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T-cell lymphomas are rare and diverse

B-cell O

lymphomas

WHO
15 entities in 2008
29 entities in 2017
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WHO and ICC of Lymphomas 2022 Updates for Nodal PTCLs

Informative Molecular and

2017 WHO Fourth Edition 2022 ICC 2022 WHO Fifth Edition Genomic Information if Available
PTCL-NOS
PTCL-NOS PTCL-NOS PTCL-NOS Research setting: GATA3 and TBX21

subtypes (by GEP or IHC)

Not listed as entity, included
with PTCL-NOS

Primary nodal EBV+
T/NK-cell lymphoma®

EBV+ nodal T-and NK-cell
lymphoma

ALCL

ALK-positive, ALCL

ALK-positive, ALCL

ALK-positive, ALCL

ALK-negative, ALCL

ALK-negative ALCL®

ALK-negative ALCL

Ideal in clinical practice: DUSP22R
and TP63R by FISH (if available)

Nodal lymphomas of T follicular
helper origin
Angioimmunoblastic T-cell
lymphoma

Nodal PTCL with TFH
phenotype

Follicular T-cell lymphoma

Follicular helper T-cell lymphoma

Follicular helper T-cell lymphoma,
angioimmunoblastic-type

Follicular helper T-cell lymphoma,
NOS

Follicular helper T-cell lymphoma,
follicular-type

Nodal T-follicular helper (TFH)
cell lymphoma
Nodal TFH cell lymphoma,
angioimmunoblastic-type

Nodal TFH cell lymphoma,
NOS

Nodal TFH cell lymphoma,
follicular type

Ideal in clinical practice: TETZ2,
DNMT3A, IDH2%72 and RHOAG"Y
targeted mutation panel (if available)

NOTE. TFH = any two of BCL6, CD10, CXCL13, PD1, and ICOS (if available) positive by immunohistochemistry.

THE UNIVERSITY OF TEXAS

MD Anderson-GancerCenter

\"/

CLINICAS

JURNADAS‘G E

20

Ii I_E, de Linfoproliferativos

Grupo de Estudio Latinoamericano




November 14 and 15 — Cuenca, Ecuador | V Jornada Clinica GELL 2025

PTCL, NOS most common in USA and Europe

= Peripheral T-cell lymphoma NOS

= Angioimmunoblastic TCL
2.5%

0.9% = Natural killer TCL
1.4%

1.7% Adult T-cell leukemia/lymphoma

\ = Anaplastic large cell lymphoma ALK +
( = Anaplastic large cell lymphoma ALK -
" » Enteropathy type TCL
9.6%
= Primary cutaneous ALCL
_ = Hepatosplenic TCL

= Subcutaneous panniculitis-like TCL

» Unclassifiable PTCL

m Other disorders

Armitage, J Clin Oncol, 2008
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NK TCL most common TCL In Asia

T-cell large granular lymphocytic leukemia 0.4%
T-cell prolymphocytic leukemia 0.4%

EATL, Type | 1.4% Adult T-cell leukemia/lymphoma 0.4%
EATL, Type Il 1.6% Hepatosplenic T-cell lymphoma 0.2%
Intestinal T-cell lymphoma 0.4% Others 0.2%

Cutaneous ALCL 2.7 %
SPTL 1.8%
MF 1.0%

SS 0.6%
Others 1.4%

® Extranodal NK/T-cell ymphoma, nasal type

» Angioimmunoblastic T-cell ymphoma

= Peripheral T-cell ymphoma, NOS

© Anaplastic large cell ymphoma, ALK-positive
# Anaplastic large cell lymphoma, ALK-negative
= Cutaneous T-cell ymphoma

= Intestinal T-cell lymphoma

= Others

Yoon, Lancet, 2021
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PTCL, ATLL and NKT most common in LATAM

Brazil

(n =583) (n 43&}
Guatemala
A genll Chile
=312) (n=308)
No. of cases
. =300
100-300
<100
[ Mooata
Argentina
l FTCL NOS l ENKTL | ALK ALCLE Crlh
- ALCL tu T-cell, NOS

Malpica, Lancet Haem, 2025
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“‘f Which factors influence prognosis?
|

Anaplastic large cell lymphoma, ALK+
== Anaplastic large cell lymphoma, ALK-

Anaplastic LC == All natural killer/T-coll lymphomas
100 ~ Paripharal T-coll lymphoma, not otherwise spocified

90 Angioimmunoblastic iymphoma

§ g0 ¥ = Adult T-coll leukemia/lymphoma
s —
3 S
- 2o
@ =
=
w
©
| .
Q
0.1 - . =

Log Rank Test: p<0.001 o 1
0.0 -

L] L) L]

0 1234567 8 9101 121314151617 18
Time (years)

Vose J, et al. J Clin Oncol. 2008;26:4124-4130.
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Overall Survival of PTCL In Latin America

PTCL —=ALK+ ALCL -—ENKTL ——AITL —=ATL

PTCL —=ALK+ ALCL -—~ENKTL —=AITL —=ATL
=—=ALK- ALCL =—PTCL-NOS- Others

=—=ALK- ALCL =—PTCL-NOS-- Others

100 4 100 -
R
=
X 75 1 ; 751 3-year PFS (95% Cl)
E‘ S ALK+ ALCL 73 (62-87)
; $ ALK- ALCL 36 (28-47)
§ 50 - 2 50 - PTCL-NOS 27 (22-32)
2 T ENKTL 45 (39-53)
© s AITL 25 (16-39)
¢ % ATL 16 (12-21)
O 25 1 S 259 Others 18 (7-41)
3-year OS (95% Cl) e
ALK+ ALCL 77 (66-90) o
p < 0.0001 p < 0.0001
N - 0 1 0
PTCL-NOS 38 (33-44) T T T T T T T T
ENKTL 49 (42-56) 0 12 2.4 . 36 0 12 2'4 . 36
AITL 37 (26-52) Months after Diagnosis Months after Diagnosis
ATL 23 (18-30) . .
Others 35 (20-63) No. at risk No. at risk
ALK+ ALCL 5 51 37 29 25 ALK+ ALCL o 52 33 26 22
ALK- ALCL - 135 72 42 35 ALK- ALCL - 135 58 33 26
ENKTL o 225 113 83 67 ENKTL o 226 102 79 65
PTCL-NOS = 4388 206 122 86 PTCL-NOS = 488 172 9 66
AITL 4 85 40 19 10 AITL 4 85 26 11 4
Others || 31 9 T 4 Others || 33 7 5 4
ATL = 323 95 48 33 ATL - 323 69 41 26
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Prognostic scoring systems

IPI :International Prognostic Index
PIT : Prognostic Index for TCL

Risk Factor

Age >60 years
Elevated LDH
Performance status >1

Stage >lI
Extranodal involvement >1 site

Bone marrow involvement

5-year survival

Low risk 0-1: 59% 0: 62%
Low-intermediate risk 2: 46% 1: 53%
High-intermediate risk 3: 40% 2. 33%
High risk 4-5: 18% 3-4: 18%

Gallamini, Blood, 2004
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ALK, DUSP22 and TP63 in ALCL

A A B Gene rearranged
100 pSTAT3"7%5 FFPE Validation (n=334) -k
a0 —
= 5 ] gy T V01 P < 0.0001 P < 0.0001 i:’:a‘:’”
2 | s B :“.u L R ( 1 - Il 1
E 10 2 VN L0 100 4 e L F
2 &, e 58y o -
@ 60 2T 0 wek ® R €
= 1 g "o ifend Ve o !
50 L L o Ny s 2 80
8 40 | 7 DRI .
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10 4 §’ » g’?,'a..t 4 ,. 8 €< ]
0 g B 3“" P 2 S 2
1 ¥ L ‘,u. oy ‘ ) 3 g . - - -
so 0 e M <& § 6 240
0 24| 23 NECRNREINS |
A SRR T4 o Z
S B 5{,’.‘ AW ,‘{.’4 ALK DUSP22 Other
8 @enre Y5 (n=98) (n=64) (n=172)
Genetic subgroup
C
104 P < 0.0001
L\ . | DUSP22 rearrangement
S 0.8-LLL
-
S 0641
2 It
— | T
g 0.4 4 1‘
> 8
O 024 Y--il-.,  NoDUSP22
l"": rearrangement
0.0 T r T T
0 50 100 150 200
i i i 2
Time from diagnosis (months) Parrllla, B|OOC|, 2014
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DUSP22 rearranged has better prognosis?

(A) 1.0 «#  ALK-positive (B) 1-0 «#  ALK-positive
T; == DUSP22 rearranged == DUSPZ22 rearranged
2 o _ . — 08 P =0-009
% 0-8 p=0-002 =*- Triple negative .g e ne.. e = Triple negative
o, Ve
g 0 6 'c-oc”:‘. . g 0-6- :.
“é- ooooooo Resocscsscscsccese L} ‘=n hl‘ . teedeccccccccce oot
L © A = 2 g -
UGS I ) & 't "‘l.,_._
g ~‘. » 5 " » A mEm 5 am
g 0-2+ _L‘--—i————'-l—I—u 0-2+
= 0-0
00 0 p s by 20 0 5 10 15 20
Years
No. at risk Years No. at risk
ALK-pos 29 16 8 4 4 ALK-pos 29 18 10 5 4
DUSP22 12 4 2 1 0 DUSP22 12 4 2 0 0
Triple neg 49 8 6 1 0 Tripleneg 49 12 7 0 0

Hapgood, BJH, 2019
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GATA3 vs TBX21 in PTCL, NOS

An IHC Algorithm to Subclassify PTCL-NOS
PTCL-GATA3

RS
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o PTCL-TBX21 [ Unclassified |
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Amador, Blood, 2019
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Outline ‘

1. Introduction
2. Outcomes in R/IR PTCL
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Survival after first relapse

>
o

1.0 1.0
]* Median, 6.5 months

Median, 3.7 months

Overall Survival
(proportion)

Progression-Free Survival
(proportion)

0 5 10 15 20

0 5 10 15 20 .
Time (years) Tima {gears}
Mak et al JCO 2013
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@ -, What drugs are approved globally
7 for relapsed or refractory PTCL?

. . - PFS OS
(0] 0)
Agent Mechanism | Phase | Region |Indication | ORR (%) | CR (%) el | e
[l 29 3.5

HEETEETET DHFR inhibitor USA/Canada PTCL/tMF 10.1 . 14.5
EETEETT ADC €D30 Il Global ALCL 86 12.6 13.3 Not reached*

6Ll HDAC inhibitor I tﬁﬁi’;zg;"da PTCL, AITL ;? - = =
Belinostat HDAC inhibitor 1l USA PTCL, AITL - o =0 )
Chidamide HDAC inhibitor | China PTCL, AITL ég gi 21.4 -

Forodesine PNP inhibitor | Japan PTCL 25 10.4 1.9 15.6
Mogamuhzamalb (e{e{2Z ¥-1s]i]e]e]s)Y Il Japan é%?j; HUE 34 NR 2 14.2
Crizotinib ALK inhibitor Il USA (1-21 yr) ALK+ ALCL 88 NR NR NR
Alectinib ALK inhibitor Il Japan (>6 yr) ALK+ ALCL 80 (8/10) 60 NR NR
Golidocitinib JAK 1 inhibitor I/11 China PTCL 44.3% 24% NR NR
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Outline ‘

1. Introduction
2. Outcomes in R/R PTCL
3. SCTon PTCL in CR1

Hematopoietic cells
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Selected Studies of Consolidative Auto-SCT post remission with CHOP(-like) Chemotherapy

Total Benefit of |Response Pre-| Outcome ASCT (v No _
First Author Study ASCT | ASCT (CR/PR ASCT Comment

0 PFS P = .58 In CR patients, no benefit of ASCT
Abramson et al 2014 Retrospective Multicenter 194 No IR O (2
design) OSP=.95 Point estimates not provided
0 ] 0 : . . .
ederleuf et al 2017 Registry Danish/Swedish 239 No CR _100/o (by  2-year PFS 67% MVA no benefit of ASCT (including with
design) 2-year OS 80% ALK-pos excluded)
5-year PFS 45% Analysis by intent to transplant
Fossard et al 2018 Retrospective LYSA 269 No CR/PR 57% i . :
5-year OS 60% MVA gnd propensity score-matching, no
benefit of ASCT
PFS P =.23 No MVA

Prospective Multicenter CR 100% (by

_ 0,
2019 COMPLETE study ) (el NO esign) 2-year OS 87.6% (v jya p| 24 0S superior with ASCT
70.2%) P = .06
) 0,
S PIRS @80 Y Analysis in CR/CRu patients only
clecist el sin sl 2022 Retrospective Multicenter 174 Yes SR M8 (0 —
P design) OS 5-year 74% (v 62%) MVA adjusted for stage, PFS/OS benefit
OospP=.12
Landmark: 5-year OS  ASCT improved OS in MVA in patients
i ' 78% ASCT (v 45% managed 2014-2018
Brink et al 2022 (RNeégojp:%‘l’_e <R§5glségrs) 219 Yes CRIPR ’ (v 45%) >
' y CR only: 5-year OS 82% Suggestion of benefit in ALCL and AITL over
ASCT (v 47%) PTCL, NOS
5-year PFS 63% (v Analysis of patients in CR (adjusted by age,
: - 46% [
Prospective (E2 subgroup) Ll (Cr ey = CR 100% (b ) o o reglon.) .
avage et al 2022 Phase Ill CD30-positive _ 0By  5-year OS 49% (v 51%) Benefit of ASCT in the CHP-BV arm
design)
PTCL 97 (CHOP) No

No benefit of ASCT in the CHOP arm
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Front-line auto-SCT vs. chemotherapy

1.04 1.04
logrank P=0.66 I K P=0.90
0.8 0.8 ogrank P=0.
£ 0.6 £ 06
e} =]
S | e — —  — —— Ed
o) =]
a & | N e
g 0.4 E 0.4
>
= ASCTITT ;
n 0=no (]
0.2 ——— 1=yes 0.2 4 ASCTITT
0=no
—— 1:ye5
04 04
Atrisk 0 73 51 25 16 9 3 0 Atrisk 0 73 36 16 10 1 4 1
1 73 46 26 7 4 1 0] 1 73 32 23 5 2 2
0 2.5 5.0 7.5 10.0 12.5 15.0 0 5 10 15

Overall survival (years) Progression-free survival (years)

Conclusions: No difference
- PTCL-NOS (n=78), 5-year OS 60.4% and PFS 40.5% for
chemotherapy, and 5-year OS 59.2% and PFS 46.3% for auto-SCT.

Fossard et al Annals of Oncology 2018
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Selected Studies of Consolidative Auto-SCT post remission with CHOP(-like) Chemotherapy

Total Benefit of |Response Pre-| Outcome ASCT (v No _
First Author Study ASCT | ASCT (CR/PR ASCT Comment

0 PFS P = .58 In CR patients, no benefit of ASCT
Abramson et al 2014 Retrospective Multicenter 194 No IR O (2
design) OSP=.95 Point estimates not provided
0 ] 0 : . . .
ederleuf et al 2017 Registry Danish/Swedish 239 No CR _100/o (by  2-year PFS 67% MVA no benefit of ASCT (including with
design) 2-year OS 80% ALK-pos excluded)
5-year PFS 45% Analysis by intent to transplant
. 0 !
S-year OS 60% benefit of ASCT
PFS P =.23 No MVA

Prospective Multicenter CR 100% (by

_ 0,
FELSGlEl 2019 COMPLETE study b el NO— Jesign) goygoa/;)%sfgg A UVAIPI 2-4 OS superior with ASCT
e 530
S PIRS @80 Y Analysis in CR/CRu patients only
cllecosEleglersicl| 2022 Retrospective Multicenter 174 Yes oI A0 () —
P design) OS 5-year 74% (v 62%) MVA adjusted for stage, PFS/OS benefit
OospP=.12
Landmark: 5-year OS  ASCT improved OS in MVA in patients
i ' 78% ASCT (v 45% managed 2014-2018
Brink et al 2022 (RNeégojp:%‘l’_e <R§5glségrs) 219 Yes CRIPR ’ (v 45%) >
' y CR only: 5-year OS 82% Suggestion of benefit in ALCL and AITL over
ASCT (v 47%) PTCL, NOS
5-year PFS 63% (v Analysis of patients in CR (adjusted by age,
Prospective (E2 subgroup) Ll (Cr ey = 46%) region)
0 - -
avage et al 2022 Phase Ill CD30-positive dCssiz?]()M (by  5-year OS 49% (v 51%) Benefit of ASCT in the CHP-BV arm
PTCL 97 (CHOP) No

No benefit of ASCT in the CHOP arm
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COMPLETE trial: Outcomes in CR1

1.0 H 1.0 —
LA LUl
LB AR
0.8 = 0.8
2
2 ,
> T
)]
— 06 o 0.6
[
2 ot e
3 &
@ g4 - % 04 - HH———+——H—H—
i 8 é
Peto Log-Rank Test P Value (3 PTCL Subtypes) = .0969 g'; Peto Log—-Rank Test P Value (3 PTCL Subtypes) = .0252
=
o
0.2 0.2
—— Anaplastic Large Cell Lymph, Prim. Syst. Type (ALK- Only) —— Anaplastic Large Cell Lymphoma, Primary Systemic Type (ALK- Only)
—— Angioimmunoblastic T-cell —— Angioimmunoblastic T-cell
0.0 4 — PTCLNOS 0.0 4 — PTCLNOS
[ [ I [ [ [ [ [ [ [ I I [ I I I I I I I I |
0 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 54 60 66
Months Months
N=30 29 29 26 24 16 13 11 6 2 1 N=30 29 27 24 23 15 11 9 6 2 1
N=35 34 31 26 22 17 16 14 7 3 2 1 N=35 32 24 19 17 14 11 9 4 2 1
N=54 52 45 41 27 23 19 17 12 6 1 N=54 49 36 32 29 22 19 16 14 11 6 1

OS and PFS of PTCL (with or without ASCT)
- 2-year OS and PFS rates in CR1 were 75.3% and 63.4% vs 41.9%
and 19.3% for patients who did not achieve CR1.

Park et al ACS 2019
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COMPLETE trial: Outcomes in CR1

A
1.0 —— Nontransplant .0 —— Nontransplant
—— Transplant (Autologous Only) —— Transplant (Autologous Only)
0.8 LH—H-H'— 0.8
©
2
2
-+ a
- 0.6 — 2 0.6 —
> =
g -
@ s
0.4 2 04
o
(o2
e
B
0.2 0.2
0.0 — Peto Log-Rank Test P Value = .0625 0.0 — Peto Log-Rank Test P Value = .2255
I I I I I I I I I I | I I I I I I I I I I I
0 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 54 60 66
Months Months
N=83 79 72 63 55 40 33 25 18 9 5 N=83 74 61 52 47 34 26 19 14 9 5
N=36 36 33 30 27 20 19 19 12 8 4 2 N=36 36 26 23 22 17 15 15 10 6 3 1

No statistically significant difference in OS or PFS
- 2-year OS 87.8% for the ASCT group vs 70.2%.
- The same happened when stratified by PTCL subtypes.

Park et al ACS 2019
V JURNADAS G E Grupo de Estudio Latinoamericano
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Selected Studies of Consolidative Auto-SCT post remission with CHOP(-like) Chemotherapy

Total Benefit of |Response Pre-| Outcome ASCT (v No _
First Author Study ASCT | ASCT (CR/PR ASCT Comment

0 PFS P = .58 In CR patients, no benefit of ASCT
Abramson et al 2014 Retrospective Multicenter 194 No IR O (2
design) OSP=.95 Point estimates not provided
0 ] 0 : . . .
ederleuf et al 2017 Registry Danish/Swedish 239 No CR _100/o (by  2-year PFS 67% MVA no benefit of ASCT (including with
design) 2-year OS 80% ALK-pos excluded)
5-year PFS 45% Analysis by intent to transplant
Fossard et al 2018 Retrospective LYSA 269 No CR/PR 57% i . :
5-year OS 60% MVA gnd propensity score-matching, no
benefit of ASCT
PFS P =.23 No MVA

Prospective Multicenter CR 100% (by

_ 0,
2019 COMPLETE study ) (el NO esign) 2-year OS 87.6% (v jya p| 24 0S superior with ASCT
70.2%) P = .06
) 0,
S PIRS @80 Y Analysis in CR/CRu patients only
CElgecostEpleperai:l 2022 Retrospective Multicenter 174 Yes oI A0 () —
P design) OS 5-year 74% (v 62%) MVA adjusted for stage, PFS/OS benefit
OSP=.12
Landmark: 5-year OS  ASCT improved OS in MVA in patients
i ' 78% ASCT (v 45% managed 2014-2018
2022 (RNeégojp:%‘l’_e <R§5glségrs) 219 Yes CR/PR ’ (v 45%) >
' y CR only: 5-year OS 82% Suggestion of benefit in ALCL and AITL over
ASCT (v 47%) PTCL, NOS
5-year PFS 63% (v Analysis of patients in CR (adjusted by age,
: - 46% [
Prospective (E2 subgroup) Ll (Cr ey = CR 100% (b ) o o reglon.) .
avage et al 2022 Phase Ill CD30-positive _ 0By  5-year OS 49% (v 51%) Benefit of ASCT in the CHP-BV arm
design)
PTCL 97 (CHOP) No

No benefit of ASCT in the CHOP arm
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A 1,0y 2 L T\%
&‘ ‘ e
g l‘i o j“"ﬁ— 740/0
S 0,81 1 63% 0,8 -‘fﬁm
a o T g g [¥ER ASCT yes
Y w» E Sen b ——p—p—
£ 06 ot ASCT yes 5 06 ah |
] seronn] T x z 62% L
<) L ©
3 0,4 o - g 04 | —1 ASCT no
g 49% " . ASCT no © |
£ o2 0,2
Logrank P=0.042 Logrank P=0.124
0,0
0,00 30 60 90 120 150 180 0 30 60 90 120 150 180
No. at risk Months No. at risk Months
PFS | oS
Characteristic (N=156) '
HR (95% Cl) P HR (95% Cl) P
Included in the model |
First-line ASCT
Yes vs. no _ 0.59 (0.36-0.96) v 0.035 ‘ 0.57 (0.33-0.99) 0.048
Stage
-1l vs. -1V 0.53 (0.29-0.96) 0.035 0.40 (0.19-0.81) 0.012

Garcia-Sancho et al Haematologica 2022
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Selected Studies of Consolidative Auto-SCT post remission with CHOP(-like) Chemotherapy

Total Benefit of |Response Pre-| Outcome ASCT (v No _
First Author Study ASCT | ASCT (CR/PR ASCT Comment

0 PFS P = .58 In CR patients, no benefit of ASCT
Abramson et al 2014 Retrospective Multicenter 194 No IR O (2
design) OSP=.95 Point estimates not provided
0 ] 0 : . . .
ederleuf et al 2017 Registry Danish/Swedish 239 No CR _100/o (by  2-year PFS 67% MVA no benefit of ASCT (including with
design) 2-year OS 80% ALK-pos excluded)

5-year PFS 45% Analysis by intent to transplant
Fossard et al 2018 Retrospective LYSA 269 No CR/PR 57% i - i
5-year OS 60% MVA gnd propensity score-matching, no
benefit of ASCT

. . PFS P = .23 No MVA
Prospective Multicenter CR 100% (by 0
FEISGEEL 2019 COMPLETE study ) (el NO esign) 2-year OS 87.6% (v jya p| 24 0S superior with ASCT

70.2%) P = .06

) 0
5-year PFS 63% (v Analysis in CR/CRu patients only

cllecosEleglersicl| 2022 Retrospective Multicenter 174 Yes SR M8 (0 —
P design) OS 5-year 74% (v 62%) MVA adjusted for stage, PFS/OS benefit
OSP=.12
Landmark: 5-year OS  ASCT improved OS in MVA in patients
i ' 78% ASCT (v 45% managed 2014-2018
Brink et al 2022 (RNeégojp:%‘l’_e <R§5glségrs) 219 Yes CRIPR ’ (v 45%) >
' y CR only: 5-year OS 82% Suggestion of benefit in ALCL and AITL over
ASCT (v 47%) PTCL, NOS
5-year PFS 63% (v Analysis of patients in CR (adjusted by age,
Prospective (E2 subgroup) Ll (Cr ey = 46%) region)
0 . .
2022 Phase Ill CD30-positive CR 100% (by  5-year OS 49% (v 51%) Benefit of ASCT in the CHP-BV arm
design)
PTCL 97 (CHOP) No

No benefit of ASCT in the CHOP arm
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Patients aged 18-64 years with stage lI-IV peripheral T-cell lymphoma (T-NHL; ALCL, AITL or PTCL NOS)
Implementation over time of CHOEP and ASCT in
routine daily practice among Dutch patients with T-MHL
1989 2009 2018 100% ] — CHOEP — ASCT
75%
S 50% -
&
Analysis A Analysis B Analysis C 259
1989-2008 vs. 2009-2018 CHOP vs. CHOEP ASCT vs. non-ASCT
n=1,427) (n=277) (n=213) 0% | ’ : : :
2008 2010 2012 2014 2016 2018
Year of diagnosis
Analysis A QOverall survival among T-NHL patients Analysis B Overall survival among ALK+ ALCL patients Analysis C Overall survival among T-NHL patients
according to periods of time according to CHOP +/- etoposide in CR according to +/- ASCT; landmark analysis
100% 100% 100%
S 75% A S 75% + T 75%
= = =
a a 2
= 50% = 50% - = 50% -
o 259, p<0-01 o 259, pf.U.Cl'] o 259%, P‘:0.01
— 1989-2008, pre-era etoposide and ASCT — CHOEP — CR followed by ASCT
0% 1= 200:?—2018,letoposicl.ie and ﬁ:SCT era. 0% 1— CH?JF' | : | l R CR :.nvithout :C\SCT : : '
0 12 24 36 48 60 0 12 24 36 48 60 0 12 24 36 48 60
Months from diagnosis Months from diagnosis Months from landmark 9 months
Brink et al Blood. 2022
THE UNIVERSITY OF TEXAS . : .
JURNADAS Grupo de Estudio Latinoamericano
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Selected Studies of Consolidative Auto-SCT post remission with CHOP(-like) Chemotherapy

Total Benefit of |Response Pre-| Outcome ASCT (v No _
First Author Study ASCT | ASCT (CR/PR ASCT Comment

0 PFS P = .58 In CR patients, no benefit of ASCT
Abramson et al 2014 Retrospective Multicenter 194 No IR O (2
design) OSP=.95 Point estimates not provided
0 ] 0 : . . .
ederleuf et al 2017 Registry Danish/Swedish 239 No CR _100/o (by  2-year PFS 67% MVA no benefit of ASCT (including with
design) 2-year OS 80% ALK-pos excluded)

5-year PFS 45% Analysis by intent to transplant
Fossard et al 2018 Retrospective LYSA 269 No CR/PR 57% i - i
5-year OS 60% MVA gnd propensity score-matching, no
benefit of ASCT

. . PFS P = .23 No MVA
Prospective Multicenter CR 100% (by 0
FEISGEEL 2019 COMPLETE study ) (el NO esign) 2-year OS 87.6% (v jya p| 24 0S superior with ASCT

70.2%) P = .06

) 0
5-year PFS 63% (v Analysis in CR/CRu patients only

cllecosEleglersicl| 2022 Retrospective Multicenter 174 Yes oI A0 () —
P design) OS 5-year 74% (v 62%) MVA adjusted for stage, PFS/OS benefit
OsP=.12
Landmark: 5-year OS  ASCT improved OS in MVA in patients
i ' 78% ASCT (v 45% managed 2014-2018
2022 (RNeégojp:%‘l’_e <R§5glségrs) 219 Yes CR/PR ’ (v 45%) >
' y CR only: 5-year OS 82% Suggestion of benefit in ALCL and AITL over
ASCT (v 47%) PTCL, NOS
5-year PFS 63% (v Analysis of patients in CR (adjusted by age,
Prospective (E2 subgroup) Ll (Cr ey = 46%) region)
0 - -
Savage et al 2022 Phase Ill CD30-positive dCssiz?]()M (by  5-year OS 49% (v 51%) Benefit of ASCT in the CHP-BV arm
PTCL 97 (CHOP N , .
( ) © No benefit of ASCT in the CHOP arm
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Consolidative ASCT after CR1 with BV-CHP

Progression-free survival

N at risk (events)

PFS by consolidative SCT after A+CHP in patients with CR at EOT: ALK-negative sALCL and non-sALCL
100

90 -
80
70 1

60 - Consolidative SCT
50

L

| I
1} II 1 ]

I L I 1

40 No consolldatlve SCT

30 1
20 Median
] N Events (months) HR (95% CI)

10 4 Consolidative SCT 38 10 -
No consolidative SCT 76 35 55.66 0.36 (0.17,0.77)

0 6 12 18 24 30 36 49 48 54 60 66 72 78 84
Time (months)

Consolidative SCT 38(0) 38(0) 33(4) 33(4) 29(6) 24(6) 20(7) 17(7) 10(8) 7(9) 5(9) 3(10) 1(10) 1(10) 0(10)
No consolidative SCT ~ 76(0) 70(6) 57(17) 46(26) 38(28) 34(29) 28(32) 23(34) 17(34) 12(34) 7(35) 4(35) 2(35) 1(35) 0(35)

Progression-free survival

N at risk (events)

PFS by consolidative SCT after A+CHP in patients with CR at EOT: ALK-negative sALCL
100 4

90 -
80 -
70
o0 el HI
50

40
30 -
20

I Consolidative SCT
it } } }

|| 1l I
L

No consohdatwe SCT

Median
N Events (months) HR (95% CI)

10 4 Consolidative SCT 27 5 -
No consolidative SCT 49 19 0.35(0.13, 0.98)

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 84
Time (months)

Consolidative SCT 27(0) 27(0) 23(3) 23(8) 20(4) 17(4) 14(4) 11(4) 5(5) 3(5) 2(5) 1(5) 0(5) 0(5) 0(5)
No consolidative SCT ~ 49(0) 46(2) 40(7) 31(14) 24(16) 22(17) 19(17) 17(18) 11(18) 8(18) 4(19) 3(19) 1(19) 0(19) 0(19)

THE

UNIVERSITY OF TEXAS

MD Anderson-GancerCenter

PFS by consolidative SCT after A+CHP in patients with CR at EOT: non-sALCL
100
904
804 I_‘_l
£ 704 }
E 60 ! m !
= T TT T
“L 50+ _—
S Consolidative SCT
% 40+ Ll m . |
"g', T it f T !
£ 301 ) No consolidative SCT
204 Median
N Events (months) HR (95% CI)
104 Consolidative SCT 11 5 62.26
oA No consolidative SCT 27 16 32.33 0.46(0.15, 1.41)
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
N at risk (events) Time (months)
Consolidative SCT ~ 11(0) 11(0) 10(1) 10(1) 9(2) 7(2) 6(3) 6(3) 5(3) 4(4) 3(4) 2(5) 1(5) 1(5) 0(5)
No consolidative SCT  27(0)  24(3)  17(10) 15(12) 14(12) 12(12) 9(15)  6(16)  6(16)  4(16) 3(16)  1(16)  1(16)  1(16)  0(16)

Multivariate analyses favored ASCT in
CR1 (regardless of subtype) after

BV+CHP in CD30+ PTCLs

- Inthe CHOP arm, ASCT was also favored in
CR1 but less clear.

- Authors concluded “further studies are needed
to establish the benefits of consolidative SCT in
this setting.”
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|
< % % When to use autologous SCT?

©)

lood cells Platelets

* Autologous SCT is considered better in:
— Nobody really knows the answer.

— Depend on the institutional practice (some do it, some do not).

— EXxpect to discuss autologous SCT if:
» Patient younger than 60 years old
« Have an advanced-stage TCL, or
» Relapsed after first-line therapy

THE UNIVERSITY OF TEXAS

Grupo de Estudio Latinoamericano
MD AndersonGancerCenter  \YJ JORNADAS ¢ . p
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cw % WWhen to use allogeneic SCT over autologous SCT?

* Allogeneic SCT is considered better In:
— Nobody really knows the answer.

— PTCL that relapses after first autologous transplant.

— In aggressive T-cell ymphomas:
» Adult T-cell leukemia/lymphoma
» Hepatosplenic TCL
» Enteropathy-associated TCL
« Advanced CTCL

THE UNIVERSITY OF TEXAS
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Conclusions

« Upfront consolidative ASCT at CR1 remains controversial (evidence from
retrospective studies and exploratory analysis).

- Potential benefit seen in certain histologies (e.g., CD30+ T-NHL).

« There is no definitive randomized controlled trial proving superiority of
routine upfront ASCT.

« Patient selection matters: transplant eligibility (age, comorbidity, remission
depth), center experience, and TRM risk influence net benefit.

 Prioritizing enrollment in clinical trials where available.
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EOT MRD in PTCL — can it guide SCT consolidation?

(F) MRDe + MRDe"* (G) MRDe® <+ MRDe*

= 1.007 1.001

=

e —

7 0.751 _g 0.751

8 S

T 0.50; 2 0.501

o | o

w | II!

@ 0.25: I 6 0.25-

& P=0.0081 P=0.035

& 0.00{_ o _ 0.00{_ : :
0 12 24 0 12 24

Time (months) Time (months)

Number at risk Number at risk
15 8 3 15 10 4

MRDene+{43 18 6 MR Derd+{43 27 10
0 12 24 0 12 24
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PTCL-STAT (Stem-cell Transplant AuTologous)

SWOG - Marc Hoffmann, MD
University of Kansas

THE UNIVERSITY OF TEXAS

G de Estudio Lati '
MDAnNndersonGanecerCenter  \YJJORNADAS o e o = 0 ioproiiernivos




EA 4232 Schema

Eligibility:
PTCL with histology of:

~ ASCT (n=147)

" - SOC conditioning

* ALK (-) ALCL

 AITL
* Nodal TFH-PTCL
* PTCL-NOS

In CR by Lugano after

Randomize 1:1
N =294

Stratify by:
- ALK (-) ALCL vs others
- Induction regimen:

, * Etoposide
completing 6 cycles of . BV
anthracycline based induction e Neither

)

Candidate for ASCT

/

Primary Objective:

* PFS (interim futility
planned)

Secondary Objectives:
« OS

« PFSand OS by
histology and
induction chemo

« Cumulative relapse
and mortality

Exploratory Obijective:

« Impact of minimal

Surveillance - -
> residual disease

induction AND in CR

Enrolilment AFTER completing

" (n=147) (MRD)



EA 4232: Estado actual

¢ Se han activado 196 sitios
¢ Se han acumulado 5 pacientes

¢ Se prevé que tres centros se activen en 2026 en
Centroameérica y Sudamérica como parte del SWOG Latin
American Initiative (SLAI)

CANCER CENTER



TRANSCRIPT: Lysa Design

Stem cell harvest

PD/SD Lugano 2014

Salvage therapy; 7
Arm B SD/PD/PR Lugano 2014 »
. Salvage therapy g 3
= = =
o Q .
— = % = FU period
c c T o
o (=] CR 23 —
= = TS
= s Lugano 2014 (il
© ©
<t
P s s
S G 2 &  FUperiod
c
Stratification : o _g CR S L w perio
. IPI (0-1-2 vs 3-4-5) "g g= "gf 8 a—"
* Ftoposide use {(Planned/ Not a .._.J, Lugano 2014 = E
planned) g oo
*  Subtype (ALCL ALK- / AITL and Nodal SD/PD/PR Lugano 2014
PTCL with TFH phenotype and Salvage therapy
Follicular T Cell lymphoma/ PTCL-NOS) Arm A PD/SD Lugano
Salvage therapy
FDG-PET 1 FDG-PET 2 FDG-PET 3 FDG-PET 4
4 . A 4
v ¥ | A

Abbreviations : scr, screening; rando, randomization; CR, complete response; PR, partial response; SD, stable disease; PD, progressive disease; ASCT,
autologous stem cell transplant; FU, follow-up.
Each cycle of chemotherapy (CHOE, CHOEP or BV-CHP at the discretion of the local investigator) will be performed every 3 weeks.

--.» Stem cell harvest : Specific visit which will be performed after cycle 5 (and/or 6 if necessary)

Principal objective: Demonstrate significant PFS improvement in PTCL patients who achieve CR after 6 cycles

Secondary objectives: OS, ORR, CRR, and DoR at the end of ASCT, Qol, Cost-Effectiveness Analysis (CEA), Budget Impact Analysis (BIA)

a NCI_g

Designated

cancer Center CANCER CENTER
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Questions/Comments?

Thanks so much for listening!
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