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Definition and Classification
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ﬁ[ [ Cutaneous ] ,‘{;ﬁ Extranodal ] E::Sr Nodal ] &% Leukemic }
[ MycusileungD'rdes | ENiTCL PTC%—NOS | ﬂiLL |
| SCPanniculitis | || Enteropathy ~ Anaplastc |
Primary CD30+ r Hepatosplenic >~ THF | p{  T-Prolymphocyte |
> Primary yd | > T/NK-LGL |

*: _Séza_ry Syndrome ]

WHO Classification of Tumours of Haematopoietic and Lymphoid Tissues 2024
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Epidemiology

e 10a15% NHL

e Differences among geographic areas Others, 13%

20% Asia (HTLV-1 e EBV) PTCL-NOS

EATI., 6% {Linfor_r;g decélulas T
20 to 25% LNH in Latin America (L.::;I\In;g ZX") _ 38%
SNK/T, 5% CLASSSIFICACAO SUC
« HC-FMUSP/ICESP (124 nPTCL 2000 to 2018) e SUBTIPOS DE LINFOMA DE
-. CELU_LAS T PERIFEI_ICAS (PTCL)
ALCL ALK-: 39.5% (49/1 24) ALK- ALCL, 8%\ . "
: AITLES

PTCL,nOS 31 4% (39/1 24) {ZL}ALK.{. ALCL— (Linfomada;ncgéiﬂjrzg-r:;}:t;léstiw
ALCL ALK+: 18.5% (23/124) ALK+ ALCL 16% T T

T-Helper Follicular: 10.4% (13/124)

Luan, Y., Li, X., et al. Therapeutic challenges in peripheral T-cell ymphoma. 2024, Mol Cancer 23, Rivzi et al., 2006 Swerdlow et al., 2016. Vose et al., Blood, 2008; Chiba et al., Leukemia, 2020. Lage LAPC,
Tese Usp, 2017
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<>SINTOMA’26 Clinical Aspects
T-Helper Follicular Phenotype

Lage LAPC, Culler HF, Reichert CO, da Siqueira SAC and Pereira J (2023) Angioimmunoblastic T-cell ymphoma and correlated neoplasms with T-cell follicular helper phenotype: from molecular
mechanisms to therapeutic advances. Front. Oncol. 13:1177590.
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Diagnosis

Frequently Challenging

 Incisional or Excisional Biopsy Preferable
 Clinicopathological correlation, image, symptoms and Lab data
* Morphology, Aberrant T cell Phenotypes

* Presence of mutagenic mutations

* Presence of virus (EBV, HTLV1)

« TCR Clonality

e THF: THF Markers

Lage LAPC, Culler HF, Reichert CO, da Siqueira SAC and Pereira J (2023) Angioimmunoblastic T-cell ymphoma and correlated neoplasms with T-cell follicular helper phenotype: from molecular
meghanisreFtetheranaiie af Grssisghrau2sncol. 13:1177590.
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Pathogenesis and Biology

» Genetic susceptibility
* Microenviroment

* Epigenetics

* Immune surveillance
* Antigen stimulation
* Virus

» Cell cycle and apoptosis genes

Genetic susceptibilities
+ HLA DPB1, DRB1, ILIBRAP (ENKTCL)

% HLA DQ2, DQ8 (EATL)
+» HAVRC2 Germinal mutation (SPTCL)

2= Germinal mutations

Micro-environment §

CD8+T cells (AITL) B-cells (AITL)

; Macrophages
(PTCL-NOS GATA3, ALCL)
-

J

H3K26meZ
ISETDZ =P DNMT3A Shydroxymethyl
H3K26me3 N J TET2

methyl acetyl phosphata methyl = [+

2HG
IDHZ2 mutant /

IDH2
\ isocitrate =====> KG

Epigenetics \\ b

Antigen stimulation

% Gliadin (EATL)

++ Textured prothesis (BI-ALCL)

++ SARS-CoV-2 mRNA vaccine (AITL)
L /

Immune surveillance

PDL1 overexpression  Immunogenic profile

STAT3 activation
(ALCL...) .\:3“ Loss (ATLLPTCL-NOS) |
F'UTR alterations | STAT3 / HLA" Gain (DUSP22R-ALCL) |~

(ENKTCL, ATLL) BT

= Proliferation
=» DNA damage

Cell cycle, apoptosis

integration episome W
TAX (O @) LMP1
BZ @/ EBNAT

Drieux F, Lemonnier F, Gaulard P. How molecular advances may improve the diagnosis and management of PTCL patients. Front Oncol. 2023 Jun 23;13:1202964
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Pathogenesis and Biology PTCL, nos

+ Complex Kariotype +7q e + 7p — CDK6 and CARD11

 Subtype Gata-3, CCR4

Myc hyperexpression, PI3K activation
Higher genomic complexity (17p, PETEN)

Minimally inflamed

* Subtype TBX21, CXCR3
NF-kB activation
Mut in epigenetic regulators (TET2, DNMT3A)

Highly Inflammed

Laurent C et al., J Clin Oncol. 2017; 35(18):2008-2017

Hsi ED, Horwitz SM, Carson KR. Clin Lymphoma Myeloma Leuk. 2017; 17(4):193-200.

Gloghini ACA, Blood, 2019, 134(24): 2120-2121.

Comparison of PTCL Subtypes: GATA3 vs. TBX21

PTCL-GATA3 PTCL-TBX21

— 100% —

Others -
@éﬁ 88% @|
ARYeY . | 80% -| 88% S
Pattern 2 79% By GEP inhibitor
PI3K-mTORPARLRIY | 79% By IHC
UIISHGIEN activation .% BUCERE - 50% —
By HC NFKB
. fes] inhibitor
= 40%
Minimally inflamed el
® ¢ ME _— 5 TME
. ® © 20% e ®@ ®
S aie = % %o ®
\
@® < Q Morphologic Subtype Subtype Morphologic ® E.)@) N
® = patterns classification classif’ cation patterns @
@ CD8* T-cell
- “orfo Pk | NFKB ¢y 4C-
@ CD8* Tcell T Hibitor (inhibitor Z » modulators
@ CD8~ T-cell @ CD8* T-cell
@© ) Litimato ring “ T-cells Cell of origin @ CD8" Tcell
@ K1 ring cells T2 (?) Ty1 (?) © Pring cell
@ cDs,; T-cell Clinical outcome @ Pring cantrall
@ CD8 T-cell Worse Poor @ Others
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<>SINTOM26 T-Helper Follicular

Phenotype

—» / Myeloid A Y
> Stem cell : Lymp node events
Y/ stem cell\ @ I "\ : 4 }E i
0 cp34+ /7| \ Stem cell B lymphocyte
I "':@ --------- ’ . | > TFH \L--b‘. \\"
oo A e T . naive /| ~ mature
First hit: : T lymphocyte N\ 4 N/
TET-ZIDNMT:lSA n(';utation ~ TET-2/DNMT3A
age-relate : mutation
Bone marrow events
: tVEGF1 4 I !
- — | / TFH\ R ame 2 nae "t aeesssseeesieneeeeees S
- f : Third hit: : S d hit:
Vi - \ mutated 5 : Second hit: =
*New vessels /<% interaction withthe i<~ : ppoagi7y/
: C,u:,\:f5 \ /i microenvironment : | : |pH2-R172K/S :
: ‘ C——— o TEERRRRREEEEEEEEEEEEEEEEEETTE T ] Yassssssssssccsssssscssa®
s: / :;. WAz,
't ), AOE l
. \ “— ' v
* Follicular / N mIEE:{on .
T Tumor growth : dendritic cell LR ) / ”’?,’;,E,’Zf;,,f-.
: - '3‘ *’\. Macrophage N =
s B lym EBV+ —
Lymp node events pasmacel

Lage LAPC, Culler HF, Reichert CO, da Siqueira SAC and Pereira J (2023) Angioimmunoblastic T-cell ymphoma and correlated neoplasms with T-cell follicular helper phenotype: from
molecular mechanisms to therapeutic advances. Front. Oncol. 13:1177590.
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DNMT3A Mutations in nPTCL

AITL n=9 PTCL,NOS n=16 ALK neg ALCL n=22 ALK pos et oy falan el
, ALCL n=12 N - — m———
Genes/samples 12252637 39425559 2 4 1013 1717273038 3640 41 5253 1 5 9 11 14 18 19 22 73 31 31 34 45 47 49 57 36 Frequency, % -« Tygical protsin domsing ceen is PTCL i

missensa (4)
. 3 = (T - + TET? mutations common in TRH-type PTCL framezhift (1)
= GEEE BBE E 0 ® ©® L. oo sesemennre e
1 m PTEL muizbioss commeon in fom FTCL frEI'I'lF,"S"Iiﬁ ['I:I
[ Rhod -==-mm- '. . .I‘Em ' z 63.3% + Pho matations comemnn b TH-typse PTCL misgeshift (2)
e .
@in::---- §8 S8 G55 08 EE8 S e misme()
= a0 HjWeiiiaraiense —  missensel (1)
IDH2 R172 oo : 0%

« TET2 mutations comman in TRe-hpe FTGL Trameshift (1)
QDH1 R132 === o []

PTC frameshift (1)
Mutation type @ missense [l frameshift. @ITETZ, =% PTCA &17v ALK neg ALCL G17V IDHZ R17E 'I- lliho 39 | ALK pos ALCL n=22 Cr * |0H1/ malecule k3, 7172

+ I0H1 muratons commaon in PTH-ype
PTCL

other (1)

de Padua Covas Lage LA, Barreto GC, Culler HF, et al. TET-2 mutations predict poor outcomes and are associated with unfavorable clinical-biological features in PTCL, not otherwise specified and
angioimmunoblastic T-cell ymphoma in Brazilian patients. Cancer Biomarkers. 2022;35(2):179-191.
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<>SINTO First Line Therapy

CHOP Backbone

Clinical Trial whenever possible

Common nodal

T-cell lymphomas

CD30+: BV-CHOP

[ J

| — T AN

g ) . Anaplastic large ~. - [E
. CD30-: CHOP/CHOEP (o [l | S /@ [l

|k ..... _|__ - _J| [ |
. +
CHOEP (ALCL ALK+, normal DHL) ot e ‘ ‘ A ‘ N (e— ‘ l
| |
« ASCT 1L C
A 4
CD30-positive CD30-negative

PTCL, nos

THF o @ =

Consolidation in first CR: BV-CHP CHOP < (fit for higher
considered for specific cases intensity)

ALCL ALK- (P2

+Consolidation in first CR
+ considered for PTCL, NOS; TFH
* lymphomas; ALK-negative ALCL; Autologous stem cell transplant
+ and higher risk ALK-positive ALCL
ALCL ALK+ (Bulky, IPI = 2) ? o :

Alison J. Moskowitz,Robert N. Stuver,Steven M. Horwitz, Current and upcoming treatment approaches to common subtypes of PTCL (PTCL, NOS; ALCL; and TFHs), Blood (2024) 144 (18): 1887—-1897.

Induction
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BV-CHP vs CHOP

1007 . o ; Event/N
& 904 Panel A: Progression-Free Survival (PFS) T subSroups T e HR (95% CI)
2 g0 Overall survival 68/226 89/226 _ 0.72 (0.53-0.99)
£ 70 IPl score
o 60+ 0-1 8/52 13/48 0.58 (0.24-1.59)
3 s0- s 2-3 40/141 ||| 59/145 0.61(0.41-0.91)
2 40 4-5 20/33 17/33 1.23 (0.64-2.34)
;.’, o Medians \ \ RSy
g 20 N | Evens | (months) | HR(95%Cl) | Pvalue <65 371157 44/156 4 0.79 (0.51-1.23)
& 104 é;%ip . %;g gg - 0.72 (0.53-0.99) ‘ 0.0424 265 31/69 45/70 0.62 (0.39-0.98)
& ol S Sex |
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 Male 41/133 59/151 0.73 (0.49-1.08)
Time (months) Female - 27/93 30/75 0.68 (0.40-1.16)
o (e:fglt*lsp) 226 (0) 208 (14)1 7) 184 (33) 173 (42) 162 (52) 1 2) 152 14 117 (61) 10: 66) 4 't 5 0 Base“ne ECOG glat
CHOP 226 Eo; 19: 224: 13? 229:1:0 27:153 563:1:2 224:1:: E:a; 144 :gﬂwzggwszgsi sg ::2; :: Es:; 4: :::; 2: g} s::g; uggg: 25/84 1 38/93 ' 0.59 (0.35-0.99)
25/90 38/86 0.54 (0.33-0.90)
1001 Panel B: Overall Survival (OS) - 18/51 13047 1.42 (0.69-2.93)
90 Disease stage
2 8- [ 212 l2e 1.34 (0.12-14.81) |
g 704 s e R I 14/37 0.6 (0.26-1.68) (M
£ 604 I - 18/57 22167 0.70 (0.37-1.33) |l
= CHOP
€ 501 W% 41127 51/113 0.78 (0.48-1.10) (Il
2 40 Disease indication B e e
& 307 = ALK-positive SALCL  5/49 _ 0.48 (0.16-1.40) |
S 20 N | Events | (months) | HR (95% CI) Pualus‘ ALK-negative sALCL ~ 34/113 [[[Y} 39/105 ) 0.71(0.44-1.12) (I
£ 10 [aschp [ 162 | 30 T ‘ ATLL 0.70 (0.11-4.27) (M
& olicher 15| B | - 0.66(043‘1 01) ,00529‘, | | . : | | | AT 1230 [T 824 : 1.01(0.40-2.55) |
0 6 12 18 24 30 3 42 48 54 60 66 72 78 84 90 EATL Not estimable
N at risk (events) i PTCL-NOS __4.__ (8o | : 0.75(0.37-1.48) |
A+CHP 226 (1) 161 (8)143 (14) 137 (18) 131 (24122 (22) 119 (51) 116 (64) 109 (85) 88 (87) 76(37) 56 (66) 32(39) 12(39) 3(39) 0(68) SALCL i i : 0.66 (0.43-1.01) Ml
CHOP 154 (0) 127 (21) 119 (30) 112 (16) 109 (39) 107 (41) 107 (41) 104 (42) 97 (74) 79 (44) 68 (46) 50 (48) 31(48) 17 (49) 4(49) 0(49) e Non-sALCL 64 | 0.76 (0.46-1.23) |M

0.5 i 10]
‘—
A+CHP better CHOP better

O
=

Horwitz S, O'Connor OA, Pro B, Triimper L, lyer S, Advani R, Bartlett NL, Christensen JH, Morschhauser F, Domingo-Domenech E, Rossi G, Kim WS, Feldman T, Menne T, Belada D, llliés A, Tobinai K, Tsukasaki K, Yeh SP, Shustov A, Hiittmann A,
Savage KJ, Yuen S, Zinzani PL, Miao H, Bunn V, Fenton K, Fanale M, Puhimann M, lllidge T. The ECHELON-2 Trial: 5-year results of a randomized, phase Ill study of brentuximab vedotin with chemotherapy for CD30-positive peripheral T-cell
lymphoma. Ann Oncol. 2022:288-298.
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Autologous Stem Cell Transplant

Consolidation with ASCT in AITL in RC1 Unclear if benefit for low risk IPI and rearranged DUSP22

A B B PFS by congobdatve SCT aler A+CHP in pationts with CR al EOT: ALK-negatve sALCL
1,04 1.0 4 100
k1 la)
= Consalidative SCT
0,8 4 = 0,8 4 i L I
£ p=0,057 = =002 70
Famr: = '
2 061 Z 0,64 Lt
E ZE = 50 1 b 1= t
= e Mo consolidative SCT
o 4 s -
§ 0.4 E 0.4 4 g 40
S
% £ 30
024 ” ] 40 Madan
\ e Nl.jt ._rahsp anted &= 0,2 _ Not transplanted N Evenin (months]l | HR (95% G
=M Transplanted _M Transplanted 10 4 Consoldalive SCT 2% B - £La6 (013, G0}
0.0 o Mo conachdaive SCT 48 i - Ha
i T T T T T G,U . r . r T i = T T = T T T T T T T J J
0 12 ?d 36 48 60 0 12 24 36 43 40 a [ 12 i3 24 30 38 47 a8 Bd B0 56 79 78 B4
Time (months) Time (months) Time {montbs)
At risk () . \ : SR -
Transplantad 37 19 14 10 9 - At risk [n) Vomaaieiatve 3101 T} I 233 2343} 2004) P74l 144! iila) 55} 5] K5} ]4-1] 5] 5] 245)
f ;p o el = 14 Transplanted 27 15 n g b 4 Mo comsalebeivg SCT 45400 483} 407} a4y 24418  IF1T) 1817} 1718} 114183 B418} 4014} 310 15140} 0410} 0418}
Not transplanted 56 28 iz 10 5 Mot transplanted 56 27 12 10 ] 4
Treatment-naive, tra

nsplant:
ith TFH phel

E First régistrafion |
% CD30 positive ) § CD30 negative @
v

v
Induction therapy Induction therapy
QQBV + CHP 6 courses CHOP 6 courses

t%ré:ﬁ;sponse evaluation €=
. > «}>Non-CMR
@ CMR freedom of subsequent

-eligible PTCL
r e ALK-negative

282 Patients (International Prospective T-Cel Project)

30% Improvement in PFS

treatment choice
f &9 Second registration and randomization )
institution (57/68 i i py (BV+CHP vs. CHOP)
|= IPI score at first registration (0-2 vs. 3-5)
| @ pathological type (ALK-negative ALCL vs. PTCL-NOS, AITL, FTCL, or nPTCL with TFH phenof )
Standard arm gg; Experimental arm

{ Observation ] [@ LEED with ASCT &~

Advani RH et al. Blood. 2021 Jul 22;138(3):213-220.; Savage KJ et al., Blood Adv (2022) 6 (19): 5550-5555. Jpn J Clin Oncol, Volume 55, Issue 2, February 2025, Pages 183—188. NCT05444712, Ttranscript
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Comparative T-Cell Lymphoma Studies

Schmitz N, 2010 Retrospective 289 nMTCL (28 AITL) CHOP vs CHOEP

Ellin F, 2014 Retrospective 755 nMTCL (104 AITL) CHOP vs CHOEP

Lage L, 2022 Retrospective 124 nMTCL (134 AITL) CHOP vs CHOEP

Brink MI, 2022 Prospective, Phase || 1427 nMTCL (294 AITL) CHOP plus alemtuzumab
Gallamini A, 2007  Prospective, Phase |l 46 nMTCL (17 AITL) CHOP plus bevacizumab
Ganjoon K, 2014  Prospective, Phase || 80 nMTCL (&7 AITL) CHOP plus lenalidomiab
Lemonnier F, 2022 Prospective, Phase || 335 AITL CHOP plusP vs R-CHOP
Meewez E, 2019 Prospective, Phase || 452 MTCL (> 70% ALCL) BY-CHP vs CHOP

Horwitz 5, 2019 Prospective, Phase || 25 R/IR nMTCL (20 nMTCL-TFH) 5-azacytidine plus romidepsin
Ruarn J, 2021 Prospective, Phase || 21 nMTCL (16 nMTCL-TFH) S-azacytidine plus CHOP
Bachy E, 2022 Prospective, Phase || 421 MTCL CHOP vs Romidepsin plus CHOP
HC-FMUSP-ICESP Retrospective 124 nMTCL CHOP vs CHOEP

Lage LAPC et al. Front. Oncol. 2023. 13:1177590. Lage LAPC et al. Clin Lymphoma Myeloma Leuk. 2022 Nov;22(11):812-824.

3y EFS: 50.0 vs 67.5% (for AITL)
3y EFS: 23.0 vs 40.0% (for AITL)
3y PFS: 69.7 vs 25.0% (for all nMTCL)
2y EFS: 48%

Ty EFS: 44% (57% for AITL)

Ty PFS: 42% for AITL

2y PFS: 45.0 vs 40.0%

Median PFS: 48.2 vs 20.8 months
Median PFS: 8.0 months

1y PFS: 56.8% (61.1% for AITL)
Median PFS: 10.2 vs 12.0 months

Median OS 20.8 months CHOP vs 17.9 months
CHOEP, p=0.050

Median PFS 18.7 months CHOP and 9.48
months CHOEP, p<0.001

2-y PFS 67.5% CHOP and 12.7% CHOEF,
p<0.0001
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Up-front Therapy With CHOP Plus Etoposide in Brazilian

nPTCL Increased Toxicity and No Survival Benefit

Overall Survival

Calssiication

—TTALCL AlKs

FIALCL ALK-
~T0L W03

gL
== ALCL ALKs-censred
—t ALCL ALK--censored
==FTOL HOS-censed
= AITL-censored

Anaplastic

Owerall survival

Non Anaplastic

02

014

T T 1
o] 50,00 0000 150,00 200,00 25000 300,00

Time in months

Compared to CHOP Results of a Real-Life Study

Owverall survival

C)

10y

05

[ Lo

Overall Survival

Treadmen

. CHOP =
S, )
|
i W @
-
CHOEP
1 T T T 1
500 1000 1500 2000 o]

Time in months (2 years)

08+

0g=

oA

Profressien Free Survival

Ly |
1]

Progression-free Survival

- Traafmaa
L —CHOP
L .Elm
~~1, CHOP s
L—L
_ CHOEP
i 1 15 ) =

Time in months |2 years)

Lage LAPC, Brito CV, Barreto GC, Culler HF, Reichert CO, Levy D, Costa RO, Zerbini MCN, Rocha V, Pereira J. Up-front Therapy With CHOP Plus Etoposide in Brazilian nodal PTCL Patients: Increased
Toxicity and No Survival Benefit Compared to CHOP Regimen-Results of a Real-Life Study From a Middle-Income Country. Clin Lymphoma Myeloma Leuk. 2022 Nov;22(11):812-824.
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>S|NTO PFS vs mutational status of the TET-2 and

RHOA genes in Brazilian patients with PTCL,
NOS and AITL

Progression Free Survival Progression Free Survival
N (25) N (59)
100% 1 100% -L
— \ :
P=0.048 Median 2.7 years
o) 80% 1 80%
b= © P=0.050
= = RHOA-wild type
S so% S 60%1 yp
o —— TET2-wild type fe_J """ A
S 40% Lo i I
2 L L‘ 7 - -
| | 0 i . :
S | 2 2%{ : Median 0.5 years
g % L a | ; RHOA-mutated
o TET2 mutated oo ,
0% — : ‘ : : . °0 1 2 3 4 5 6
0 1 2 3 4 ] 6 years
_ . Number at risk
Nurmber at risk Wild-typei 45 27 20 15 10 9 ¢
wild-type | 12 6 4 2 2 1 ( | 14 i 3 2 2 0 C
113 4 1 0 0 : , 0 1 2 3 4 5 6
0 1 2 3 4 5 6 years
years

de Padua Covas Lage LA, Barreto GC, Culler HF, et al. TET-2 mutations predict poor outcomes and are associated with unfavorable clinical-biological features in PTCL, not otherwise specified and
angioimmunoblastic T-cell ymphoma in Brazilian patients. Cancer Biomarkers. 2022;35(2):179-191.
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Can we move forward ?

More common nodal T-cell lymphomas

Peripheral T-cell Anaplastic large cell T-follicular helper
lymphoma, NOS lymphoma (ALCL) lymphomas
I | I | I | | | |
TP53 mutated :
ALCL, ALCL, ALCL, triple ALCL, DNMT3A DNMT3A
o SDKNZA | PTCL-GATAS | PTCL-TBX2T | ALK-positive  DUSP22-R | negative TP63-R wildtype mutated
I I I I I l | I I I
Alternative PI2K inh + JAK/STAT BV-CHP + Alternative Epigenetic Alternative
approach? CHOP? inh + CHOP? ALK inh? BV-CHP? approach? g@gﬁ: :i approach?
JAK/STAT inh
plus CHOP?

Alison J. Moskowitz,Robert N. Stuver,Steven M. Horwitz, Current and upcoming treatment approaches to common subtypes of PTCL (PTCL, NOS; ALCL; and TFHs), Blood (2024) 144 (18): 1887-1897.



SINTOMA26 Advances in peripheral T cell lymphomas:

>”~ e . pathogenesis, genetic landscapes and emerging
therapeutic targets

« nTHF (TET2, DNMT3A, RHOA, IDH2)

ALK+
CD38 (Daratumumab) " _cpss pocer ALCL
nTFHL daratumumab ( 7’* f:r?agﬁi%l
. > i ALK
CCR4 (Mogamulizumab) -- e )=
‘ ) L e AL

certinib : ALCL

HMA (Azacytidine, decitabine) e T :
; (ZCFM-}‘= decitabine agngsﬁc s JAKI A ;<PD'I
- HDACI . " ruxolitinib |
mogamulizumab rgg?iirs]iggtsaitn v@@ wie cerdulatinib
HDACi (Romidepsin, Belinostat, Panabinostat) prconos (g S,Lg;’;j’ | 8
-'iﬁ:_'el_ functional 3'_U;|"R //;I;)\iu'?D-l ‘7:
« PTCL,nos ' BN s
/:rr;:\é?oﬁli:]uarg ab
GATA3 (Mogamulizumab) e T EKTCL
PTCL IL-2Ri
GATA3 basiliximab

TBX21 (PI3Ki, Duvelisib)

Histopathology, Volume: 86, Issue: 1, Pages: 119-133, First published: 16 December 2024, DOI: (10.1111/his.15376)
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[Darina_parsin | ! BV |

Denileukin diftitc:;c_l

l

| Forodesine |

T Deoxyguanosine | —— | Guanine

Target for Therapy in PTCL

I Mo_g,amulizl_lmah |

Pralatrexate

PNP
= -
a CD30 receptor et
receptor AR I |—|: RFC1
\ T Duvelisib
T Deunygudnﬂmm. & SHPQ’}} ;:,‘I ; f/ C PTEK
| )
- ' M= N
 Internalized cc:mpli_aﬂ MM Ruzxolitinib '-. 2 I.‘. > J (__M(T__ D
— T| dGTF Golidoeitinib | \_/ \_/ h Y +
T T
Diphtheria toxin J_ Pralatrexate |
Mitochondria stress Alectinib . :
— : ectini Protein translation

J_ ROS generation [ Valemetostat ‘ [ l

LPmtem S}fﬂﬂlESlS Microtubule QE——— = : —
| polymerization | o _M:K | Azacitidine |
/' Chromatin remodeling Kz?meal
R f
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Shirouchi, Y., Maruyama, D. Novel agents and therapeutic advances in T cell ymphoma. Int J Hematol (2026). https://doi.org/10.1007/s12185-026-04165-7
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<>SINTO Relapsed/refractory mature T- and NK-cell

lymphomas: A global PETAL Consortium study

* Retrospective study
« 1143 PTCL in 14 sites

100 — s CC>CC Adjusted HR (95% CIl); p-value
-': Em:g:ﬂ Details are in the caption following the image FIICE Group
ChT/AlloHSCT " S T EMSEM: 026 (0.06-1.06); p=0.06
75 — =i SMIEEM | EM>SMI: 0.91(0.39-2.11); p=0.8
=s"= cc>sml [ SMI>SMI: 1.39 (0.33-5.85); p=0.7
BV MonOtherapy SMI>EM:  0.29 (0.11-0.74); p=0.01
SMI > SMI | CC>EM: 1.00 (0.62-1.62); p=0.99
Romidepsin 50 — . CC>SMI:  1.13(0.65-1.98). p=0.7
*EM>CC:  1.01 (0.61-1.68); p=0.97
. *SMI>CC:  0.53 (0.23-1.26); p=0.2
Belinostat 25 *EM 2L only: 1.12 (0.67-1.90): p=0.7
oo *SMI 2L only: 0.82 (0.29-2.29); p=0.7
Pralatrexate :_+ CC 2L only: 1.76 (1.27-2.43); p<0.001
0_
Bendamustine ! é A I : 10 AN
e Median PFS: 3.1 mo Time since second-line treatment (years)

« Median OS: 5.5 mo

Sorial MN, Han JX, Koh MJ, Boussi L, Li S, Duan R, et al. Forecasting optimal treatments in relapsed/refractory mature T- and NK-cell lymphomas: A global PETAL Consortium study. Br J Haematol.
2025;206(6):1664—1677.
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S E— Novel Agents in T-cell Lymphoma

Target/MOA m ORR/CRR mm

Romidepsin HDAC inhibitor 25/15% 1.3

Tucidinostat HDAC inhibitor I 46/ 11% 56 22.80

Valemetostat EZH1/2 inhibitor ] a4 [ 14% 5.5 17.0

Azacitinine %I‘Hl#}&r:]erthyltransferase I 31/12% at 3 months 5.6 18.4 Nodal THF lymphomas

Lenalidomide Immunomodulatory I 26/ 8% 4 12

Duvelisib PI13K inhibitor ] 48 / 33% 3.5 12.4

Ruxolitinib JAK1/2 inhibitor Il 271 7% 2.8 26.2¢ ORR 37% for PTCL JAK/STAT mutations,
36% PTCL with up-regulated pSTAT3.

Golidocitinib JAKT inhibitor Il 44 ] 24% 5.6 194

Cerdulatinib SYK/JAK inhibitor lla 36/ 21% 3.3 N/A?

Pralatrexate Folate analogue Il 29/11% 3.5 14.5

Forodesine PNP inhibitor Il 25/ 10% 1.9 15.6 Refractory patients were not included

Alectinib ALK inhibitor Il 80/ 60% 12-mo: 58% 12-mo: 70% ALK-positive ALCL

Darinaparsin Organic arsenical Il 1979% 3.3 174

Brentuximab vedotin x2 ADC Il 86 / 67% 20 NR! ALCL

Brentuximab vedotin x2 ADC ] 417 24% 2.6 N/A? CD30-positive PTCL and AITL

Mogamulizumab Anti-CCR4 mAA Il 34/17% 2.0 14.2 Refractory patients were not included

Denileukin difitox IL-2 fusion toxin Il 41 / 6% 2.1 11.8

Shirouchi, Y., Maruyama, D. Novel agents and therapeutic advances in T cell ymphoma. Int J Hematol (2026). https://doi.org/10.1007/s12185-026-04165-7



>SINTOM A26 Belinostat in Patients With Relapsed or Refractory

Vo 0 AR R PTCL: Results of the Pivotal Phase 1l BELIEF (CLN-

A 004 —WG

+ PTCL = 1L: N=120 LH—\_
« 1.000 mg/m2 D1-D5 21/21 2 =

1001 . ‘ ,
« ORR: 25.8% / RC: 10.8% 754 i

GO o = oo i o e 5o
« ORRIinPTCL: 23.3% " 34/93 59/93

25 - |I]||||E36 6%) (63.3%) =

@
=}
L

)
I

Progression-Free
Survival (%)
3

* ORRIn AITL 45.5%

0 3691215182124273033
Bl = = = = e m — ——— - - L i Time (months)

No.atrisk 120 39 24 17 12 8 7 5 2 1 1

-754 C 100

1 Median, 7.9 months
95% Cl, 6.1 0 13.9)
80

60

« Median PFS: 1.6 mo

Change From Baseline (%)

« Median OS: 7.8 mo

-100
« Median DoR: 13.6 mo Patients With Response Assessment

0 ",

Overall Survival (%)

20

IC95% 4,5 a 29.4 mo

0 3 6 9 12 15 18 21 24 27 30 33
Time (months)

No.atrisk 120 83 65 48 40 29 20 15 6 1 1

Owen A. O'Connor; Steven Horwitz; Tamas Masszi; Achiel Van Hoof; Peter Brown; Jeannette Doorduijn; Georg Hess; Wojciech Jurczak; Poul Knoblauch; Shanta Chawla; Gajanan Bhat; Mi Rim Choi; Jan
Walewski; Kerry Savage; Francine Foss; Lee F. Allen; Andrei Shustov J Clin Oncol 2015 06-22.



Valemetostat for Patients With Relapsed or Refractory

> Peripheral T-Cell Lymphoma: An Open-Label, Single-Arm,
. Multicenter, Phase 2, VALENTINE-PTCLO01 Study

EZH2 and EZH1 Inhibitor - prevents trimethylation of histone H3 at lysine 27 (H3K27me3)

« N=115 PTCL, 42 AITL, 41 PTCL, nos, 22 ATLL Lo

ation of response probability
° ° °

» Valemetostat 150 or 200 mg/day

* Mediana follow up 12.3 mo

« ORRin R/RPTCL: 43.7% (95% ClI, 34.6%-53.1%), CR 14.3%

ssion-free survival probability
° °

« ORRIn R/RATL (n=14): 57.1% (95% ClI, 28.9%-82.3%)

EHA 2021, Abstract S218

e Median DoR: 11.9 mo

Overall survival probability
8 o

.
[ ] 9257 Median overall survivat:
. 17.0 months (95% C, 135-NE)
an follow-up time:
onths (95% Cl, 11.8-13.8)
0

Time (Months)

* Median OS 17 mo i

Zinzani PL at al., Valemetostat for patients with relapsed or refractory peripheral T-cell ymphoma (VALENTINE-PTCLO1): a multicentre, open-label, single-arm, phase 2 study. Lancet Oncol.
2024 Dec;25(12):1602-1613. doi: 10.1016/S1470-2045(24)00503-5. Epub 2024



>SINT A26 Duvelisib in Patients with Relapsed/Refractory

Vo 0 AR R Peripheral T-Cell Lymphoma: Final Results from
the Phase 2 PRIMO Trial (NCT03372057)

e US, EU, UK, and Japan

e Duvelisib: 75 mg BID for 2 cycles followed by 25 mg BID until PD or unacceptable toxicity
e Pimary endpoint: ORR

e 123 R/RPTCL: 53 PTCL-NOS, 37 AITL, 20 ALCL

e Median follow-up for PFS: 6.24 mo

e ORR:48%, CR: 33%, mPFS: 3.45 mo, mDOR: 7.89 mo, and mOS: 12.35 mo
e ORR:49.1% (PTCL-NOS), 62.2% (AITL), 15.0% (ALCL)

e mMPFS: 3.45 mo (PTCL-NOS), 8.34 mo (AITL), 1.64 mo (ALCL)

e mOS: 11.04 mo (PTCL-NOS), 18.07 mo (AITL), 6.34 mo (ALCL)

e mMDOR: 7.39 mo (PTCL-NOS), 11.70 mo (AITL), 1.97 mo (ALCL)

e 15% received SCT

Metha Shah, N et al., Blood v.144 (1), 2024: 3061.



SINTOMA26 Duvelisib in Patients with Relapsed/Refractory
o Peripheral T-Cell Lymphoma: Final Results

> oo R from the Phase 2 PRIMO Trial (NCT03372057)

Adverse Events

e 4 (3.3%) fatal treatment-related

o Cryptococcosis, EBV associated lymphoproliferative disorder, pneumonitis, and sepsis
e AEs of special interest (Grade 23) included: ALT/AST elevation24.4%, neutropenia

o 17.9%, infections

o 13.0%, cutaneous reactions

o 10.6%, diarrhea

o 9.8%, pneumonia

o 4.1%, pneumonitis

Metha Shah, N et al., Blood v.144 (1), 2024: 3061.



SINTOMAZG Real-World Evidence of Duverlisib and

>m O Romidepsin in R/R In Peripheral and
. cutaneous T-cell Lymphomas

Real-world use of the duv/romi combination confirms its efficacy, tolerability, and safety for patients with R/R PTCL.

The duv/romi combination offers a novel strategy to bridge eligible patients with R/R PTCL to allogeneic transplantation
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non-nTFH 18 8 5 2 1 1 0 non-nTFH 18 4 2 1 0 Number at risk Number at risk
PTCL-NOS 14 3 1 0 0 0 0 PTCL-NOS 14 0 0 0 0 0 0
TFH 15 8 3 N 1 1 0 TFH 15 4 2 1 Y TFH 17 9 4 2 1 0 0 nTFH 17 5 2 1 1 0 0
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Ford et. al. Blood Advances, 2025 Blood Adv (2025) 9 (16): 4286—4305.



Treatment of Nodal Peripheral
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<>SINTOMA26
T-Cell Lymphomas

Poor prognosis, Challenges for clinical trials, important diferences among subtypes

e Clinical Trial whenever possible
W a
Improvements in Disease Classification (WHO 2016 vs. 2022) | Therapeutic Landscape for PTCL
WHO 2016 WHO 2022 If Targeted Therapeutic Pipeline“ ( Precision Medicine Trials
I u.iia:.» CD30 ' Epigenetic Agents \
PTCL NOS oo * Valemetostat
A ALK * Valemetostat, Chidamide
#~ PDGFR | Pathway Inhibitors
= : PI3K-kinase

&, CAR-T ; + PI3K-kinase, JAK/STAT

=4 - Chidamide, Enasininib J)

s
L
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o |:[> Targeted Combo A (GATA3+) |
@ [ Targ ( Future Trial

.\.-__-""\"' -
N
_ . : . ) [ Targeted Combo B
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Current treatments and potential directions
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[T_argétélﬁurn bo A
= (GATA3+)

Y
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' e oI T Sral ) |

Alison J. Moskowitz,Robert N. Stuver,Steven M. Horwitz, Current and upcoming treatment approaches to common subtypes of PTCL (PTCL, NOS; ALCL; and TFHs), Blood (2024) 144 (18): 1887—-1897

¥ ‘ X = ’ENMTa.a:;\ |_—’_l>[ Valemetostat ]

-1 BV-CHF‘ CHOP/CHOEP | B — —-\< ; : . .

. -\u«‘I |,f|1 far higher intensity) :D (Follicular- Epigenetic |_> Targeted Cﬂ_mbﬂ [
¥ ¥ ¥ W type y ':D modification |~ (HDACI)

‘ Autologeus Stemn Cell Transplant consideration
(including higher risk ALK+ ALCL)

b

.



<>SI NTOMA26
FEAPR AN TN O] +co7EL (NTERCONTINENTAL | SA0 PALLE

Diagnosis of PTCL remains challenging

The knowledge of the PTCL biology is improving
New targets has been uncovered

PTCL Treatment remains as a medical unmet need

New drugs have been promissor in phase 1/2 but has failed in expansions phase

Slide do autor
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PTCL subtype Praletrexate Brentuximab Romidepsin Belinostat Duveslisib
(For CD30+) (HDAC inhibitor) | (HDAC inhibitor)

PTCL,nos 32% 33% 29% 23%
AITL 8% 54% 30% 46% 66.7%

ALCL 29% 85% 24% 15% 13.3%



