in an RCT

Improvement in PFS is widely misunderstood by patients and the
public to imply improvement in survival

Modified from Booth CM, et al. J Clin Oncol. 2023

Endpoint

Definition

THE UNIVERSITY OF TEXAS

MD Anderson

Making Cancer History”®

Events Included

ancerCenter

Clinical Implications

PFS (Progression-
Free Survival)

Time from start of
treatment to disease
progression or death
from any cause.

- Disease progression

- Death from any
cause

Measures the
effectiveness of a
treatment in
delaying disease
progression. Does
not account for
subsequent
treatments.

EFS (Event-Free
Survival)

Time from start of
treatment to the

occurrence of any
predefined event.

- Disease progression

- Initiation of new
treatment

- Death from any
cause

Provides a
comprehensive view
of treatment failure,
including disease
progression, new
treatment initiation,
and death.

FFS (Failure-Free
Survival)

Time from start of
treatment to
treatment failure
due to disease
progression or
relapse.

- Disease progression

- Relapse

- Death related to
the disease (in some
definitions)

Focuses on the
duration of disease
control without
progression or
relapse, excluding
deaths not directly
related to the
disease.




PFS in Pivotal studies

Regimen

Nordic CHOEP-ASCT

Ro-CHOP

Prospective

ECHELON-2
BV CHP

Prospective

Type of Study

Retrospective

No. Patients Median PFS

160

211

210

226

226

5-year PFS: 44%

Median PFS: 12.0 months

Median PFS: 10.2 months

Median PFS: 62.3 months; 5-year PFS:

51%

Median PFS: 23.8 months; 5-year PFS:

43%

THE UNIVERSITY OF TEXAS

MD Anderson
—arreer Center

Making Cancer History”®

PFS by Subtype
PTCL-NOS: 38%; AITL: 49%; ALCL: 61%

TFH: 19.5 months, Non-TFH: 8.7 months,
Median OS for TFH: 65 months, PTCL-NOS:
25.8 months

TFH: 10.6 months, Non-TFH: 9 months

SALCL: Not Reported (NR),

PTCL-NOS: 32.3 months, AITL: 21.7 months,
5-year PFS - sALCL: 60%, PTCL-NOS: 26.5%;
AITL: 26.6%;

SALCL: 54.2 months, PTCL-NOS: 10.7 months,
AITL: 47.6 months,

5-year PFS -sALCL: 48.4%, PTCL-NOS: 25.7%;
AlITL: 48.1%;

Mehta-Shah N, Horwitz SM. J Clin Oncol. 2024
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Pivotal study PFS with Response Rates

=== 4 Month PFS Indicator
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LUMIERE STUDY: PFS was 1/3

proposed time

Lumiere Study

= CR ORR: 61%
60| M PR

50 4

ORR: 45%
ORR: 43%

40

ORR: 35%

ORR: 33%

30 A

Response Rate %

20

10

Alisertib

Comparator Gemcitabine Pralatrexate Romidepsin
Drugs

Modified from O'Connor OA, et al. J Clin Oncol. 2019

THE UNIVERSITY OF TEXAS

Of MD Anderson
ancerCenter

Making Cancer History”®

1.0
~— Alisertib arm
0.8 — Comparator arm
= Median PFS: Alisertib- 115d versus Comparator-104d
S 0.6
2
o
=
v 0.4 4
a
HR, 0.87 ( 95% Cl, 0.644 to 1.162)
0.2
!l ks T3 T
0 60 120 180 240 300 360 420 480 540 600 660 720 780 840 900 960
Survival Time (days)
No. at risk:

133 65 35 26 20 10 9 4 4 3 3 3 1 1 0 0 0
138 T: 33 1 A 4 2 1 | 1 |

261 PFS events, to detect a difference in median PFS
of 6 months in the comparator arm and 9 months in
the alisertib arm (85% power; o = .0125)



ORACLE: Phase lll study baseline ey o e

. areer Cent
characteristics rotescuriay

Azacitidine Investigator romidepsin Bendamustine gemcitabine
CC486 treatment choice
| T I — N 42 4 4 16 24
Trestment ur median age (IQR) 70.5 (65-77) 68 (58.5-73.5) 68.5 (62.5-71.5) 63.5 (53-68) 72 (64-78)
[ﬁfﬁi‘y'i";"J’té‘J‘!; o2 st r £ s - Sex male 22 (52%) 28 (64%) 3 (75%) 10 (62.5%) 15 (62.5%)
=200 mg on 14 first days for Asian patients
R - e . I N Rl * * ECOG 2-3 11 (26%) 9 (20%) 0 (0%) 4 (25%) 5 (20%)
_ Bone marrow 12/37 (32%) 17/40 (42,5%) 1/4 (25%) 8/16 (50%) 8/20 (40%)
U i involvement
Screening ghase: [CONTROLARM:INVESTIGATOR’SCHOICE ] Pa:?"‘r‘oiie:izon
Maximum 28 days — Associated 0 1(2%) 0 0 1 (4%)
Romidepsin: 28-day cycle = 14 mg/m?on days 1, 8, and 15 } ﬂ
ke * e MDS/CMML
IPI 4-5 13/42 (31%) 14/42 (33%) 0/4 5/15 (33%) 9/23 (39%)
[ Bendamustine: 21-day cycle = 120 or 90 mg/m?on days 1 and 2 ]
N ia * Previous line
*Stratification factors! Gemcitabine: 28-day cycle = mg/m?on days 1, 8, an
t_ mzz:;f:nrz::Lnnetsh:;z.;ecmz_VY:;NOJ { ° IZ“ y y" f’" "f" : y“ : “1"" j N 2 1-2 vs 23 34 (81%) vs 8 (19%) 37 (84%) vs 7(16%) W4 (100%) vs 0 (0%) 14 (88%) vs 2 (12%) 19 (79%) vs 5
] a c s | s 6 )\ Every 12W 178 2"year Thvery 24W 2 year | (21%)
F— 1 24 (57%) 14 (32%) 4 (100%) 3 (19%) 7 (29%)
10 (24%) 23 (52%) 0 (0%) 11 (69%) 12 (50%)
refractory patients 1(25%) 13 (80%) 14 (58%)

Dupuis J et al, ASH 2022 #959
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PFS -primary endpoint and OS

Overall Survival from randomization - ITT Set
With Number of Subjects at Risk and 95% Confidence Limits

PFS* from randomization - FDA C2 censoring - ITT Set
With Number of Subjects at Risk and 95% Confidence Limits
1.0 : . 1.0
1: Investigator's Choice
2: Oral Azacitidine CC-486

1: Investigator's Choice
2: Oral Azacitidine CC-486

0.8 0.8
= >
5 £
w 06 w 06
e s
i o
= =
(]
s 04 2 04
=
2 @
0.2
0.2
0.0
1 a4 19 7 8 4 3 3 0 0.0
2 a4 24 12 7 5 3 2 2 1 1 44 32 26 23 18 14 11 a a 8 5 2 1
2 42 38 35 30 20 24 20 15 1 7 5] 2 2
0 3 6 9 12 15 18 21 24

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

PFS (months) Sunvival time (months)

MNo. of Subjects Event Censored  Median Survival

Investigator's Choice 44 75%(33)  25%(11) 2.8 e e o pac No; °f4sz"’je°‘s 75":;‘2(31) Cznﬁsgifs) Media;‘os;”’“’a'
Oral Azacitidine CC-486 41 68.3% (28) 31.7%(13) 5.6 e o 2 v 29.5 :
* Progression assessment based on local assessment using the Lugano classification oral Azactidine ceA% 2 GoREm s1Ru9) 184
CC-486 Investigator’s choice CC-486 Investigator’s choice
median 5. 6 months 2 8 months median 18.4 months 10.3 months
95% Cl 2.7 - 8.1 months 1.9 - 4.8 months 95% Cl 12.9-31.5 months 4.2 -13.5 months

P=0.0421

Dupuis J et al, ASH 2022 #959

>p=0.025

P=0.0166*
* Descriptive p value
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Romidepsin pivotal study response rate

100 —— CR/CRu (n=16)
g L | — PR (n=13)
= z 2 SD (n=28)
EE CT/MRI 5258 754
B Baseline-PET
50 - IWC+PET < _
. e ; Median 25.9
08 i Tt 50 (range, 1.6-49.9)
0
- :
& '
40 1 25 E '
77T Median 6.3 (range, 1.3-37.8)
Madian 72§ e
% 0 (range, 2.0-18.2) j
2 3 — 29% 29% 0 10 20 30 40 50
s Duration (months)
G
2 100 — —-- CR PET-(n=13)
20 - | | —~- PR/SD PET- (n=9)
l—q T = PR/SD PET+ (n=27)
15% 15% - | |
. | | Median NR (range, 3.7-49.9)
o\o l————j R e —————— — e ————————
10 7 N |
% 50 |
5 |l Median 18.2 (range, 3.7-36.6)
o 25+
ORR(CR/CRu + PR) CR/CRu PR Stable Disease Progressive Disease/Not Evaluable Median 7.1 (ran e 1.3-37 8)
Best Response Category ; ge, 1. '
0 T T T T 1
0 10 20 30 40 50

Duration (months)
Modified from Horwitz S, et al. Ann Oncol. 2015
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PFS goals for PT(?L can vary: but be VS Anderion
realistic! Vaking Concer History

Frontline studies HR R/r studies HR

Adjusted Sample Sizes for PFS Scenarios
HR: 0.6, 95% CI: (0.428, 0.840)

N 60 Events
Il 131 Events
CHOP vs. Ro-CHOP 200 4
[0.70, 1T.04]
[0.69, 1.01]
1.0
[0.62,0.91] 175 4
[0.59, 0.87]
0.8 [0.51, 0.76] [0.52,0.77] 150 -
(Y]
[0.43, 0.64] N
* (2]
] L
N3 =125
T Q
g 0.6 g
= 3
8 3
T 2 100 -
©
0.4 2
[%]
=
=)
<
75 A
0.2
50 A
0.0 - T T T
10vs 12 10vs 14 10 vs 16 10vs 19 12vs 14 12vs 16 12vs 19
Treatment Comparison 25 A
40% improvement in median PFS (from 12 " e 5 s o o/t 127 12 125
Scenarios

months in control to 16.8 months in testing arms)

lyer S- unpublished-Modified from pivotal studies
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Pivotal study PFS with Response Rates

=== 4 Month PFS Indicator
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Impact size of treatment: higher response rate (RR) generally has higher impact- intensification is reasonable
In newly diagnosed T-cell ymphoma (TCL), progression-free survival (PFS) is around 10 months even with 80% RR
v' Adding compound X takes into account additional benefit but is diminished by compounded toxicity
v’ Benefit can vary more for one group than another
v' Tilting the efficacy/risk ratio by enriching responsive groups
v" E2 and Ro-CHOP studies have shown this is possible
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
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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
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Dr.Chitra Hosing
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Dr.Samer Srour
Dr.Meghan Heberton

Dr.Jeff Medeiros
Dr.Francisco Vega
Dr.Roberto Miranda
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Dr.Mark Clemens
Dr.Kelly Hunt
Dr.Jessie Xu
Dr.Susan Wu
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Dr.John Stewart

Dr.Keyur Patel
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* 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



THE UNIVERSITY OF TEXAS

MD Anderson
—arreer Center

Making Cancer History”®

Thank you very much!

e

Bloodbytes @DrSwami_lyer



