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Distribution of Major T-cell and NK-cell Neoplasms by
Geographic Region

PTCL: UK ~1400 patients/year
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AITL, angioimmunoblastic T-cell ymphoma; ALCL, anaplastic large cell ymphoma; ALK anaplastic lymphoma kinase; ATLL, adult T-cell leukemia / lymphoma; EATL, enteropathy-associated T-cell lymphoma;
NHL, non-Hodgkin lymphoma; NK, natural killer; NKTCL, natural killer / T-cell lymphoma; PTCL-NOS, peripheral T-cell lymphoma - not othervgise specified.

1. Hildyard CAT, et al. Clin Med Insights Blood Disord. 2017;10:1179545X17705863.



The majority of patients with PTCL will relapse
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Subtype (01 PFS
5 year 10 year 5 year 10 year
(95% Cl) (95% Cl) (95% Cl) (95% Cl)
PTCL-NOS 31 23 26 18
(26-36) (18-28) (17-35) (9-27)
AITL 44 31 39 24
(31-57) (26-36) (33-45) (14-34)
NK TCL 45 32 40 28
(37-53) (23-41) (32-48) (20-36)
ALCL, ALK- 49 40 42 36
(37-61) (34-46) (33-51) (29-43)
ALCL, ALK+ 79 69 71 63
(65-93) (62-76) (60-82) (53-73)

Civallero M et al, International Prospective T-cell Project.

Br J Haem 2024




Is there a chemotherapy regimen ‘better’ than CHOP?



Strategies to improve induction efficacy in mature T-cell lymphomas

ALTERNATIVE CHEMO BACKBONES CHOP + X STRATEGY NOVEL NON-CHEMO BACKBONES
CHOP VS GEM-P NEGATIVE CHOP VS CHP-BV Demethylating agents (DMAs
and
CHOP VS CMED INCONCLUSIVE CHOP VS CHOP + ALEMTUZUMARB HDACI-BASED REGIMENS
IN THF-NTCL
DA-EPOCH SMALL PTS N° CHOP VS CHOP + HDACi

CHOP VS CHOP + DMAs

CHOP VS CHOP + DUVELISIB

CHOP + PRALATREXATE

CHOP + BORTEZOMIB

CHOP + LENALIDOMIDE

Avilés A. Med Oncol, 2008; Maeda Y. Haematologica, 2017; Gleeson M. Lancet Haematol, 2018



Romidepsin Plus CHOP Versus CHOP in Similar outcome after
Patients With Previously Untreated Peripheral CHOP +/- Romidepsin in
T-Cell Lymphoma: Results of the Ro-CHOP Phase PTCL-NOS

lIl Study (Conducted by LYSA)

Emmanuel Bachy, MD, PhD*%; Vincent Camus, MD?*; Catherine Thieblemont, MD, PhD# David Sibon, MD, PhD%;

J Clin Oncol 40:242-251. © 2021 by American Society of Clinical Oncology
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Superior PFS in patients with PTCL-TFH
vs patients with non-TFH diagnosis
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Camus V et al, JCO 2024




Is there a chemotherapy regimen ‘better’ than CHOP?

For ALL: NO
but

Can understanding biology identify new therapeutic targets?



Patient management Case 1

61 years
Angioimmunoblastic/TFH T-cell ymphoma
Rash/fatigue/widespread LN April 2017

April 2017- Staging PET



Are you planning to perform ASCT in CR1?

Definitely ‘YES’
Discuss ‘YES’
Undecided
Discuss ‘NO’
Definitely ‘NO’



Is there a role for consolidation auto-SCT in CR1?
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Fossard et al. Ann Onc 2018; 29: 715-723  Park et al Cancer 2019;125(9):1507-1517



UPDATED ANALYSIS OF THE EBMT LYMPHOMA WORKING PARTY
KM Different outcomes of major T-cell lymphoma entities following auto-SCT
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Different relapse incidence (RI) and similar non-relapse mortality (NRM)
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Is there a role for consolidation transplant in PTCL?

* There are no randomized clinical trials
* Although LYSA group are conducting a prospective randomized trial

* There is retrospective evidence for and against.
* There are few prospective trials, with diverse subtype inclusion.

* The relapse risk remains high with CHOP/CHOP-like chemotherapy alone
 thus it is considered in most subtypes (with the exception of low IPI ALK* ALCL)

Fox et al, Guidelines for the management of mature T- and natural killer-cell ymphomas. BSH Guideline 2022



Am | planning to perform ASCT in CR1?

Definitely ‘YES’
Discuss ‘YES’
Undecided
Discuss ‘NO’
Definitely ‘NO’



Case 2

42 year old female

Fevers, nighty sweats, bony pain

PET: Widespread bony involvement and left renal mass
Stage IVB ALK —ve ALCL

 PS=2, LDH 890, 2 extranodal sites
* No significant co-morbidity

e BV-CHP therapy planned with curative intent

Do we consider ASCT in CR1 in ALK negative ALCL?




Consolidative SCT After BV-CHP in ALK—ALCL Patients?
Focusing on patients in CR at EOT in ECHELON-2 trial

100 -
o 904
>
S 804
@A 70
) i
o 60
—
L 504
S5 4o0-
§ 304
o 20
o)
o 101
N at Risk (Events)

Consolidative SCT ~ 27i0)
No Consolidative SCT 49(0)

ITT - Yes
All: n=50 (44%)
Asia: 2/15 (13%)
Non-Asia: 48/98 (49%)

.‘ Con‘sfolidatjve SCT

g +

No Consolidative SCT

56.9%
Median
N Events (Months) HR (95% CI
Consolidative SCT 27 6 - 0.49(0.19, 1.27)

No Consolidative SCT 49 21 55.66

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

Time (Months)
26(0) 22(3) 2i4) 17i5) 10{5) 1(5) 3i6) 1i6) 0i6) 0{6) 0i6)
46(2) A0(7) 214 2417 1918) 1619 8(20) 6i20) 1(20) 0;21) 021)

Savage et al, Blood Advances 2022



Consolidative SCT After BV-CHP in ALK-ALCL Patients?
Focusing on patients in CR at EOT in ECHELON-2 trial
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Only 9% of ALCL (n=214) patients proceeded to ASCT consolidation
Martinez-Calle et al, Adv Ther. 2021

Savage et al, Blood Advances 2022



Case 2

42 year old female

Fevers, nighty sweats, bony pain

PET: Widespread bony involvement and left renal mass
Stage IVB ALK —ve ALCL

 PS=2, LDH 890, 2 extranodal sites
* No significant co-morbidity

* 6 x BV-CHP completed
* BEAM ASCT

* Remains in complete metabolic remission 5 years



UK BSH Guideline Recommendation 2022

Consider BEAM ASCT in CR1:
ALK- ALCL
or
ALK+ ALCL with high -risk features
IPl >2

+/-

age >40 years

Relapsed ALCL: Brentuximab (or chemo) with aim of allo-SCT (or ASCT)

Fox C et al, Br ) Haematol 2022



Patient management Case 1

61 years
Angioimmunoblastic/TFH T-cell ymphoma

» Rash/fatigue/widespread LN April 2017
* PRto4# CHOP
* PD after 6# CHOP Dec 2017

PRE CHOP POST CHOP

April 2017- December 2017-
Staging PET EOT PET



Are you planning to perform allo-SCT in CR2?

Definitely ‘YES’
Discuss ‘YES’
Undecided
Discuss ‘NO’
Definitely ‘NO’



MAJORITY OF PATIENTS WITH TCL WILL RELAPSE
Ro-CHOP study (n=421): Heterogeneity of 2"¢ line treatments

2L Set . )

N=251 Other 2L treatment administered to 22 patients Treatment arm 2L set

Chemotherapy Ro-CHOP CHOP N=251
L0 Z: (9'2?) B Brentuximab-vedotin single-agent 5N(j1131‘;)) 3|\l(;123‘2) 8 (3.2%)
ESI-IHA:P 1: S;;) Romidepsin 0 (0%) 7 (5.1%) 7 (2.8%)
.2%) Azacytidine 3 (2.6%) 2 (1.5%) 5 (2%)
GDP 8 (3'2%) Bendamustine —cytarabine 3(2.6%) 0 (0%) 3(1.2%)
ICE 17 (6'8%) GEMOX- bendamustine 1 (0.9%) 2 (1.5%) 3(1.2%)
Gemcitabine/Gemox 21 (8.4%) Ifosfamide-VP16 2 (1.7%) 1(0.7%) 3 (1.2%)
) IVOX 1(0.9%) 2 (1.5%) 3 (1.2%)
Bendamustine 21 (8.4%) Methotrexate 1 (0.9%) 2 (1.5%) 3(1.2%)
Other 130 (51.8%) | — Lenalidomide 2 (1.7%) 1(0.7%) 3 (1.2%)
Brentuximab Vedotin 31 (12_4%) Brentuximab-vedotin-nivolumab 1 (0.9%) 1(0.7%) 2 (0.8%)
(in combination with 2L GEMOX-nivolumab 0 (0%) 2 (1.5%) 2 (0.8%)
chemotherapy) R-.GEMOX 1(0.9%) 1(0.7%) 2 (0.8%)
Radiotherapy 1 (0.9%) 1(0.7%) 2 (0.8%)

Transplant type . . . .
s e
Autologous 21 (8.4%) yeopnoprom= (0%) (1.5%) 0-8%)

GDP: gemcitabine, dexamethasone, cisplatin; ESHAP: etoposide, methylprednisolone, high-dose cytarabine and cisplatin; DHAP: etoposide, methylprednisolone, high-dose cytarabine and cisplatin; ICE: Ifosfamide,
carboplatin, etoposide; GEMOX: gemcitabine, oxaliplatine; IVOX: ifosfamide, etoposide, oxaliplatin.

Median age 66 yrs Camus V et al, JCO 2024



PFS2 according to main 2L approaches:
We will continue to use GDP

N (%)

251

23 (9%)

13 (5%)

18 (7%)

8 (3%)

17 @T%)

21 (8%)

21 (8%)

Forest plot PFS2 Hazard ratios by 2L treatment
Subgroup Hazard Ratio and 95% CI
Overall
Chemotherapy
DHAOX
DHAP =
ESHAP =
GDP =
ICE =
Gem/Gemox -
Benda
02 05 11 15 2 25
PFS2 calculated from date of first progression, analyses adjusted by histology and age 65+ at second-line.

HR(95% Cl)

NA

0.80 [0.36;1.81]

1.38 [0.68;2.83]

0.29 [0.08;1.04]

1.33 [0.63;2.81]

1.06 [0.47;2.42]

0.98 [0.48;2.01]

GDP: gemcitabine, dexamethasone, cisplatin; ESHAP: etoposide, methylprednisolone, high-dose cytarabine and cisplatin; DHAP: etoposide, methylprednisolone, high-dose cytarabine and cisplatin; ICE: Ifosfamide,
carboplatin, etoposide; GEMOX: gemcitabine, oxaliplatine; IVOX: ifosfamide, etoposide, oxaliplatin; Benda: bendamustine single agent; Gem: gemcitabine

Camus V

Bachy E ICML 2023



PFS2/0S2: PFS and OS after the first progression and
2nd line treatment by histological subtype

PFS2 from second line according to reviewed histology — 2L set

With Number of Subjects at Risk and 85% Confidence Limits
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TFH-like PTCL 127 82.7 % (105) 17.3%(22) 41(3.2;5.6)
other 49 85.7 % (42) 143 % (7) 3(2;5.2)
Median PFS2 : 3.3 months
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No. of Subjects Event Censored Median Survival
ALK-NEG ALCL 19 63.2%(12) 368%(7) 9.6(1.8;NA)
PTCL-NOS 45 834 4 % (38) 156%(7) 10(64-168)
| TFH-like PTCL 127 701%(89) 29.9%(38) 18.2(13.3;24.9) I
other 49 81.6 % (40) 184%(9) 6.2(3.8;9.7)

Camus Vet al, JCO 2024



PFS2 according to transplant status

Transplant type

Allo Auto None 2L set
N=14 N=21 N=216 N=251
Age at
enrollment
__(years) (CRF)
Median 52.5 55.0 66.0 65.0
Min : Max 28 : 68 33:70 35:81 28 81
Sex
Male 11 (78.6%) 13 (61.9%) 136 (63.0%) 160 (63.7%)
Ann Arbor Stage
11-1V 12 (85.7% 19 (90.5%) 199 (92.1%) 230 (91.6%)
IP1 group ::I
>=2 11 (78.6% 18 (85.7%) 192 (88.9%) 221 (88.0%)
Histological
diagnosis in class
(reviewed)

PTCL-NOS 1 (7.1%) 3 (14.3%) 41 (19.0%) 45 (17.9%)
TFH-like PTCL 8 (57.1%) 9 (42.9%) 110 (50.9%) 127 (50.6%)
ALK-NEG ALCL 3 (21.4%) 2 (9.5%) 14 (6.5%) 19 (7.6%)

Other 1 (7.1%) 6 (28.6%) 42 (19.4%) 49 (19.5%)
Missing 1 1 9 11

Auto (8%) and allo-SCT (6%) may grant
durable remissions in a highly selected
subset of patients

Survival Probability
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0.8

0.6

0.4

0.2

0.0

Allo
Auto
None

PFS2 from second line according to transplant type - 2L set
With Number of Subjects at Risk and 95% Confidence Limits

P<0.0001 (2-sided)

14 12 1 1 1 1 1 10 9 8 5
21 18 13 12 1 10 10 9 8 8 7
216 56 33 26 25 20 18 15 13 8 7
0 6 12 18 24 30 36 42 48 54 60
PFS2 time (months)
No_of Subiects Event Censored Median Survival
Allo 14 28.6 % (4) 71.49% (10) Notreached (41 : NA)
Auto 21 571%(12) 429%(9) 36.3(8.5; NA)
None 216 90.3 % (195) 97%(21) 26(23:3)

Camus V et al, JCO 2024



= Different outcomes of major T-cell ymphoma entities post-allo-SCT
U n=1292 (>50% for PTCL-NOS; 1/3 for AITL)

<

Conditioning regimen
-RIC 53%
-MAC 47%

Donor type
-MRD 45%
-UD 55%/mMUD 7

Remission status at allo-SCT
-CR1/PR1 52%

-CR2/PR2 and beyond 20%
-SD/PD 19%

Median age 51 (43-59)

No of Rx lines prior to allo-SCT
-one line 18%

-two lines 33%

-2 three therapy lines 49%

Survival probability
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2-year PFS:

ALCL ALK-pos. 68%
AITL 56.6%
ALCL ALK-neg. 49.4%
PTCL NOS 48.3%
2-year OS:

ALCL ALK-pos. 79.9%
ALCL,ALK-neg. 63.3%
AITL 59.4%
PTCL, NOS 53.3%

Shumilov E et al, EHA 2024
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Rl and NRM in major T-cell lymphoma entities following allo-SCT

2-year RI:

ALCL ALK-neg. 36.2%
PTCL NOS 30.3%
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0.0 0.5 1.0 1.5 20

Time

391 329 253 226 214 203 186 177 168 161 151

615 513 383 342 319 293 253 236 226 214 203

Absolute risk

50 % 75 % 100 %

25 %

0%

NRM in allo-SCT by lymphoma type

— AITL
ALCL, ALK neg

_| = ALCL, ALK pos

— PTCL

2-year NRM:
AITL 30.0%
p-value <0.001 PTCL NOS 21.4%

ALCL ALK-neg. 14.4%
ALCL ALK-pos. 11.6%

K
L —

T | T
0.0 05 1.0

Time

39 329 253 226 214 203 186

615 513 383 342 319 293 253

15 20

177 168 161 151

236 226 214 203

EHA 13-16 June 2024, Madrid

Shumilov E et al, EHA 2024



Are you planning to perform allo-SCT in CR2?

Definitely ‘YES’

Discuss ‘YES” — but manage expectations
Undecided

Discuss ‘NO’

Definitely ‘NO’



(Nodal) Follicular Helper T-cell lymphomas

Germinal center

v Occur in Elderly

v’ Frequent autoimmunity

83y P aevte
9,

‘,., oo
v’ Frequent extranodal involvment 4 s NS
b o

v’ Poor prognosis _
Angioimmunoblastic type NOS follicular type

v’ Few therapeutic progresses Microenvironment

e ———

Frequency
Campo et al. Blood 2022; Alaggio et al. Leukemia 2022



Pathways involved in PTCL oncogenesis

Epigenetic regulation

DNA methylation

TET2

IDH2 TFH

DNMT3A
Histone PTM

SETD2 MEITL

HSTL

KDM2A

KMT2D f
Others s

ARIDIA

Cell cycle/apoptosis

TP53 family A”
CDKN2A
Others PTCL

PTCL

/

\ ALK fusions

Signaling

TCR signaling
RHOAG17V TFH
ITK-SYK CTCL

PLCG1
CARD11 ATLL

CD28
Dusp22
JAK/STAT pathway
NFkB

Immune surveillance

PDL1 3’ UTR NKT
HLA B2M
CD58 ATLL

Lemonnier F EHA 2024



PRIMO trial

UK access?

Potentially targetable intracellular signals in PTCL

Pi3K

Copanlisib

Duvelisib

Tenalisib

Linperlisib

JAK: Ruxolitinib
Golidocitinib

ALK inhibitors:

Crizotinib

Alectinib

EZH1/EZH2 inhibitors:

VALENTINE Valemetostat

trial

[ Active agent

[ Approved agent —» Direct stimulation ~ —» Direct inhibition

--9 Indirect stimulation --9 Indirect inhibition

Brentuximab

vedotin Pembrolizumab

Pralatrexate

it
A

l Durvalumab

Cerdulatinib

Copanlisib
Pralatrexate \ Protein Duvelisib
\ translation
T-cell-specific
’ cytotoxicity Crizotinib
---------------------
= Azacytidine
Decitabine
Chromatin remodelling DNMT3 \
DNA transcription Methylation '
v SO0TPT G |
DHF [ Ty [ SRR »| drve Histone

Romidepsin
Belinostat
Chidamide

..............

Ruxolitinib

Cytoplasm

SYK/(JAK)
Cerdulatinib

BCL2:
Venetoclax

Hypomethylators
Azacytidine Trial: ORACLE
Decitabine

HDAC:
Romidepsin
Belinostat
Chidamide

Trial: ROMICAR

ICML 2023



Hypomethylating agent Azacitidine in R/R TFHL: ORACLE study

A
100+ —— Azacitidine
—— Investigator's choice
of treatment
£ 75
R
2
z
2
2 504
5
g
F 2c P — .
& ’ " — |—\_‘
# ——
' —
0
0 13 D 15 18 21 24 ¥ 30 33 36
Number at risk
(number censored)
Azacitidine 42 (0) 17 (0) 12(0) 9(2) 5(6) 2@) 0(8)
Investigator's choice 44 (0) 9(2) 8Q2) 5(4) 3(6) 2(6) 1@)
of treatment
B
100+
75
€
~
=
E o
=
5
é
25 H—+——; —,
0 1 1 1 1 1 I 1 U
0 6 12 15 18 21 24 27 30 33 36
Number at risk Time (months)
(number censored)
Azacitidine 42 (0) 35(0) 29(0) 20(2) 11(8) 6(12) 2(14)
Investigator's choice 44 (0) 26(2) 18(2) 1(3) 9(5) 5(8) 1(12)

of treatment

Tragtment :
within 4 days after randomization
SCREENING RANDOM ZATION®
ICF Signsture DAY1-CYCLEL
L. vy

"
Maximum 28 gays

Stratification factors:
- Number of prior lines treatment: 12 vs» 2
- Previcus/Concurrent MDS or CMML: Yes vs No

Teeatmeot ynsd
Progression,
EXPERIMENTAL ARM: ORAL AZACITIDINE "“';‘m
28-day cycle = 300 mg on 14 first dgys for EU patients o
=200 mg on 14 fist dgys for Agiatic patients
L 1 1 1 1 1 1 _—
a = a | a < ¢ 4 o
! | Teestmeot untd
' | Progression,
CONTROL ARM: INVESTIGATOR' S CHOICE THERAPY |, "":';'m
; Remidepsin: 28day cycle =14 mgim?on days 1, 8, and 15
1 | | 1 | | | ! ! -
a = e 1 s o & ' o
f-=- P J

1 1
(Bendamustine: 21day cycle = 120mgim*on days 1and2 |

' J
1 1 Il

S S S e
. .
Gemcitabine: 28ay cycle = 1200mgm?on days 1.8, and 15 |

97.6% 85,1

1 |
& 23 & | & & :
| |
RESPONSE RESPONSE
EVALUATION EVALUATION

any TEAE

44.2%
a8% 1 %
grade 5 TEAE
100 80 60 40 20 0
0 20 40 60 80 100
u treatment related any TEAE u treatment related any TEAE

Dupuis et al. Lancet Haematol. 2024



Global differences in approval of drugs for relapsed/refractory PTCL

U.S.(FDA)

Canada (HC)

Europe (EMA)

Pralatrexate

Approved 2009

Approved 2018

Not approved for
marketing

pos, 1-<21vy)

Romidepsin Approved 2012 Approved 2013 Not approved for
(withdrawn)* (withdrawn)* marketing
Brentuximab Approved 2011 (relapsed | Approved 2013 Approved 2011
Vedotin ALCL) (relapsed ALCL) (relapsed ALCL)
Belinostat Approved July 2014 Withdrawn Not approved for
marketing
Crizotinib Approved Jan 2021 (ALK- | Not approved Not approved

* Withdrawn due to negative Ro-CHOP vs CHOP study

Zinzani PL. ICML 2023



Other epigenetic targeting approach

VALENTINE-PTCLO1: global, multicenter,

Nuclear “——

position open-label, single-arm,

. Chromatin Phase 2 trial of valemetostat in R/R PTCLs
Hru‘gher-o.rder remodellers
chromatin

Eligibility Criteria

> 18 years

* Confirmed PTCL diagnosis (WHO
2016 classification?)

(52 apni readers
) S BF . .
Structural RNA ﬁ ECOG PS score <2

Nucleosome

* > 1 prior line of systemic therapy

EZH1/EZH2 Pa_tients with _ALCL recei\{ed
i Histone PTM prior brentuximab vedotin
iters/
‘e"’r’;‘szrrss Valemetostat treatment
gt R/R PTCL
modifiers N = 133
) — =
®\ N = 119 with PTCL histology confirmed
/\ by central pathology
@—
\ Valemetostat
RN Trans-acting | 200 mg/day

factors Continuous 28-day cycles until PD or
@ — p-2-HG / unacceptable toxicity



Progression-Free Survival and Overall Survival

PFS?
(N =119)
Median 5.5 months (95% CI, 3.5-8.3)
1.00— 0 Censored
0.75—
2
E
2
o 0.50
o
(2
L
o
0.25
Median follow-up time
11.3 months (95% CI, 11.1-13.8)
O_
I I I I I I I I I I I
0 2 4 6 8 10 12 14 16 18 20
Time (months)
42 37 30 16 7 6 1 0

Atrisk: 119 76 51

Data cutoff: May 5, 2023.
a2PFS evaluated by BICR CT-based assessment.

Pier Luigi Zinzani, et al. EHA 2024 #S247

OS probability

0S
(N =119)

Median 17.0 months (95% CI, 13.5 months to NE)
1.00 00 Censored
0.75-

0.50—
0.25-
Median follow-up time
o 12.3 months (95% ClI, 11.8-13.8)

| | | | | | | |
0 2 4 6 8 10 12 14

Time (months)

Atrisk: 119 102 89 80 75 65 40 26

16

12

18 20 22

Zinzani PL et al, Lancet Onc 2024



Moving to combination

Signaling targeting drugs

Epigenetic targeting drugs

romidepsin duvelisib
azacitdine cerdulatinib
valemetostat ruxolitinib
belinostat golidocitinib
chidamide others
others

cellmod

checkpoint inhibitors:anti PD1
chemotherapy

brentuximab vedotin

others



Moving to combination

Bridged to
Treated Evaluable ,8 ’ER Allo SCT
(%)

PTCL 55 53 31(58) 22 (42) 15(28)

PTCL NOS 20 19 10 (53) 6 (32) 3(16)
I AITUTFH 19 19 13 (68) 11 (58)

PCyb 3 3 1(33) 1(33) 1(33)
ALCL 3 3 3 (100) 2(67) 2 (66)
HSTCL 2 2 1(50) 0 1(50)
Aggr epidermotropic CD8+ 2 2 1(50) 1(50) 0
Other TCL 6 5 2 (40) 1(20) 1(20)

Horwitz et al. Nature Medicine 2024



One trial, multiple arms
20 LYSA centers
Randomisation

R/R TFHL

R/R PTCL

22l R/R PTCL

Biopsy
viable
congelation

Planned plaTform trial

Phase 2

Phase 1

phaselb phase 2

phase 2

Phase 1

/:
\
/;
\

phaselb phase 2

Primary objective:

mPFS based on investigator assessment
Secondary objectives:

ORR

CR

0S

Safety

duration of response

comparison with a synthetic arm
Exploratory objectives

identification of biomarkers of response

Comprehensive studies on PDXs

identifying new drugs and combinations

Evaluation: Lugano 2014

Phase 2 Phase 1

PFS 3.7=> 7.4 months Boin method

One sided a= 0.05 target toxicity rate for
Power=0.8 the MTD is 0.3

N=31 patients/arm N=18 patients




(further) Patient management Case 1

Angioimmunoblastic/TFH T-cell ymphoma
» Rash/fatigue/widespread LN April 2017
e PRto4# CHOP

 PD after 6# CHOP Dec 2017

ROMICAR Jan 2018 to CMR
* Refused allo-SCT
 PD March 2019 (13 months Rx on ROMICAR)

Lenalidamide for 36 months
Valemostat April 2022 for > 18 months

AUTO-4 (TRB1+ve)

PRE CHOP

‘ e
ey

".‘

April 2017-
Staging PET

POST CHOP

December 2017-
EOT PET



Engaging the immune system to treat PTCLs

Checkpoint inhibitors:
* NKTCL, hyperprogressions seen in PTCL

Tumor associated macrophage (TAM) activation: A By e -
° anti CD47 + Controlling CAR expression (Tet-OFF)
CAR°T Normal T cells
«  Pan-T coll antigens ©
* Targets: Pan-T(CD5-CD7)/restricted (CD30, TRBC1) " con TReCh - O
+ Fratricide killing o «— ° OO
o o ANTI-TUMOR LASIA
* T-Cell aplasia

: Wcaim:ux-buw u’c-:;:‘udd')
Bispecific antibodies oty SOt " Prtcion o o contat T cot
* antiCD30/CD16a (AFM13). NK targeting towards the

From: Scherer et al. Front Oncol. 2019; 9: 126.
tumor doi: 10.3389/fonc.2019.00126

* PTCL has not benefited from immunotherapy
* Pan T-cell depletion is highly toxic

* Few/no tumour-specific antigen targets in PTCL



TRBC1 (or TRBC2) as a Target in PTCL

Structure of the T Cell Receptor or TCR

PTCL are clonal and express either TRBC1 or TRBC2

Healthy T Cells Contain mixture of
(v va @) ® ‘O @) @ TRBC1+ cells
@ C())O‘O ® © TRBC2+ cells
O E| CB| Ca )€
eo ©°
| TRBC1+ T cell lymphoma TRBC2+ normal T cells retained

(immunity maintained)
LBx VBx 7 DBl JB1x6 CB1_DB2 Ip7 cp2
52x H - :/[

O ’*Q o 0.*0
TRBC1 CAR o I
@O @ : é) :
s W
ve I @ #o
( TRBC1+ cells killed
“ @5 *TRBC1+ tumour cell (tumour & healthy)
TRBC1
T Cell

Maciocia et al., Nat Med 2017




Current Landscape of CAR-T cells for T cell Lymphomas
TRBC1 Directed CARs

. Phase | dose escalation:

No
Cohort2 EHAj

75 x 108 i
CART cells

Cohort 1 Cohort 3

225 x 108
CART cells

25 x 10°
CART cells

. Study design:

AUTO4 Manufacturing

AUTO4 Infusion
Dai

Pre-Conditioning
Flu/Cy

Leukapheresis

Bridging therapy as
. necessary .

Enrolment

PartA  PartB
Screening Screening

CART cells

1% Disease
Assessment

Day 28

Efficacy & Safety
Follow up

NCT03590574

N=10

Median prior lines = 3 (1-5)
Advanced stage = 70%
Bridging received = 70%

No ICANS

CRS = 40% of pts (25% grade 3)

a
Patient ID

22+ Q-1 -
Cohom{ 9« 1 -t >
1= - .

c 2 {ig:j—-r----q ------------------ -

]
Cohort 3 {14« T - - - - -+~~~ - === 1=
724 ]
cohort4 4 50T 1 --1--1--1-—F--[ -~~~ »

55+
47

1 I L 1 L L 1 L L 1 L 1 1 L] 1 I L 1 L L] I l 1 L L 1
8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96 100104 108
Weeks

© Progressive disease (PD)

0 4

B Complete response (CR) [ Partial response (PR) € Death

PD (Progressive Disease)
B CR (Complete Response)
PR (Partial Response)

A Death due to underlying cancer

4/4 patients at 450x10¢ cell dose achieved a response
2/4 remain in CMR beyond 12 months

Cwynarski et al. Nature Medicine 2024



PET-CT in Responding Patients at 450Mio Cell Dose

. CHOP = PD
Patient 055 (63 y.0. man, AITL) ICE ©PD
Duvelisib=>PD
Baseline M1 (DS=2) M18 (DS=1)

“r

X

¢ : e

2

O
&

O/ S

LY

DS, Deauville score

Cwynarski et al. Nature Medicine 2024



Survival probability

100%

80%

60%

40%

20%

0%

PFS

25

25

16

20

ALK inhibition in ALK+ ALCL

Crizotinib

12

10

17

16

0s
—— PFS

24 30 36 42 48 54 60

Months
] ] 7 6 2 2 2

13 12 1" 10 4 3 2

ORR 64%

Brugieres et al. Eur J Cancer 2023

DETERMINE TRIAL

Brigatinib

A Progression-free Survival

100+
90
w 804 .
] No. with
- 704 Censored Median
o 604 No. of Events/  Data/No. Progression-
S g No. of Patients  of Patients  free Survival
§° o (%) (%) (95% Cl)
= mo
5 % 4/15 (27 11/15 (73 NR (2.0-NE
7} 00—
& Lo /15 (27) /15 (73) ( )
104
0 T T T T T T T 1
0 6 12 18 24 30 36 42 48
Months since Receiving Brigatinib Treatment
No. at Risk 15 11 11 8 6 4 4 2 0
B Overall Survival
100+
90 |
n 80 .
t No. with
'% 70 Censored Median
o 60 No. of Events/  Data/No. Overall
S No. of Patients  of Patients Survival
8h (%) (%) (95% CI)
S 404
£ mo
S 30
7} 2/15 (13 13/15 (87 NR
& 5o /15 (13) /15 (87)
104
0 T T T T T T T 1
0 6 12 18 24 30 36 42 48
Months since Receiving Brigatinib Treatment
No. at Risk 15 13 13 10 7 4 4 2 0

ORR 92%

Veleanu, Lamant, Sibon. NEJM 2024




Rarer entities: Extranodal NK/T-cell lymphoma

* EBV driven disease

Age >60 years

Sage IV

Non-nasal primarylocalisation
Distant lymph node involvement

e Staging critical (inc MRI)
e Baseline PINK-E

. . . Detectable plasma EBV DNA
score refines clinical
outcomes
* Anthracycline resistance . AOOOOOGON Poires [ Aec [ S8
DeVIC chemotherapy LOW 81%
* Limited stage . u . U B —

* Combined - OOOn _ 0oooon . ooon
chemoradiotherapy raeuox [l v ERIEEEE B H

* Early high dose

radiotherapy key Week Illlllllﬂllﬂll ENEIEREY
. SMILE chemo thonpy 3- 5wooks Radiotherapy
* EBV PCR prognostic

KimJ et al Hematol Oncol 2018 Dec 20;11(1):140 Eric Tse, and Yok-Lam Kwong Blood 2013;121:4997-5005



Extranodal NK/T-cell lymphoma - advanced

* Non-anthracycline platinum-based
chemotherapy, +/- asparaginase

* L-asparaginase vs PEG-asparaginase

* Commonly used regimens
* SMILE
« DDGP
* GELOX
* AspMetDex

* Role of HSCT unclear
* AlloSCT in CR1 for high-risk patients preferred

* Anti-PD-1/PD-L1 mAbs active

CNS-PINK

BExtranodal involvement =2

PINKscore INT/HIGH

Points Risk |2-yr CNSrelapse

LOW 4.10%

N —| O

HIGH 22.80%

KimJ et al Blood 2020 Nov 26;136(22):2548-2556



Adult T-cell leukaemia/lymphoma

HTLV1 driven disease

* First-degree relatives/partner
screening important
* Involve national HTLV service
http://www.htlv.eu/

* Heavily immunocompromised

Poor clinical outcomes for lymphoma
type

* CHOP +/- AZT/IFN-a

* High CNS risk

* Early alloSCT performed in CR key

Acute leukemia
(non bulky- see text)

v

1%t ZDV/IFNa (higher
doses: ZDV 1000mg/day,
Pegylated IFNa 360mcg/
week)

2"d: Chemotherapy
(e.g. CHO(M)P, CHOEP,
DA-EPOCH, BV-CHP etc)

Shimoyama classification

Smouldering

[Chronic

Lymphoma or
bulky acute ATL

v

Chemotherapy

(see text for protocols
e.g. CHO(M)P, DA-
EPOCH, BV-CHP etc)

+/- ZDV/IFNa
simultaneously or
sequentially to
chemotherapy* (lower
doses ZDV 500mg/day,
pegylated IFN «
1.5mcg/Kg/weekly

*may be associated with
cytopenias if given
simultaneously to
chemotherapy

Lymphoma

Acute

Primary cutaneous tumoural ATL

Cook et al Blood 2021 Jan 28;137(4):459-470

!

Allogeneic stem cell transplant
in CR1 or PR1

Maintenance low dose
ZDV/IFNa (ZDV 500-
600mg/day, pegylated IFN a

1.5mcg/kg/week)
or low dose oral etoposide
(50mg once daily, 3-5 days per

week)

https://imagebank.hematology.org/image/63381/adult-tcell-leukemialymphoma-marrow


http://www.htlv.eu/

Aggressive Intestinal T-cell lymphoma

e EATL (previously EATL-I)

* Enteropathy associated | o CHOP N'H‘mﬂm 10-20% OS @ 5 years
e Complex relationship with o2 : 9
. . . 1 °
various stages of Coeliac disease | o . q
: = = CHOEP-14 g 22222222 2
* MEITL (previously EATL-I) - + AutoSCT TR 42% os @5 years

* No association with
enteropathy

© Intraepithelial lymphocyte

| Normal epithelium SLNG O 000 9%0000 0

protocol 'H‘mﬂ‘m 45% OS @1 year

50% present with bowel perforation

Performance status, malabsorption,
malnutrition hamper chemo delivery

. . SNLG D1 D21 | D42 | D49 | D70 | D77 | D98
* Very poor clinical outcomes

CHOP/CHOP vs SNLG/Newcastle

D’Amore et al J Clin Oncol. 2012 Sep 1;30(25):3093-9
Philips et al Bone Marrow Transplant. 2020 Apr;55(4):840

AutoSCT

protocol

CHOP | IVE | MTX | IVE | MTX | IVE | MTX

n=11



Hepatosplenic T-cell lymphoma

HSTL ~2% PTCL
10 UK cases/year

7

r(7)

| .

J

TCRG

/"’ \ j
) —>

N

J&ﬁ
"X

* Very rare

* Average age older than previously thought

* Case reports:linked with immune suppression
* Invove Liver, spleen and bone marrow

e Median survival 11 months
e 5-year survival 20%

* Intensive multiagent non-anthracycline-based
chemotherapy regimens often used

* ICE, IVAC

* Aim for allogeneic stem cell transplant where
possible

Isochromosome 7¢g abnormality, Expression yb-TCR

Ferreiro et al PLoS One 2014 Jul 24;9(7):e102977



T-prolymphocytic leukaemia
* Lymphocytosis, splenomegaly,

low volume lymphadenopathy

Major criteria Minor criteria (at least 1 required)
L]
o U t 3 OO/ t t « >5 x 109/L cells of T-PLL phenotype in peripheral blood or bone « Abnormalities involving chromosome 11 (11922.3; ATM
p to o are asymptomatic phancype i por 9 (6223 ATH
marrow
o 9 OO/ h t « T-cell clonality (by PCR for TRB/TRG, or by flow cytometry) « Abnormalities in chromosome 8: idic(8)(p11), t(8;8), trisomy
o SNOW redrrangemen .
TCL 1A O r M TCP1 | O C u S = Abnormalities of 14g32 or Xq28 OR expression of TCL1A/B, or = Abnormalities in chromosome 5, 12, 13, 22, or complex
MTCPT* karyotype
L]
[ ]
¢ ACt I Ve T- P L L . | V A I e I I It u Z u I I I a b « Involvement of T-PLL specific site (eg, splenomegaly,
effusions)

 Pentostatin

* Cases without TCL1A, TCL1B, or MTCP1 rearrangement or their respective overexpression are collected as TCL1-family

* Risk of opportunistic infection
* ACV, septrin, Azole, CMV PCR

e Consider alloSCT in CR1

* Alemtuzumab retreatment
possible; recheck sCD52 status e

germline pairs

8 TCL1A status
Protein ' Gene
M Pos inv(14)
Pos  t(14;14)
MDim inv(14)
121 Neg inv(14)

Staber et al/ Blood 2019 Oct 3;134(14):1132-1143 Shrader et al Nat Commun. 2018 Feb 15;9(1):697



Conclusions

* R/R PTCL is an area of unmet need
* Innovative Rx approaches inc disease biology/molecular mechanisms

* Novel treatment platforms are urgently required
* The ‘one fits all’ approach does NOT work in PTCL

* The key for future development in PTCL treatment is:

 |dentify and target the specific subtypes
* International collaboration
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