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Measuring MRD at end of treatment
for patients with CLL treated with
fixed duration venetoclax-based
regimens Is standard



What I’'m not Debating

* UMRD should be the treatment goal in all patients
* All patients should have routine MRD testing
* MRD testing can be used to tailor treatment duration



Measurable Residual Disease: Nomenclature

iwCLL defintion 1 0-4 MRD4
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Wierda et al, Leuk 2021



Measurable Residual Disease Testing Modalities
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IHC: Immunohistochemistry; ddPCR: droplet digital polymerase chain reaction [PCR]; NGS Next-generation sequencing; ASO-IGH PCR: allele-
specific oligonucleotide immunoglobulin heavy locus PCR
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Current Treatment Paradigms for CLL

CLL Treatment

Continous Therapy Fixed Duration




Where has MRD testing been
used?



Prognostic markers in CLL: IGHV mutation
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Long-term Follow Up: uMRD Patients with FCR
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IGHV-M MRD-neg 34 31 26 20 9 0
IGHV-M MRD-pos 35 23 14 8 6 0
IGHV-UM MRD-neg 36 27 9 5 2 0
IGHV-UM MRD-pos 72 23 4 2 1 0
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What Role Does MRD Play in the Era of Targeted
Agents?
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CLL14: uMRD with Fixed Duration Regimens:

Venetoclax-Obinutuzumab
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5-year uMRD rate: 7.9%

0 12 24 36 48 60 72 84
O Withdrew Time to Event [PFS] from Last Treatment Exposure (months)

MRD <106 | 90 86 79 73 63 38 4 0

MRD > 106 and < 105 | 56 53 50 40 33 26 2 0

MRD =105 and <10* | 23 22 20 17 14 8 2 0

MRD 2 10* | 23 14 11 8 7 5 1 0

Al-Sawaf et al. Nat Comm, 2023
Al-Sawaf et al, Hemasphere (abst), 2023



CLL14: uMRD Prognostic of Overall Survival
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MRD < 10* | 169 163 157 152 143 131 32
MRD = 10* | 23 19 19 16 14 13 2

Patients with uMRD have

longer overall survival with
venetoclax-obinutuzumab
treatment
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MURANO: uMRD Associated with Improved
PFS

Landmark PFS
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CAPTIVATE: Improved PFS with uMRD at

3 Months Post Treatment
Landmark PFS 48 months: 90% uMRD vs 66% detectable MRD
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CLL13: uMRD leads to improved PFS
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uMRD at End of Treatment is Associated with PFS
and (OS) with Fixed Duration Venetoclax-Based
Therapy

* CLL14
* PFS/OS benefit if uMRD 3 months from end of treatment (MRD4 by ASO-PCR)

* MURANO
* PFS benefitif uMRD at end of treatment (MRD4, ASO-PCR and flow cytometry)

 CAPTIVATE FD

* PFS benefitif uMRD 3 months from end of treatment (MRD4, 8 color flow
cytometry)

* CLL13

* Improved PFS if uMRD at month 15 in obinutuzumab-venetoclax arms (MRD4, 4
color flow cytometry and ASO-PCR)



Measurable Disease

Factors Confounding "ldeal" U-MRD Target
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Patients With uMRD (%)

GLOW: uMRD Status Not Associated with
12- month PFS
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No. at risk:
MRD > 10, ibrutinib + venetoclax 30 30 29 28 24 14
MRD < 10'4, ibrutinib + venetoclax 55 54 54 52 46 25
Ibrutinib + Chlorambucil + Ibrutinib + Chlorambucil + MRD > 10, chlorambucil + obinutuzumab 63 63 62 36 33 27
Venetoclax Obinutuzumab Venetoclax Obinutuzumab 4 . 2
(N = 106) (N = 105) N = 106) N = 105) MRD < 107, chlorambucil + obinutuzumab 18 18 18 14 13 10
—e— MRD > 10, ibrutinib + venetoclax - ®- MRD < 10”, ibrutinib + venetoclax

—A— MRD > 10, chlorambucil + obinutuzumab == MRD < 10™, chlorambucil + obinutuzumab

No significant difference in PFS based on uMRD status for patients
treated with ibrutinib-venetoclax

Munir et al JCO, 2023



GLOW: PFS by MRD and IGHV status for Ibr+Ven

Ibr+Ven Progression-Free Survival
Landmark Analysis From End of Treatmenta
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« With Ibr+Ven, achieving uMRD at EOT+3 is
more critical for long-term PFS benefit in
ulGHV versus mIGHV

« Estimated PFS rates at 42 months
post treatment:

— mIGHV CLL:

= 91% for patients with uMRD at EOT+3

= 92% for patients with MRD = 104 at EOT+3
— ulGHV CLL:

= 78% for patients with uMRD at EOT+3

= 50% for patients with MRD = 104 at EOT+3

Presented by George Follows at the 65th ASH Annual Meeting and Exposition; December 9-12, 2023; San Diego, CA, USA



What are the Key Questions for MRD Testing?

Standardization of testing recommendations
— Modality
— Flow cytometry, NGS based testing?
— Optimal depth of response
— MRD4? MRD5? MRD67?
— Optimal compartment
— PB, BM, both
Frequency of MRD monitoring

MRD-adapted therapy

No utility in continuous regimens



Despite these Caveats: uMRD at End of Treatment
Is Associated with PFS and (OS) Benefits with
Fixed Duration Venetoclax Based Therapy

* CLL14

* PFS/0OS benefit if uMRD 3 months from end of treatment (MRD4 by ASO-
PCR)

* MURANO

* PFS benefit if uMRD 3 months from end of treatment (MRD4, ASO-PCR
and flow cytometry)

* CAPTIVATE FD
* PFS benefit (MRD4, 8 color flow cytometry)

* CLL13

* Improved PFS if uMRD in obinutuzumab-venetoclax arms (MRD4, 4 color
flow cytometry and ASO-PCR)



So if uUMRD at EOT is Prognostic
with Fixed duration Venetoclax
Treatment



And prognostic tests like IGHV
mutation and FISH are Standard
of Care in CLL treatment



MRD testing at end of treatment is
the standard for patients on fixed
duration venetoclax-based regimens
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