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CD19 CAR-T in RT: retrospective data suggest limited benefit
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« 69 patients with median 4 prior lines of therapy
* ORR 63%, CR 46%, median PFS 4.7 mo., median DOR 27.6 mo

« Grade 3+ CRS and ICANS in 16% and 37%, respectively
27 Kittai et al., J Clin Oncol, 2024




Bispecific Antibodies: Epcoritamab
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RT2 Randomized Trial:

Histology

confirmed,
1LRT

(courtesy of O. Al-Sawaf)

Epco + Pirto vs. R-CHOP
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Follow-up / Maintenance

Primary endpoint:
PFs3

Median PFS assumptions:
Arm A: 4 months
Arm B: 7 months

HR 0.571

Sample size
58 pts per arm (116 total)

Accrual time
33 months (3.5/mo)

! fit pts receive R-CHOP, unfit pts R-mini-CHOP
2 if PD: Cross-over

3 PFS event: PD, death

41 cycle a 21 days

54 cycle a 28 days

#.4 Radiation at end of (combination)
®  treatment if residual PET-positive lesions



Bispecific Antibodies: Glofitamab

11 patients with RT treated with Glofitamab Monotherapy?

Durability of response

In RT:

ORR: 64% (7/11)

CR rate: 46% (5/11)

4 of 5 patients who achieved CR
with ongoing response > 33 months
Median time to CR: 2.5 months
CRS: 73% (n=1 each Gr3, Gr4)

Carlo-Stella et al., ICML 2023

Glofitamab dose (mg)
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Bispecific Antibodies: Glofitamab

Ph2, Multicenter IIT:
Glofitamab in RT
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*enrollment to the pirtobrutinib combination
arm will begin after 10 patients are first
enrolled to the polatuzumab combination arm

Total




Selected ongoing clinical trials for Richter transformation

Mono- Small-Molecule Inhibitors Immunotherapy
CIT clonal

5 pus s BTKi BCL2i PI3Ki Immune Checkpoint Blockade | CAR-T ADC
Combination Regimen Ab

Anti- Anti- Anti- Anti-

R-EPOCH | R-CHOP OBIN IBR ACALA ZANU PIRTO VEN DUV COPA PD-1 PD-L1 CTLA-4 cD19
IBR + NIVO

NCT02329847,

NCT02420912

IBR + NIVO + IPI
NCT04781855

POLA

IBR + NIVO + Liso-Cel
NCT05672173

ACALA + R-CHOP
NCT03899337

ACALA + VEN + DURVA
NCT05388006

ZANU + TISLE
NCT04271956

PIRTO + VEN + OBIN N
NCT05536349

VEN + R-EPOCH/
VEN + R-CHOP
NCT03054896
VEN + OBIN + ATEZO
NCT02846623,
NCT04082897

VEN + DUV
NCT03534323

COPA + NIVO
NCT03884998

POLA + R-EPOCH
NCT04679012

Ryan CE and Davids MS, ASCO Ed Book, 2023




Summary of algorithm for RT treatment in 2026

DIAGNOSTIC WORK-UP
PET-CT scan
* Biopsy of most FDG-avid lymph node
Expert hematopathology review

CLINICAL SUSPICION
* Rapidly enlarging lymph node

* New fevers, night sweats,
unintentional weight loss

* New persistent LDH elevation

Clinical Trial
Available?

[ | [

&

Off-label therapy:
* BTKi + anti-PD1

R-CHOP/

R-EPOCH
(can consider adding
venetoclax)

* Pirtobrutinib
* anti-CD19 CAR-T

v
[ Response Assessment ]

|
If in CR, alloHCT
Clinical Trial
Available?

S NO

v

YE
alloHCT If venetoclax or BTKi as ai
nical Trial
Note: if confirmed clonally part of immediately | I

unrelated RT, consider preceding therapy, can

deferring alloHCT and consider continuing as

proceed to surveillance monotherapy,
otherwise proceed to
surveillance

Ryan CE and Davids MS, ASCO Ed Book, 2023



Toward a Consensus on Richter Transformation

International Consensus Statement on Diagnosis,

Evaluation, and Research of Richter Transformation
of Chronic Lymphocytic Leukemia (CLL)

Context of Research Aim of This Study
M) Check for up Richter transformation (RT) remains a rare entity and is We convened a group of 29 international experts on RT to

associated with dismal outcomes. There is no consensus establish consensus recommendations on the diagnosis,
on the study or management of RT currently published. evaluation, and research of RT.

Recommendations

Special Report

Diagnosis/ ;k * We strpngly recommend attgining an excisional biopsy on the most metabolically active,
Prognosis (o accessible lymph node for diagnosis
p %  Current standard of care treatment with RCHOP-like regimens has poor efficacy

Internatlonal consensus statement on dlagn()SlS, Prognostication/ P~ * Clonality should be determined by comparing IG gene rearrangements from the RT
1 a0 1 < 1 . i tissue and the CLL cells

evaluatlon’ and I esearCh Of RIChter tranSformatlon' G k * We recommend using a pretreatment PET-CT to establish the extent of the disease

the ERIC recommendations

Adam S. Kittai, “* Monia Marchetti,“* Othman Al-Sawaf,” Ohad Ben]amnm,: Alexey V. Danilov,” Matthew S. Davids,” Barbara Eichhorst,
Toby A. Eyre,” Anna Mana Frustaci,” Michael Hallek,” Paul J. Hampel,' Yair Herishanu, ' Rodney J. Hicks, © Amon P. Kater,'
Rebecca L. ng,‘ * Jose . Martin-Subero, ™" Carolyn Owen, " Erin Parry,” Maurilio Ponzoni,'®'? Davide Rossi,’ Tanya Siddiqi,”

Clinical Trial

o If at all possible, patients with RT should be treated in clinical trials
Recommendations B

® Response of RT and CLL should be objectively assessed and reported based on both
Lugano criteria as well as iwCLL guidelines

Stephan Stilgenbauer,”” Constantine S. Tam,” Elisa ten Hacken,” Philip A. Thompson,”*** William Wierda,”* Gianluca Gaidano,””
Jennifer A. Woyach,”"" and Paolo Ghia'?2%1

Conclusions: Given the poor outcomes associated with RT,
participation in clinical trials should be encouraged. Prospective
clinical studies along with the collection of primary :
longitudinal samples are needed to develop rational © blOOd
therapeutic strategies for this disease. Visual

Kittai et al. DOI: 10.1182/blood.2024028064 Abstract

Kittai et al., Blood, 2025
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 RTis rare, but carries a poor prognosis

* PET is not diagnostic, and specialized path confirmation critical

* Clonal relationship informs risk stratification

* Chemo has poorer outcomes than DLBCL, but allo HCT may confer long term survival

* Promising new treatment options are under investigation, including:

— Chemosensitization with ven
— PD-1 blockade in combination with BTKi
— Non-covalent BTKi combinations

— CAR-T, bispecific antibody combinations
* Active participation in clinical trials remains crucial
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