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Presentation Outline

* Focus on Follicular and Mantle Cell Lymphoma
— Similar progress in MZL, WM/LPL, CLL/SLL

* Follicular lymphoma
— Low-tumor burden disease: RESORT Trial
— Chemo-free: RELEVANCE Trial

* Mantle cell lymphoma:

— |s front-line AutoSCT consolidation still needed?
— Chemo-free: SYMPATICO Trial



FL Initial Therapy: 2024

« Watch/Wait patients
- Low tumor burden (GELF criteria*), asymptomatic

e Low tumor burden, symptomatic or patient desires Rx
- Rituximab x 4 doses, no maintenance (RESORT Trial, update, Kahl et al JCO 2024)

e High tumor burden
- R-chemo - R maintenance X 2 y (PRIMA Trial)
- Lenalidomide/Rituximab (RELEVANCE Trial)

*No B or systemic symptoms; <3 nodal areas >3cm; no nodal mass >7cm; no splenomegaly; no organ
compression/compromise; no cytopenias; no effusions; normal LDH and B2M (Brice et al, JCO 1997)
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E4402 (RESORT) Schema (ASH 2021)

R Rituximab
A > Maintenance*
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*Continue until treatment failure
- No response to re-treatment or PD within 6 months of R

- Initiation of cytotoxic therapy or inability to complete planned R therapy

€ American Society of Hematology




RESORT: Freedom from First Cytotoxic Therapy (ASH 2021)
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RESORT LTFU: Conclusions (asH 2021: Kahi et al, JCO 2024)

 Time to treatment failure outcomes unchanged with LTFU

* MR benefit for time to first cytotoxic therapy increased over time
— ...but 63% of patient on RR strategy remained chemo-free at 7 years

* Duration of response favored MR
— ...but 30% of RR patients remained in 15t remission at 10 years

* No long term safety signals with prolonged MR (2" CA, Ig levels)
* No OS benefit for MR
e 4xless drug utilized with the RR strategy

* Arituximab retreatment strategy remains our recommendation

DRIVE Rank Score: 1-2 (incomplete information on minority groups)

‘.9 American Society of Hematology



Advanced-Stage Follicular Lymphoma: RELEVANCE Study
Rituximab and Lenalidomide vs. R-Chemotherapy

R2 }—)[ RZ Maintenance ]

. \[ R+ Chemo 1—) [Rituximab Maintenance}

“* R + chemo: Investigator’s choice of R-CHOP, R-CVP, BR

* Lenalidomide 20 mg for 6 cycles, then 10 mg if CR

¢+ Study group of Adult Lymphoma (GELA) + North
American Multicenter Cooperative group

Morschhauser et al, NEJM 2018



Six-Year Results From RELEVANCE: Untreated Advanced Follicular Lymphoma

e Patients were randomized to R2 (513 patients) vs R-CHOP (372), R-
Bendamustine (117), or R-CVP (28)

— All patients received Rituximab maintenance x 2 years
* No differences in treatment response at the time of relapse
* No differences in overall survival

* Conclusion: R2 showed comparable efficacy and safety versus R-
chemo and provides an acceptable chemo-free alternative

Morschhauser et al, JCO 2022
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Mantle Cell Lymphoma



MCL Initial Therapy: 2024

« Watch/Wait patients
- Indolent, CLL-like subtype, or low tumor burden, asymptomatic (15-20% of pts)

e Older, less fit patients
- Bendamustine/Rituximab, Lenalidomide/Rituximab
- Utilize BTKi in TP53 deleted/mutated pts

e Younger, medically fit patients
- R-Benda-based regimen +/- AraC and/or Acalabrutinib (Ecoc 4181; results pending)

- Rituximab plus high-dose cytarabine-based regimen - Auto SCT->
Maintenance R (LeGouill et al, NEJM 2017; Sarkozy et al, JCO 2023)

- Is ASCT needed if MRD negative after induction therapy? (coc 4151)
- Is ASCT needed if BTKi included in front-line therapy? (TRIANGLE, ASH 2022)



LyMa trial: ASCT +/- Rituximab maintenance in MCL (LeGouil et al, NEIM 2017)

OBSERVATION

W1 W4 W7 W10

Y
HAF M L PR-BEAM

If < VGPR lTlf >VGPR RITUXIMAB MAINTENANCE

every 2 months during 3 years
| R-CHOP

R-DHAP: Rituximab 375mg/m2; aracytine 2g/m2 x2 IV 3 hours injection 12hours interval;
dexamethasone 40mg d1-4; Cisplatin 100mg/m2 d1 (or oxaliplatin or carboplatin)

R-BEAM: Rituximab 500mg/m2 d-8; BCNU 300mg/m2 d-7; Etoposide 400mg/m2/d d-6
to -3; aracytine 400mg/m2/d d-6 to d-3; melphalan 140mg/m2 d-2




LyMa trial: ASCT +/- Rituximab maintenance in MCL: Long-term Follow-Up
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LyMa trial: ASCT +/- Rituximab maintenance in MCL: Long-term Follow-Up
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EA4151/BMT-CTN 1601- Schema
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K L I N I K U M MEDIZINISCHE KLINIK UND POLIKLINIK IIT

" ASH 2022: Plenary Session, Abstract #1(slides courtesy of M. Dreyling)

TRIANGLE:

AUTOLOGOUS TRANSPLANTATION AFTER A
RITUXIMAB/IBRUTINIB/ARA-C CONTAINING INDUCTION
IN GENERALIZED MANTLE CELL LYMPHOMA —

A RANDOMIZED EUROPEAN MCL NETWORK TRIAL
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Front-line MCL, ASCT-eligible: TRIANGLE study

A:

3x R-CHOP/
3x R-DHAP

ASCT | Observation

3yrs R maintenance

ASCT |2 yrs I-maintenance | | Observation

3yrs R maintenance

- 2 yrs I-maintenance || Observation

3yrs R maintenance

Between 2016-2020, 870 patients randomized 1:1:1
R maintenance allowed per institutional guidelines (54-58% of pts received R maint)

Dreyling et al, ASH Plenary 2022, Abstract 1
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TRIANGLE: FFS and OS
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TRIANGLE: FFS Superiority of A+l vs. A by Ki-67 score and p53 expression

Ki-67: Low (<30%) p53: Low (<=50%)

= A A

T T ———a "
075 L 075

FFS probability
2
FFS probability
o
3

o
w
5

025
0.00 low 0.50(0-102) «—— 000 low 064(0-132) «—
o & figh 047(0-090) ———@— 6 72 5 higl 0.15(0-0.60) «—a—— P Er—
1ime (morins)
Number at risk .
Number at risk
180 148 144 131 107 8 55 3 18 9 1 o 0 ; ; ; .
Ad{ 174 184 188 13 M4 w1 72 45 ;138 2 1 0 ,‘j 47 :32 20 1588 66 49 @2 |5 0 0 0
As
6 & 12 18 24 80 3 42 48 84 60 6 72 17 129 119 105 85 68 % % 0= 33 ! 0
Time (months) 0 6§ 12 18 24 30 8 42 48 54 60 6 72
. . p53: High (>50%)
Ki-67: High (>=30%)
—— A = A+

- A Al

075

FFS probability

2 B
FFS probability

o o

2 @

]
I
5
o
&

0.00 000
5 5 2 18 24 8 3 42 48 = @ e 7 [} [ f2 18 24 30 3 42 48 54 60 66 72
Time (months) Time (months)
Number at risk Number at risk
7 61 55 48 3@ 2% 1B 12 4 0 0 [ o o2 15 1o 9 8 8 5 2 0 0 0 0 0
A 73 63 59 51 42 30 27 14 8 4 1 [ 0 j 23 21 19 18 14 12 9 5 3 1 0 0 0
[} & 12 18 24 4 38 42 48 84 €0 66 72 [} [] 12 18 24 30 3 42 48 54 60 66 72
Time (months) Time (months)

A arm: R-CHOP/R-DHAP+ASCT; A+I arm: IR-CHOP/R-DHAP+ASCT+I

KLINIKUM

23



@ TRIANGLE: Grade 3-5 AEs (including maintenance and follow-up) KLINIKUM
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Dreyling et al, Abs. 1, ASH Plenary 2022
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Do preliminary results from TRIANGLE change practice?

* Follow up is relatively short (median 31 mo)

* Awaiting full publication of TRIANGLE results (in press, Lancet 2024)

* Higher cytopenic and infectious complications during Ibrutinib maintenance
— Did this differ in the ~50% of patients also receiving concurrent R maintenance?

* lbrutinib withdrawn from U.S. market for MCL (April 2023)
— Will a 2" gen BTK-i be covered 1L for this indication? (NCCN 2023 includes TRIANGLE 15 line)
— How to pair BTK-i with other induction regimens (RCHOP/RHDAP not often used in U.S.)?

* EA4151 is asking a different question (i.e., benefit of auto SCT in MRD-neg patients)

— Anticipated to complete accrual in 2024
— Many centers still offering 1L auto-HCT and enrolling on EA4151

DRIVE Rank Score: Indeterminate, full publication pending

Modified from T Fenske; ECOG presentation, April 2023



SYMPATICO Trial: Mantle cell ymphoma
Ibrutinib/Venetoclax vs Ibr/Placebo

* BTKi is a standard of care for relapsed MCL
¢ |brutinib, acalabrutinib, zanubrutinib
* lbr/Ven combination is synergistic

* R/RMCL* 2 Ibr/Ven x 2 y vs Ibr/Placebo x 2 y
Ibr continued until progression or Rx intolerance

* CR and PFS significantly higher for Ibr/Ven vs
Ibr/Placebo (n=267)

* No unexpected toxicities with the combination

* Conclusion: Positive trial showing efficacy of
Ibr/Ven in R/R MCL

* Challenged by voluntary removal of Ibr for
the FDA’s MCL indication in 2023

¢ Emerging data may support the use of an
alternative BTKi plus Ven

DRIVE Rank Score: Indeterminate, pending
full publication

*A cohort of previously untreated pts was also
accrued, results not reported

Wang M, et al. ASH 2023: Late-breaking abstract-2

Figure. PFS per INV Assessment Using Global Censoring (primary endpoint)
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£ Ibr+Ven
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304 Ibr+Ven
204 (n=134)
Median PFS, mo 319 221
101/ HR (95% CI) 0.65 (0.47-0.88)
04 Log-rank P value 0.0052
T T T T T T T T T T T T
[o] 6 12 18 24 30 36 42 48 54 60 66
Time, mo
Patients at risk
lbr+Ven 134 107 91 80 69 63 56 53 34 15 1 o
Table. Primary and y Efficacy Endpoints
Ibr+Ven Ibr+Pbo HR (or rate ratio)
(n=134) | (n=133) (95% CI)* P value®
Median PFS by INV, mo
Global censoring® 31.9 22.1 0.65 (0.47-0.88) 0.0052
US FDA censoring? 42.6 22.1 0.60 (0.44-0.83) 0.0021
Median PFS by IRC, mo
Global censoring® 31.8 20.9 0.67 (0.49-0.91) 0.0108
US FDA censoring? 43.5 22.1 0.63 (0.45-0.87) 0.0057
Median TTNT, mo NR 354 0.60 (0.40-0.89) 0.0096
ORR, % 82 74 1.10 (0.97-1.25) 0.1279
CR rate, % 54 32 1.66 (1.24-2.22) 0.0004
Median duration of response, mo 421 27.6
Median duration of CR, mo NR 40.8
Median OS, mo (interim analysis) 44.9 38.6 0.85 (0.62-1.19) 0.3465

2HRs are reported for PFS, TTNT, and OS; rate ratios are reported for CR rate and ORR.

bP values were determined by stratified log-rank test for PFS, TTNT, and OS, and by stratified
Cochran-Mantel-Haenszel test for CR rate and ORR (stratification factors: prior lines of therapy
[1-2 vs 23] and TLS risk category [low vs increased risk]).
<Global censoring: pts without PD or death were censored at last follow-up without PFS event.
9US FDA censoring: pts without PD or death, with subsequent anticancer therapy, or with 2 or
more missed visits prior to the PFS event were censored at last follow-up without PFS event.



My thanks for your attention!
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