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Challenges in defining standards of care in PTCL

e Rare: 10-15 % of NHL with geographic variation

e clinical studies difficult

* Multiple subtypes

* Morphologically and clinically heterogeneous
 Variable risk stratification tools

* IPI, PIT, mPIT, PI-AITL, T-Cell score etc

* Paucity of prospective randomized controlled trials to guide
treatment

* Therapies largely extrapolated from B cell paradigms



Patterns of Care and Clinical Outcomes
PTCLs: The Lymphoma Epidemiology of
Outcomes (LEO) and Molecular
Epidemiology Resource (LEO-MER)
Prospective Cohort Study

The outcome of PTCL patients relapsing
after first-line therapy: a report from the
prospective, International T-Cell Project
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CIBMTR: PFS excluding pt in CR1
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Autologous Transplantation in Relapsed PTCL: Retrospective Studies
Provided a Rationale for ASCT in CR1

(Most patients ALCL)
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Median PFS 6 months

Response to ICE 70% (28/40)
Received ASCT 68% (27/40)
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Most single institution studies show low PFS rates while registry data suggests better outcomes

Smith S, et al. JCO 2013; Chen Al, et al. Biol Blood Marrow Transplant. 2008; Horwitz et al, ASH Annual Meeting Abstracts 2005;106:2679.

Slide: Courtesy Dr Horwitz



What defines a ‘standard’ of care?

Unfortunately paucity of such data in PTCL

Therefore we rely on comparing outcomes form
- Retrospective studies/real world data etc
- Single arm prospective phase 2 studies

* Ability to select patients who might benefit from therapy A
* Cost-benefit ratio is justified



Selected studies comparing consolidation with ASCT vs other strategies in PTCL

ALK ALCL

available)

Lymphoma . . f Consolidation Survival in Patients in Complete
Author Reference Subtypes Number of Patients Induction Regimen Strategics Remission A fter Induction
ALCL, AITL, PTCL, BV-CHP + Auto SCT: 3-yr PF5 80.4%
S ¢ al. 2022 6 MOS (mostly ALK — 211 BV-CHF (n =114) Autologous 5CT vs. no BV-CHPF + no 5CT: 3-yr PF5 54.9%
Davage elal, sies ALCL) in CR after CHOP (n = 97) consolidation CHOP + Auto SCT: 3'yr PFS 67.2%
induction CHOP + no SCT: 3-yr PFS 54.1%
A“thﬁ?;;?;bg;f w/o Auto SCT: 5-yr PFS 79%
Advani et al., 2021 38 AITL 282 anthracycline-based with Autologous SCT vs. no No auto SCT: 5-yr IS 31%
et;:upcnside 16% consolidation Auto 5CT: 5yr O5 &9 ol
Other 19% No auto SCT: 5-yr 05 52%
Anthracycline-based w/o
etoposide 42%, ) . o
Park et al., 2018 39 All PTCL 499 anthracycline-based with Autologous SCT vs. no Auto SCT: 5-yr O5 &7.8%
- . consolidation No auto SCT: 5-yr O570.2%
etoposide 21% !
Other 37%
. ALK — ALCL, AITL, Autologous 5CT vs. no Auto SCT: 5-yr OS5 82%
Brink et al., 2022 3 PTCL, NOS 213 CHOP or CHOEP consolidation No auto SCT: 5-yr OS 47%
Auto S5CT: 5-yr PF5 63%
CHOP (n=128) : y
. ALK — ALCL, AITL, . Autologous SCT vs. no Mo auto SCT: 5-yr PF5 49%
7 v " = - -
Martin et al, 2022 7 PTCL, NOS 17 Co":feErr:Ff”_ 3,',?] consolidation Auto SCT: 5-yr OS 74%
o Mo auto SCT: 5-yr OS5 62%
Auto SCT: 5-yr PFS 41% *
. Autologous 5CT vs. no No auto SCT: 5-yr PFS 46% *
r ] - J P
Janikowa et al., 2019 20 All PFTCL 906 Heterogeneous protocols consolidation Auto SCT: 5-yr OS 49% *
No auto SCT: 5yr OS5 59.5% *
Ellin et al., 2014 2 All PTCL 755 CHOP or CHOEP (n = 499) ~ “utelogous SCTvs.no Better for the auto SCT group
consolidation {estimates not given)
Autologous SCT vs Auto SCT: 3-yr PF5 39% *
Schmitz et al,, 2021 55 AILPTCL other than 104 CHOEP x 4+ DHAP x 1 allogeneic SCT (if donor Allo SCT. 3-yr PFS 43%

Auto 5CT: 3-yr O570% *
Allo SCT: 3-yr OS5 57% *

* Compared groups were based on intention-to-transplant (or intent to treat in the Schmitz et al. trial) rather than based on the achievement of remission after induction. NB: All studies
were retrospective other than that by Schomatz et al, 2022, which 1% a randomized clinical trial.

Sorigue et al, Cancers 2023




The Numbers Game

Truth (deception) in reporting

Lymphoma . . . Consolidation Survival in Fatients in Complete
Author Reference Subtypes MNumber of Patients Induction Regimen Strategies Remission A fter Induction
ALCL, AITL, PTCL, N=452 BV-CHPF + Auto SCT: 3yr PF5 80.4%
. ¢ al. 2022 6 NOS (mostly ALK — 11 BV-CHP (n =114) Autologous SCT vs. no BV-CHF + no 5CT: 3-yr PF5 54.9%
savage etal, Sl ALCL) in CR after _ CHOP (n =97) consolidation CHOP + Auto SCT: 3-yr PFS 67.2%
induction N_67(CR) CHOP + no SCT: 3-yr PFS 54.1%
A“‘hz"t’g’f‘:;;?;bggf w/o Auto SCT: 5-yr PFS79%
Advanietal, 2021 38 AITL 282 anthracycline-based with Auwlzﬁz;ﬁgﬁzr' ne Nii?;igcﬁT;‘;?Lngqzl o
Misrepresentation ot data N=27 (CR) etoposide 167 No auto SCT. &.yr 05 52%
info on number of pts ie not Anthracycline-based w/ o
etoposide 42% = .
H H . i Autologous SCT vs. no Auto SCT: 5-yr OS5 §7.8%
ITT Inm OSt Stu d I1es A cL = anthra:yclm-.:b;s;ej with consolidation Mo auto SCT: 5-yr 0570.2%
N=36 (CR) etoposide - Yo
Other 37%
Autologous SCT vs. no Auto SCT: 5-yr OS5 82%
S CHOP or CHOEP B B .
Actual reSUItS for ASCT based 5 N=i¥7/86 (CR) or consolidation No auto SCT: 5-yr OS5 47%
. . Auto SCT: 5-yr PFS 63%
ona fra Ct ion Of tOta I pts N 174 Egggg';':_l %2: Autologous SCT vs. no Mo auto SCT: 5-yr PFS 49%
B fu idati 4 SCT: %o
t t d. h h. hl Other (n = 32) onsolidation Auto SCT: 5—}:r0‘3 74 :
MOSt studiesS wno are lg y N=103 (CR) No auto SCT: 5-yr OS5 62%
Auto SCT: 5-yr PFS41% *
Se I eCted All PTCL 906 Hete tocol Autologous 5CT vs. no Mo auto SCT: 5-yr PF5 46% *
: clerogeneaus protocels consolidation Auto SCT: 5-yr OS5 49% *
N=181 No auto SCT: 5-yr OS 59.5% *
Ellin et al., 2014 2 All PTCL 755 CHOP or CHOEP (n = 499) ~ Autologous SCT vs. no Better for the auto SCT group
N= 104 consolidation (estimates not given)

Schmitz et al., 2021

All FTCL other than
ALK ALCL

104
N=67/45 (CR)

CHOEP = 4 + DHAP = 1

Autologous SCT vs.
allogeneic SCT (if donor
available)

Auto SCT: 3-yr PFS39% *
Allo SCT: 3-yr PF5 43% *
Auto SCT: 3-yr O570% *
Allo SCT: 3yr O557% *

* Compared groups wene based on intention-to-transplant (or intent to treat in the Schmitz et al. trial) rather than based on the achievement of remission after induction. NB: All studies
wene retrospectivie other than that by Schmitez et al, 2022, which is a randomized clinical trial

Sorigue et al, Cancers 2023




Registries/Retrospective Study
ASCT as consolidation of first-line chemotherapy in patients with PTCL
a multicenter GELTAMO/FIL study
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30 60 90 120 150 180 . o - e -
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Non-ASCT 35 28 17 7 2 0 I 25 12 4 1 0 0

Figure 3. Kaplan-Meier estimation of overall survival by stage at diagnosis in the transplanted and non-transplanted cohorts.

ASCT: autologous stem-cell transplantation.

Garcia-Sancho et al, Haematologica 2022

2001-2011 N=286

174 with CR

 ASCT n=103, No ASCT n=71

No progression for 3 months post initial
therapy for eligibility

More pts >60y in non ASCT arm
e 27%vs 11%

No data on how CR defined (CT vs PET)
Med f/u 65.5 months

Included mostly low risk pts
 IPI10-1:45% , PIT 0-1: 71.9%
 1IP12-3:41%, PIT 2: 17.5%

* |IP14-5:9.6%, PIT 3-4: 10.6%

No results of outcome within IPI groups



ASCT as consolidation of first-line chemotherapy in patients with
PTCL: a multicenter GELTAMO/FIL study: Outcomes in PR pts

No statistically significant differences in pts with a PR

A)
LOF
E
E 0,8 L
a
¢ 0,6
L 46%  ASCT yes
£ S |
@ 0,4 1
o ASCT no
<)
<)
a 0.2 27%
Logrank p = 0.081
0’00 30 60 90 120 150
No. at risk Months
ASCT 15 9 5 2 0 0
Non-ASCT 23 7 5 2 1 0

B)
1,0
T ., ASCT yes
0.8 L =
E L | 53%
0,6/ ‘ ASCT no
3 L
0,4 ‘
8 52%
0,2
Logrank p = 0.962
0.0, 30 60 90 120 150 180
No. at risk Months
ASCT 15 10 6 2 0 0 0
Non-ASCT 23 12 1" 6 3 1 0

Garcia-Sancho et al, Haematologica 2022




Registries/Retrospective studies
Impact of Etoposide and ASCT on survival among patients aged <65 years with
stage Il to IV PTCL (Dutch Series)

1989

2009 2018

l v v

Analysis A Analysis B Analysis C
1989-2008 vs. 2009-2018 CHOP vs, CHOEP ASCT vs. non-ASCT
(n=1,427) (n=277) (n=213)

2014-2018 (cohort C) N=213

 ASCT: N=117 (CR: n=86): 40%

* No ASCT N=96 (CR: n=32): 15%

IP1 0-2: 77% (vs 67%)

Median f/u 28.9 mths

No data on how CR defined (CT vs PET)
Benefit largely in CR pts and ALK-ALCL
and AITL

No results of outcome within IPI groups

45%

Brink et al, Blood 2022

e No ASCT w— No AS
0% — B - - . 0% —— v v v
0 12 24 36 48 60 0 24 3% 48 &0
Months from LM 9 months Months from LM 9 months
Nao. st risk No. at ris
No ASCY %% 62 a9 2 No ASCT 22 2 15 e 3
ASCT 117 104 8t &0 43 ASCT 86 tL4 61 43 2 1"
Panel A Panel B
ASCT no ASCT ASCT no ASCT CR pts
ALK- ALCL
Number of patients 28 16 22 6
5-year OS (95% CI) 96% (77%-99%) 47% (20%-70%) 100% 44% (7%-78%)
AITL
Number of patients 48 46 31 18
5-year OS (95% CI) 76% (55%-88%) 39% (19%-58%) 87% (69%-95%) 27% (2%-66%)
PTCL NOS
Number of patients 41 34 33 8
5-year OS (95% ClI) 68% (50%-81%) 49% (30%-66%) |67% (46%-81%) 60% (20%-85%)

Abbreviations: OS; overall survival, Cl; confidence interval, ASCT; autologo

T-cell ymphoma, PTCL NOS; Peripheral T-cell ymphoma, not otherwise specified, AITL; Angioimmunoblastic T-cell lymphoma.



The role of transplant at first remission: Registries/Retrospective
studies COMPLETE (pts in CR)

038 1
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e N cancers MbPy

Review

Controversies in the Front-Line Treatment of Systemic
Peripheral T Cell Lymphomas

Marc Sorigue *(0 and Outi Kuittinen 234

Park et al Cancer. 2019

2010-2014, N=499 Med f/u 2.8y
213 with CR (119 included, 36 had ASCT vs 83 no ASCT)
ASCT n=36 represents 17% of pts in CR
* |IP10-2: 64%
PFS and OS: P=NS
No data on how CR defined (CT vs PET)

ASCT was associated with superior OS for AITL (n=17), ST IlI-IV
(n=33) and intermediate-to-high IPI (n=13). Low IPI NO diff

Multivariable analysis, ASCT was independently associated with
improved survival (hazard ratio, 0.37; 95% Cl, 0.15-0.89).

Indeed, in the COMPLETE registry , despite the overall lack of
significance in the multiple comparisons carried out, the
difference in OS curves seemed greater than that of the PFS
curves, perhaps suggesting that factors impacting OS beyond
the disease itself were at play




Registries/Retrospective studies
The role of transplant at first remission: LYSA (pts in CR)
Propensity score matching in an ITT population (determined pre therapy)

Sunival probability

o= | ASCTITIT
D=no
—_—— e T=ye=

logrank F=0.90

% 5y PFS: 46.3 vs 40.5

B S e e A

e sy

Sunival prabability

Fossard et al, Annals of Oncology 2018

2000-2015, med f/u 4.8y

N=269 (CR: 217, PR: 52)

ASCT N=134, No ASCT N=135

No progression for 3 months post initial therapy for
eligibility

ASCT PTS: aa IP1 0-1: 30% (vs 49%), 2-3: 70% (vs 30%)
No data on how CR defined (CT vs PET)

No significant difference in PFS or OS in patients with
PTCL who received ASCT consolidation or no ASCT
following CR on first-line therapy

* PFS: HR 1.02; 95% Cl1 0.69, 1.50
* 0S: HR 1.08; 95% C1 0.68, 1.69

No diff in outcomes for pts in PR or advanced
stage/high IPI

Causes of death similar in both arms (mainly PD)



Prospective Phase 2 Multicenter Studies in PTCL

| CHOP | CHOEP

N 83
PTCL 39%
AITL 33%
ALCL 16%
IPI

1 14%
2 35%
3 45%
4-5 6%
Med Age 47
ORR 79%
CR 39%

Reimer, P. et al et al. JCO 2009 (German)
D’Amore, et al. JCO 2012 (Nordic)

118
39%
19%
19%

28%
32%
19%
21%
57
82%
51%

1.0 -
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Long-Term Follow-up of Clinical Outcome Determinants and
Correlative Biological Features from the Nordic NLG-T-01 Trial

IPI and DSS in nodal subtypes
IPl <2 vs higher

NLG-T-01 — Long-term outcome: OS, 8 \\i Pl <2
PFS, DSS — all pts e
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Relander et al, Abstract #614 ASH 2022



NORDIC LYMPHOMA GROUP
10-year overall, progression-free
S and disease-specific survival

Histology 10-yr OS 10-yr PFS 10-yr DSS
83%* 66%** 100%
ALK- ALCL, DUSP22r

ALCL, triple neg 42% 46% 66%
AITL 46% 39% 53%
PTCL-NOS 39% 32% 47%
EATL 29% 29% 33%

*1 event = septic death in CR under HSCT
**2 events = one septic death in CR under HSCT;
one relapse after 5 yrs in CR > 2.line treatment > new cCR persistent at end of follow-up

5y OS by
Subtype
ALK- 70%
AITL 49%
NOS 52%
EATL 48%

5y PFS by
Subtype

ALK- 61%
AITL 49%
NOS 38%
EATL 38%

10y OS by
Subtype

ALK- 42-83%
AITL 46%
NOS 39%
EATL 29%

10y PFS by
Subtype

ALK- 46-66%
AITL 39 %
NOS 32%
EATL 29%

@W"“" FTMPHOMA GRoae NLG-T-O1l: Long-term follow-up

Causes of death

e i from diagnosis |
Causes of death =24 mo 24 - 59 mo = 60 mo Total
Lymphoma 56 (86,226) 8 (50,0%%) 4 (50,0%2%) 68 (76,42%6)
Toxicity 8 (12,326) 1 (6,3256) O (0,0%%) 9 (7,92%6)
2Nnd malignancy O (0,02%6) 4 (25,0%6) 1 (12,52%6) 5 (2,329%)
Other causes 1 (1,52%) 3 (18,8206) 2 (25,026) 6 (6,7256)
Unknown O (0,02%5) O (0,02%2%) 1 (12,5%%6) 1 (1,12%)
N of deaths 65 16 8 89




Autologous transplantation as consolidation for high-risk aggressive
PTCL: a SWOG 9704 intergroup trial subgroup analysis

397 patients included for initial registration in S9704 ‘

Register 370 patients met eligibility criteria for the induction phase
l (5 cycles of CHOP/CHOP-R)
I
40 patients had T-NHL |
HI or H Igh rISk IPI CHOP/CHOP-Rx 5 12 patients excluded from
randomization phase:
* 1 duc to incligibility
* 2 due to patient refusal
PR or CR <PR * 9 due to discase
progression
/ \ 28 patients underwent randomization
Randomize Off Protocol therapy - - l | -
13 patients randomized to 15 patients randomized to
control arm transplant arm
CHOP/CHOP-Rx1  CHOP/CHOP-R x 3 e A
+ASCT + 1 due to mobilization
Figure 1. Treatment plan. failure
12 patients underwent ASCT
| |
7 patients received 5 patients received TBI-based
H carmustine-based regimen regimen
Median f/u7.8y . =

Figure 2. Patients registration and randomization.

Al-Mansour et al, Leukemia & Lymphoma 2019



Autologous transplantation as consolidation for high-risk
aggressive PTCL: a SWOG 9704 intergroup trial subgroup
analysis

Table 1. Patient characteristics.

Randomized (n = 28)

Non-randomized (n=12)

Age
Median
Range
Gender — no. (%)
Males
Females
Histologic subtype - no. (%)
PTCL-NOS
ALCL
Angioimmunoblastic T-cell lymphoma
Age-adjusted IPI risk group
High-intermediate risk
High risk
B-symptoms at diagnosis — no. (%)
Stage IV disease at diagnosis = no. (%)

50 years
26-65

19 (68%)
9 (32%)

11 (39%)
10 (36%)
7 (25%)

18 (64%)
10 (36%)
21 (75%)
14 (50%)

N=3 ALK +

43 years
34-61

6 (50%)
6 (50%)

9 (75%)
3 (25%)
0 (0%)

8 (67%)
9 (75%)

Al-Mansour et al, Leukemia & Lymphoma 2019

Progression-free Surviwval %

Figure 4. Overall survival estimates.
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Autologous Transplantation for PTCL

* Overall results- 3-5 yr PFS 36-44% in prospective phase 2 studies
* Isitreally better than historical controls without ASCT (no RCT, only™~ 30% make it to ASCT)??
* Bestresults in:
* Younger pts, lower IPI
e ALK- ALCL, ?AITL, Chemosensitive -CR1, Genetic Subtypes-DUSP227?
* Poorer results in:
* Older pts, higher IPI
* Less chemosensitive disease , PTCL-NOS, Genetic Subtypes-P53, CDKN2A?

Does getting an ASCT in CR1 really confer a better prognosis ??

Likely a a surrogate for more favorable characteristics?



Role of stem cell transplant in CD30+ PTCL following frontline
brentuximab vedotin plus CHP or CHOP in ECHELON-2

5y Update

| BvcHP | CHOP

ALCL (n=316) 75.8% 68.7%
AITL (n=54) 62.5% 67.8%
PTCL-NOS (n=72) 46.2% 35.9%
ALK-ALCL and non-sALCL A+CHP arm
n=177
1
v v
ALK-ALCL Non-sALCL
n=113 ; { n=64
ITT - Yes ITT - Yes
1 All: n=50 (44%) All: n=32 (50%) 1
Asia: 2/15 (13%) Asia: 5/17 (29%)
EOT CR MNon-Asia: 48/98 (49%) MNon-Asia: 27/47 (57%) EOT CR
n=76 (67%) n=38 (59%)
] |
v v v v
Consolidative SCT No consolidative SCT Consolidative SCT No consolidative SCT
n=27 (36%) n=49 (649%) n=11 (29%) n=27 (7100)

ALCL = anaplastic large cell lymphoma; ALK = anaplastic lymphoma kinase; CR = complete response; EOT = end of treatment;
ITT = intention to transplant; sALCL = systemic ALCL; SCT = stem cell transplant

19% patients underwent a consolidative
autologous transplant in CR

1.0+ Consolidative SCT Flag Event Total
—_— N 37 76
------- Y 9 38
09 + Censor
0.8
0.7 e mmmmmm L aLLLT =
i
o 0.6
-
3
205
H
3
004+
o
0.3
—
0.2
0.1
0.0
1 T T 1 T T T 1 1 1 T T
0 6 12 18 24 30 36 42 48 54 60 66
Time (Months) from Randomization
n-at-Risk
N 76 70 58 46 36 29 25 13 9 2 1 0
Y 38 37 32 31 25 17 13 8 5 3 0

Horwitz Lancet 2019
Savage et al, Blood Advances 2022

Numerical PFS estimates favor the use of consolidative SCT in

patients with PCTL in a CR at EOT after frontline BV+CHP.




ECHELON-2 : Autologous Transplantation after BV+CHP in CD30+ PTCL in CR1
Are there differences in the ASCT vs Non-ASCT groups?

ALK-sALCL Non—sALCL

N=76 N=38

SCT No SCT SCT No SCT

(n=27) (n=49) (n=11) (n=27)
Male, n (%) 16 (59) 24 (49) 6 (55) 15 (56)
Age in years, median (range) 50 (18-68) 59 (20-85) 57 (35-73) 66 (49,77)
IPI score, n (%)
0-1 11 (41) 21 (43) 2 (18) 4 (15)
2-3 12 (44) 25 (51) 7 (64) 21 (78)
4-5 4 (15) 3(6) 2 (18) 2(7)
Stage III/IV, n (%) 22 (82) 31 (63) 11 (100) 23 (85)

Rates of ASCT were 36% of ALK-ALCL and 29% in non-ALCL

Patients receiving ASCT were younger and more likely to have advanced stage

No clear difference in IPI?
Savage, K. et al Blood Adv 2022



ECHELON-2 Autologous Transplantation after CHOP in CD30+ PTCL in CR1
Are there differences in the ASCT vs Non-ASCT groups

ALK-sALCL Non-sALCL Combined
N=53 N=44 N=97
SCT No SCT SCT No SCT SCT No SCT
(n=13) (n=40) (n=16) (n=28) (n=29) (n=68)
Estimated 58.6 62.7 73.7 42.9 67.2 54.1
PFS at 3 (26.7-80.6) (45.2-76.0) (44.1-89.2) (24.6-60.0) (46.3-81.5) (41.2-65.3)
years, %
(95% CI)
Estimated 58.6 55.7 43.0 42.9 48.9 50.9
PFS at 5 (26.7-80.6) (35.2-72.1) (8.8-74.6) (24.6-60.0) (21.6-71.6) (37.4-62.9)
years, %
(95% CI)
Univariate, 0.67 (0.24-1.89) 0.57 (0.22-1.47) 0.63 (0.32-1.24)
HR (95% CI)
Post CHOP

* No real difference in ALK- ALCL with ASCT or no ASCT

* Numerical difference at 3 years but not 5 years in non-ALCL with ASCT or no ASCT
Savage, K. et al Blood Adv 2022



Phase I: BV + CHP-BV, BV- CHOP-BV : Schema

Pretreatment Study Treatment End of Treatment
(Up to 28 days) (21-day cycles) (~30 days after last dose
of study drug)

Sequential treatment ) )
r Brentuximab vedotin (2 cycles)

Screening M Baseline/ L CHOP (6 cycles) Brentuximab vedotin 4 End of t'rgatment
enrollment (8 cycles) visit
Combination treatment
— DLT evaluation (6 patients - 1 cycle)
- Baseline/ // BV+CHP Brentuximab vedotin End of treatment
Screening = = .
enrollment (6 cycles) (10 cycles) visit

Cyce{ 1 H2H3Ha4aHsHe6H7H8H9 H10H11 H12H13H14 {15 H 16 |

Fanale et al JCO 2014

Slide Courtesy Dr Horwitz




BV + CHP-BV; 5 Year PFS, OS (no transplant)

ALCL; N (%) Other; N (%) Total; N (%)
ORR 19 (100) 7 (100) 26 (100)
CR 16 (84) 7 (100) 23 (88)
PR 3 (16) - 3 (12)
C D
100 - PFS 100 -+ —Y— OS
S 90+ [ 90 -
3 by - oo —o
S 80 - o 80 L e
zv I'—H_ = £
> =
g ] E g
% 50 4 L - @ = DT “g 50 4
D [<5)
T 40 & 40
S 30- _ 8 30 -
o Median 95% ClI 5 Median 95% ClI
£ 201 No. Events (Months) (Months) o 20 - No. Events (Months) (Months)
% 10 4 —e— ALCL 19 10 346 11.7 to NE 10 4 —o— ALCIL 19 4 = NE to NE
o 5. —e— non-ALCL 7 2 = 7.0to NE —e— non-ALCL 7 1 — 7.0to NE
0O 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 » B & B 12 16 20 28 28 52 98 40 44 A48 B2 58 60 B4 BB
Time (months) Time (months)

Fanale et al Blood 2018 Slide Courtesy Dr Horwitz



Autologous Transplantation after BV+CHP in CD30+ PTCL

Phase 1

100- ) 100 -

— Echelon 2 S 90

T ¢ = BV-CHP

: g so-

@ 70 2 70 -

L s o Y R Consolidative SCT i R S -

- e . AL = O 60 —

L 50 4 T | L] P (<b]

‘|: 404 . . o -S 50 o

-g No Consolidative SCT ‘S ©

B 0 @ E 40 -+

e Median p=2]

2 201 N Events (Months)  HR (95% Cl) *‘2‘ 30 -

~ 104 ConsolidativeSCT 38 10 - No. Events Median 95% CI

Q. o| NoConsoliatiesCT 76 35 sses 0 O7.077 S 20:= (Months) (Months)

1 P<5)
0 6 12 18 2% 20 3% 2 48 54 80 66 7 78 84 a- 10 4 2% 12 12.3 to NE
Time (Months l = ;

Risk (Events) ( ) O T 1 1 1 1 T 1 1 T 1 1 T 1 T T 1 T 1
iolidative SCT 38(0) 3B(0) 334) B4 29(6) 24(8) 2007) 1717 10(8) 79 59 310 1(10) 1(10) 0{10)
gﬂlsghI;:ﬁVQSCT 76(0) T0(5) 5117) 45(26) 38(28) 34(29) 28(32) 23(34) 17(34) 12(34) 7(35) 4(35) 2(35) 1(35) 0(35) 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68

Time (months)
 Median PFS at 5 years with BV-CHP

* Echelon 2-CR1
e BV-CHP-ASCT is just above BV-CHP without ASCT
 BV-CHP phase 1 without ASCT-just above 50%

* |sthere areal difference?

Slide Courtesy Dr Horwitz Savage et al Blood Adv 2022; Fanale et al ; Blood 2018



Autologous Transplantation after BV+CHP in CD30+ PTCL

« ECHELON2 was not designed to statistically evaluate the question of consolidative
transplant

* Lack or randomization with regard to ASCT in ECHELON-2 (as with other studies) leaves
open the question as to whether ASCT in CR1

e Data is imperfect and is best hypothesis generating



History a great teacher

Aggressive B cell NHL: Consolidation with ASCT

* Was considered a
“standard” of care in DLBCL
for patients with high-risk
disease

* Widely adopted based on
prospective phase 2 data and
retrospective data

UNTIL

e RCT showed no benefit!!

R-CHOEP vs R-MegaCHOEP: (DSHNHL) Final Results
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PRD and VCR doses are absolute, all * Rituximab ( 6 x 375 mg/im?)

EFS According to Treatment Arm

05 According to Treatment Arm

Median observation time 43 months
69.5%
61.4%
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Schmitz N et al. Blood 2010




What defines a ‘standard’ of care?

Based on current data it is
spremature to adopt ASCT in
remission as standard of care




HEALTHYPLACE.COM

Dr Pro and | actually agree!!

* Need trials comparing front-line
therapy to transplant

Current Oncology Reports (2020) 22: 44
https://doi.org/10.1007/511912-020-00902-1

LYMPHOMAS (MR SMITH, SECTION EDITOR)

Therapy of Peripheral T Cell Lymphoma: Focus on Nodal Subtypes

Pamela B. Allen’ - Barbara Pro?

Published online: 16 April 2020
© Springer Science+Business Media, LLC, part of Springer Nature 2020

The role of transplant as part of the frontline strategy in
PTCL continues to be a topic of debate due to lack of
randomized data and conflicting results from retrospective
and prospective analyses.

Its role following brentuximab-based therapy is less clear
given the limited data from the ECHELON-2 trial

At this time, there is insufficient evidence to broadly
support allogeneic transplant as part of the frontline
strategy, however, reduced toxicity of allogeneic SCT with
recent advances, may alter the risk to benefit ratio




TRANSCRIPT — LYSA Design

Design Stem cell harvest
PD/SD Lugano 2014
Salvage therapy| ¥
Arm B SD/PD/PR Lugano 2014 ”
. Salvage therapy g 3
& S o
- = % 8& FUperiod
o o CR ==z —
c 2 s 2
S g Lugano 2014 w o
[ ©
P 5 & B
< £ 88 o
c
Stratification : (@] _g CR S 0w perio
*  IPI(0-1-2 vs 3-4-5) 2 < ® e
*  FEtoposide use (Planned/ Not o "% Lugano 2014 = El
planned) 8_ R
= 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

+ o - =

Abbreviations : scr, screening; rando, randomization; CR, complete response; PR, partial response; 5D, stable disease; PD, progressive disease; ASCT,
autologous stem cell transplant; FU, follow-up.
Each cycle of chemotherapy (CHOP, 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)

Sample size: 204 (102 in each arm) with assumptions: 2-sided a risk of 5%; power: 80%
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Review

Controversies in the Front-Line Treatment of Systemic
Peripheral T Cell Lymphomas

Marc Sorigue '+ and Outi Kuittinen 2-3-4

* Even if the evidence was mostly favorable, substantial caution would be warranted

* This is because not all data that physicians use—sometimes subconsciously—in

clinical practice are captured by standard variables and uncaptured data cannot be
adjusted for

* Thisis liable to be particularly relevant when analyzing SCT
* high intensity of the procedure, only the fittest patients will be recommended

* numerous considerations (medical, social, socioeconomic) are also included in the evaluation of
whether to recommend the procedure or not

* The lack of randomized data proving the benefit of autologous SCT in CR1 is
particularly concerning because a growing number of experts and guidelines
recommend this strategy without a solid evidence basis, and such evidence will not

be obtained if it becomes the standard of care on the basis of a (questionable) lack
of equipoise
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Prognostic significance of FDG-PET/CT in determining upfront
autologous stem cell transplantation for the treatment of PTCL
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