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Introduction

PTCL are a group of mature, postthymic, T-cell,
and NK-cell lymphoproliferative disorders

* 15% to 20% of aggressive lymphomas and
10% of NHLs

Clinical and biological diversity with over 30
different subtypes

Molecular characterization has led to
identification of specific subtypes and has
contributed to discovery of novel pathway-
directed therapies

Poor outcomes with standard treatments
e 25% of patients refractory to 1L therapy

Proportion Progression-free Survival

W

Most PTCL: 5-year PFS: 20-25%

Proportion Overall Survival

Most PTCL: 5-year OS: 20-30%

Ellin etal. Blood 2014;124:1570-1577




PTCL: Historical SOC for common nodal
subtypes

Chemosensitivity

CHOP-based 1L —_—

Consolidation

Autologous Stem cell
Transplantation®

* Not recommended in patients with ALK pos. ALCL low IPI



Targeted Therapy in PTCL-CD30
ECHELON-2: Brentuximab Vedotin + CHP vs CHOP

= Multicenter, randomized, double-blind, double dummy, active-controlled phase Il trial

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

1 Brentuximab Vedotin® +

_ , CHP* Q3W for 6-8 cycles +
Adult patients with .. ..
i Placebo for Vincristine
previously untreated CD30+
(2 10% expression) PTCL*

(N =452) CHOP?
Q3W for 6-8 cycles +

*70% sALCL

*PTCL includes sALCL (including ALK+ sALCL with IPI > 2 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?2, doxorubicin 50 mg/m?2, vincristine 1.4 mg/m? (CHOP only), prednisone 100 mg on Days 1-5.
G-CSF primary prophylaxis, consolidative RT, SCT per investigator discretion.

— End-of-treatment PET

Placebo for Brentuximab Vedotin
(n=226)

= 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 et al. Lancet. 2019;393:229.

Frontline Therapy



ECHELON-2:

3-year PFS

57%
44%

Progression-Free Survival

“l Median PFS (95% Cl) Median follow up
1 48.2 mo (35.2, NE) " 36.2 months
| 20.8mo (12.7.476)

0 6 12 18 24 30 36 42 l 48 54 60 66
Time (Months)

N at Risk (Events) '
A+CHP 226(0) 175(39) 149(61) 134(75) 108(82) 81(85) 64(88) 38(93) 24(93) 9(94) 3(95) 0(95)
CHOP  226(0) 157(65) 12993)  112(107)  87(116) 75(118) 63(121) 44(121) 26(122) 7(123) 2(124) 0(124)

* ALCL
* OS benefit
 SOC

* PTCL-NOS, AITL
* Smaller subsets- unclear benefit

Frontline Therapy

PFS and OS

5-Year OS by Histology

| Bv-CHP CHOP

ALCL 75.8% 68.7%
(n=316)

AITL 62.5% 67.8%
(n=54)
PTCL-NOS 46.2% 35.9%
(n=72)

Horwitz et al. Lancet. 2019;393:229



Can we improve BV-CHP?
Etoposide addition and brentuximab vedotin consolidation in
first-line treatment of CD30-positive peripheral T-cell

lymphoma
Disease
assessments l l 1 l
|1|2|3|4|5|6{£1|2|3|4|5|6|7|8|9|10| | H
30 days
-CD30 cutoff set at 1% . . . [ POSHESt g6 ang
- . - dose 12 months
' Induction Phase o Consolidation Phase '
(CHEP-BV) l (BV only; Day 1 of each 21-day cycle)
Schedule per each 21-day cycle +
* Cyclophosphamide-Day 1 -
« Doxorubicin-Day 1 ASCT
» Etoposide-Days 1-3
* Prednisone-Days 1-5
+ Brentuximab vedotin-Day 1

* Response assessment by investigators: 2014 Lugano classification

Herrera et al. Lancel Hematol 2024



Frontline Therapy with BV-CHEP + BV Maintenance (n=47)

Response by Histology
Response | All %7 2-year OS: 86%
g 60+ —— A ———H——
ORR 43 14 29 18 9 2 : 2-year PFS: 59%;
S - ALCL 80%, non-ALCL 48%
(91%) (93%) (91%) (95%) (82%) (100%) ’
CR 37 13 24 15 7 2 20-
(79%) (87%) (75%) (79%) (64%) (100%) zﬁgfggzygwni;f;esuwiva,
PR 6 1 5 3 2 g z Ly 7 P2 o

Time (months)

(13%) (7%%) (16%) (16%) (18%) 0
Median Follow-up 25 months

2-yr PFS of 80% in patients who received ASCT and BV
consolidation

Herrera et al. Lancel Hematol 2024



TFH lymphomas

T-Follicular Helper
Lymphomas and Role of
Epigenetic Modifiers

lod: omas o PT
..1.‘;,.,!i{”.i,-,‘.‘r,..,‘ IR - " con
L e R T
1 1 = BESSESREEEE ‘lf T x| I -GH G °HPH-= ‘ B s,
-Recurrent mutations in TET2,  :EESESEEEE SRR PR uEIN n i
o MUHED R .
R H OA’ I D H 2, D N MTSA W Postive (++/+++) [l Positive (+) 1 Negative (-) [ll Not interpretable/Not Determined wrT MUT [l Not Determined



Romidepsin CHOP vs. CHOP

Key Inclusion Criteria
 Aged 18-80y
 PTCL-NOS, AITL, ALK-neg ALCL,

CHOP X 6 cycles

EATCL, HSTCL, SPTCL

« ECOGPS0-2 Ro-CHOP X 6 cycles

- Romidepsin 12 mg/m2 days 1-8

1.07 Ro-CHOP,n/n  CHOP,n/n
Overall 122/211 129/210 ——
<2 12/36 19/43 L
0.8 Baseline IPI
22 110/175 110/167 ——
E <60y 37/73 40/72 -_——
£ Age
2 06 € >60y 85/138 89/138 ——
w
@ Nodal 110/188 114/189 ———
@ Nodal vs Extranodal
“ Extranodal 12/23 15/21 i
g 047 PTCL-NOS i
[%]
4 Histol AITL 53/101 57/94
istolo,
E 0.2 & ALK-neg sALCL 15771 G i 3.7
Other 15/30 21/27 i
Sex Women 43/86 39/74 i
0.0+ Men 74/125 90/136 ——
cHOP | 210 118 80 69 64 46 30 23 15 10 6 3 1 0 : : :
RoCHOP | 211 127 93 87 78 58 46 29 21 13 10 2 1 0
T T T T T T T T T T | 1 | 1 0.00 0.50 1.00 1.50 2.00
0 6 12 18 24 30 36 42 48 54 60 66 72 78 Favors Ro-CHOP HR (95% CI) Favors CHOP

Months from Randomization

— Phase Il FIL-PTCL13 Study- addition of etoposide to CHOP-Romidepsin did not improve outcome

Frontline Therapy

Bachy JCO 2022
Chiappella Blood 2022




Azacitidine + CHOP: Phase Il Study

Key Eligibility
® Untreated PTCL
e Nodal T-cell ymphoma with T-follicular helper (TFH)

phenotype (WHO 2016 classification)

« Angioimmunoblastic T-cell lymphoma

+ Follicular T-cell ymphoma

+« PTCL/NOS, T-follicular helper (TFH) variant
PTCL-NOS
Anaplastic large cell lymphoma, ALK negative
Anaplastic large cell lymphoma, ALK positive with IPl >2

Adult T-cell leukemia / lymphoma

Objectives
1t — CRR; 2" — ORR, safety and survival
Exploratory genomic, transcriptomic and methylomic biomarkers

Sample Size =20
Simon'’s two-stage design (alpha=10%, power=80%)

Treatment

* CC-486: cycle 1, days -6 to 0; cycles 1-5, days 8-21
1 Cyclophosphamide, doxorubicin, vincristine: day 1
¥ Prednisone: days 1-5

l, Growth factor e.g. pegfilgrastim:

CHOP CHOP CHOP
CC-486 CC-486 l CC-486 1

T S TTTTTTTTTITrY R TITeTIITIIT

6 1 g 15 211 g 15 211 8
A J J \ J
Y Y Y
1 C2to C5 C6

CC486 at 300 mg daily from day -6 to day O for cycle 1 priming, and on days 8-21

following cycles 1-5.
Patients in CR/PR following 6 cycles of treatment have the option to proceed to

consolidative HSCT.

Ruan et al. ASH 2020

Frontline Therapy




Azacitidine + CHOP: Phase Il Study

* ORR (n=20): 85% (55% CR)
e At EOT, ORR: 75% (75% CR)
Progression-free Survival

TET2 mutations associated with CR and favorable PFS

All patients, n=20

PTCL-TFH, n=17

1.0 1.0
0.8 0.8 “—L_\_‘
z g
£ o061 £ 061
£ _ £ .
% .4 Median Follow-up: 15 months % ,.J Median Follow-up: 15 months
B T
=3 =
v 02 1-yr PFS =66.1% (95% Cl = 41.1%, 91.1%) * 0s 1-yr PFS =69.9% (95% Cl = 44 6%, 95.2%)
004 T T T T T T 004 T T T T T T
0 5 10 15 20 25 0 5 10 15 20 25
Progression-free-survival (months) Progression-free-survival (months)
At Risk 20 n 8 5 4 1 At Risk 17 n 8 5 4 1
Overall Survival

All patients, n=20

PTCL-TFH, n=17

1.0+

0.8

0.6

0.4

Survival Probability

0.2

0.0

iL

Median Follow-up: 15 months

1-yr OS = 80.7% (95% CI| =60.3%, 100%)

AtRisk

T T T T T T T
0 5 10 15 20 25 30
Overall Survival (months)

20 18 12 8 6 1 0

1.04

0.8

0.6

0.4

Survival Probability

0.2

0.0

I B

Median Follow-up: 15 months

1-yr OS = 93.8% (95% CI = 81.9%, 100%)

1 R All evaluable 1 D PTCL-TFH
TET2 = 084 :—++———+——————+ ————— 4+ - 08 _:_;_.___4______.. ————— +
mUtatlonS g 0.64 ;E 0.6 TETZ2 mutation
. = £ Yes S
correlate with 3 oo No —
§ g
v i
favorable PFS "1 Logrank p=0.0039 .. Logrank p=0.0143
004 . . . . . . 0.0+ . . . . . ,
o 5 10 15 20 25 [1] 5 10 15 20 25
PFS (months) PFS (months)
109 7 All evaluable 7 I PTCL-TFH
|
DNMT3A W R [ |
mutations é T ﬁ ! DNNT3A muaton
. £ & [
correlate with I No  m—
£ | £
A I @
adverse OS "] | Logrank p=0.0192 . Logrank p=0.0143
00 T T T I T T T T 004 T T T T T T T
[] 5 10 15 0 25 30 [ 5 10 15 20 25 30
Owerall Survival (months) Owverall Survival (months)
[DNMT3A mutation no —— = yes| [DNMT3A mutation ne ——— yes]

At Risk

T T T T T T T
0 5 10 15 20 25 30
Overall Survival (months)

17 17 1 8 6 1 0

Ruan et al. ASH 2020
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Phase Il Study of Oral Azacitidine + CHOP
5-year Follow Up

All patients, n=20

PTCL-TFH, n=17

S-yr PFS = 27.7% (95% Cl = 2.4%, 52.9%)

1.0 1.0
08| 0.8
=z z
z -
E 06 E 06
o -
< £
I 1 ER Z 04
£ 5
o - :
029 5-yr PFS =26.3% (95% CI = 2.2%, 50.5%) 024
0.0 0.0
T T T T T T T T
0 10 20 30 40 50 60 0
Progression-free-survival (months)
At Risk 7 AtRisk 17

T
10

T T T T T
20 i 40 50 60

Progression-free-survival (months)

OS

All patients, n=20

PTCL-TFH, n=17

At Risk =

Survival Probability

1.0

0.8+

0.6+

0.4+

0.24

0.0

5-yr OS = 61.1% (95% Cl = 37.8%, 84.3%)

T T T T
o 20 40 60
Overall Survival {(months)

T
80

1.0+

.84

Survival Probability

0.2

0.0+

(IR

04

+ Censored

5-yr OS = 68% (95% Cl = 44.1%, 91.8%)

T T T T T
(1] 20 40 60 80

Overall Survival (months)

At Risk 1

Biomarker analysis confirmed that TET2 mutations were associated with favorable PFS and OS,
while DNMT3A mutations and elevated LDH were associated with adverse PFS.

Ruan et al. ASH 2024




Non-CHOP Approaches

Oral 5-Azacytidine and romidepsin in PTCL

Clinical efficacy » Translational relevance

Phase 2 study n=25 relapsed/refractoryi
AND treatment naive PTCLs

® Relapsed/Refractory
= Treatment-Naive

Epigenetic regulators

50% o

CR SD SD SD PD SD CR PR CR CR CR PR CR PR PR CR CR CR CR

Change in sum of product of tumor diameter

-50%

Patients

wwwww

Framesite

—» Treatment naive n=11 (TFH/AITL
n=8)
ORR 70% CR 50% (n=10 evaluable)

~» Relapsed/refractory n=14*
ORR 54% CR 38% (13 evaluable)

*includes S pts from expansion ph 1

TFH PTCL n=17
ORR 80% CR 60%

Grade 3/4
Thrombocytopenia 48%
Neutropenia 40%
Febrile neutropenia 12%

Falchi et al. Blood 2021



Phase Il Study of Romidepsin

Study Treatment

Lenalidomide, D1-21

Key Eligibility
(N = 20)
* Untreated PTCL

+ Lenalidomide

Response Rates

Age = 60 or 80% - 79%
noncandidate for chemo D1 D8 D15 D22 son
60% -
Week 1 Week 2 Week 3 Week 4 Week 1 40% + 6%
Outcome Cycle 1 Cycle 2 26%
* 1* Endpoint / 20% +
B Romidepsin (10 or 14 mg/m2) D1, 8, 15 0% -
” , omidepsin (10 or 14 mg/m 5
S Entpont Lenalidomide 25 mg D1-21 ALL AL
® Safety Cycle Iength: 28 days B ORR mCR
* Survival Treatment: up to 1 year
Progression-free Survival Overall Survival
1.00 - 1.00 4 — All evaluable
All evaluable patients, n = 23
£ 0.75 + patients, n = 23 = 0.75 4
= =
= =
g 050 ----TE=== ' S 050 - — +———
%’ 1 2 .
1 c I
& 0.25 4 ! & 025 4 :
2-yr PFS: 31.5% | 2-yr OS: 49.5% -
Median PFS: 0.831year Median OS: 1.86 years !
0.00 -+ ' 0.00 . Ruan, Pro Blood Adv 2023
) L) L L L L) L I
0 1 2 3 0 1 2 3
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The Lancet Regional

Targeted agents plus CHOP compared with CHOP as the Health- Westorn Pacifc

2024,;50: 101160

first-line treatment for newly diagnosed patients with
peripheral T-cell lymphoma (GUIDANCE-03): an open-label,
multicentre phase 2 clinical trial

Ming-Ci Cai™ Shu Cheng,® Hong-Mei Jing,%' Yan Liu, Guo-Hui Cui,° Ting Niu,? Jian-Zhen Shen,* Liang Huang,’ Xin Wang,? Yao-Hui Huang,”
Li Wang,*" Peng-Peng Xu,” and Wei-Li Zhao™™

CHOP X 1 Cycle —> CHOP X X5 Cycles

Overall survival (%)

Progression-free survival (%)

CHOP X
-P53mMut. decitabine

_T ETZ/ K IVIT2 D m ut a Za Cyt i d i n e No. at ;;K : “ Time rrcu"rf enrullms;;tmumns) ” e Mo at ,.sk ’ * Time lru;: snru\lmeri;tmunms) ” ”
CHOPX 48 a1 29 22 16 7 2 CHOPX 48 ar 41 30 20 7 2
_CREBBP/EPBOO mut tUCidinOStat CHOP 48 36 19 13 8 2 o CHOP 48 43 a2 21 15 [ 1

-Lenalidomide



A051902: A randomized phase Il study of duvelisib or 5-azacitidine in addition to CHOP
or CHOEP in comparison to CHOP/CHOEP

Untreated PTCL

- CD30 expression
<10% by IHC (excludes
ALCL)

- stratify for:
- TFH-PTCL/AITL
- CHOP/CHOEP
backbone therapy
- CHOP: age >60
- CHOEP
(age<60)

(1:1:1)

h A

Duvelisib-CHO(E)P x 6 cycles

(n=53)

CHOP/CHOEP given
standardly

- With GCSF support

Duvelisib 25mg BID days 1-21

CC-486-CHO(E)P x 6 cycles

(n=53)

CHOP/CHOEP given
standardly

- With GCSF support

CC486 300mg QD

- Cycle-1:days -6to 0
- Cycles 1-5: days 8-21

CHOP or CHOEP x 6 cycles

(n=53)

Cycle =21 days

* Primary Objective:
 To compare the PET CR rate of
duvelisib or 5-azacitidine in
combination with CHOP/CHOEP
compared to CHOP/CHQOEP

* Primary Endpoint:
* 25% difference PET CR rate

* Correlative Studies:
* Monitoring MRD
* Gene Expression Profiling and
Custom Capture Sequencing
e Patient Reported Outcomes
e PET/CT Evaluation

NCT04803201



Conclusions

* Advances in understanding the biology and molecular mechanisms of
PTCL have led to improved classification and treatment strategies.

* Treatment approaches have become more targeted, offering the
potential for better patient outcomes

* BV-CHP has changed the treatment landscape in ALCL
* Intensification regimens-safe and effective

* Recent studies highlight the sensitivity of TFHL to epigenetic therapies

* Future research should prioritize evaluating new treatments for
specific subtypes or molecularly defined subgroups
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