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Life expectancy and number of previous lines
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Patients relapsed after Auto transplant
Previous versus modern therapeutic era (HD-AraC, Benda, BTK-i etc)
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Relapsed setting

How | treat patients at first relapse

Difficult scenarios, tumor biology:

-TP53 mutations

-What to do when ibrutinib fails
-CAR T-cell therapy

-Still a role for allogeneic transplant?



Relapsed setting

How | treat patients at first relapse



Definition of early POD

Trend in the risk of death*

24 months
B First relapsed
5. or refractory
§ younger pts
Time-to-relapse, months Visco et al, BJH 2018

*linear regression model using restricted cubic splines to test the hypothesis that the relationship between time from MCL initial diagnosis
to POD and survival was not linear but could be usefully summarized by a linear relationship



Survival from first relapse/progression

POD-24
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PFS according to second line therapy
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P=0.11 between R-BAC and R-B; p=0.07 between ibrutinib and R-B;
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Visco et al, Leukemia 2020



lbrutinib: 1 Prior Line versus others (370 patients)
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Zanubrutinib for the treatment of relapsed or refractory mantle cell
lymphoma
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OS, early versus late POD

Ibrutinib
best choice
in early-POD
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Relapsed setting

Difficult scenarios, tumor biology:

-TP53 mutations

-What to do when ibrutinib fails
-CAR T-cell therapy

-Still a role for allogeneic transplant?



TP53 disruptions are poor prognostic biomarkers
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Ibrutinib plus Venetoclax for the Treatment
of Mantle-Cell Lymphoma
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Three Year Update of the Phase Il ABT-199 (Venetoclax) and Ibrutinib
in Mantle Cell Lymphoma (AIM) Study
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Sasanka M. Handunnetti, et al, ASH 2019



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

KTE-X19 CAR T-Cell Therapy in Relapsed
or Refractory Mantle-Cell Lymphoma

ZUMA-2 Patient Eligibility

Key Inclusion Criteria Key Exclusion Criteria

* R/R MCL defined as
- Disease progression after last regimen or
- Failure to exhibit a CR or PR to the last regimen
» 1 -5 Prior therapies that must have included

- An anthracycline- or bendamustine-containing
chemotherapy and

- Anti-CD20 monoclonal antibody therapy and
- Ibrutinib or acalabrutinib

* >1 Measurable lesion
* Age > 18 years
* ECOGofOorl

* Adequate bone marrow, renal, hepatic, pulmonary,
and cardiac function

* ALC 2 100/pL

Prior allogeneic SCT

Prior CD19-targeted therapy
Prior CAR T cell therapy
Clinically significant infection

History of or current CNS involvement by MCL or
other CNS disorders

Wang M et al, NEJM 2020



Progression-Free Survival and Overall Survival i

* Median PFS and median OS were not reached after a median follow-up of 12.3 months
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Wang M et al, NEJM 2020




Post-BTKiI OQutcome
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Comment on Martin et al, page 1559

Range, %,
Characteristics Number or 95% CI
All 114
Median Age 68y 46-85
Median prior systemic therapies 3 0-10

Response rates 29-32%
Few patients surviving beyond one year

Ibrutinib: a force with a dark side?

Martin P et al, Blood 2016
Smith MR, Blood 2016
Wang M et al, ASH 2017



Options in BTK-i relapsed/refractoriness

R-BAC

ORR 83% (CR 60%), median PFS 9.3 months, 1/3 bridged to allo-SCT

Venetoclax
ORR 53% (CR 18%), median time to response 48 days, median PFS 3.2 months

Car-T

Relapsed or refractory status with BTK inhibitor
Refractory to BTK inhibitor therapy 38 35
Relapse during or after BTK inhibitor therapy 19 19

—a—i 92 (79-98)
———e 100 (82-100)

Pirtobrutinib

ORR 52% in 52 BTK-treated (of 30 BTK-refractory, ORR 50% with promising
durability, but 6 months median f/u)

I i1fi McCullock et al, BJH 2019
B IS peCIfI CS (C DZO-C D 3) E;reuetogl, I?Iazmatologica 2019
ORR in the range of 70%, update at ASH Wang et al, NEJM 2020
Mato et al, Lancet 2021



POD24 and Car-T cell therapy
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Without POD24 32 29 25 24 23 22 19 12 7 7 7 7 6 6 6 3 1 1 0

* After a median of 17.5 months of follow-up, KTE-X19 provided
a high CR rate in patients with and without POD24, with

median DOR and OS not reached in either group

- Median PFS appeared to be shorter among patients with

POD24, compared with those without POD24

* Patients with POD24 appeared to have lower CAR T-cell

expansion than those without POD24

* Earlier intervention with CD19-directed CAR T-cell therapy may
benefit patients with MCL with known high-risk factors'

Wang M et al, ASCO 2021



Survival from time of relapse/progression
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Allo-transplanted patients

Visco, BJH 2018



Cumulative incidence of death for PD or other causes
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Better outcome if
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<2 prior lines,
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Follow-up, months

8% vs 23% Arcari A et al, Leuk Lymph 2021
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Conclusions
- At first relapse use BTKi if early-POD or refractory

- Time to first relapse relevant all-life-long

- TP53 still an unmet need, as BTKi failure
- Expecting solid CarT-cells data on both aspects

- Possible residual role of Allo-SCT in younger patients
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