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 Spouse is employed by Caris Life Sciences 
 I may discuss approved agents in unapproved 

settings and unapproved agents in development. I will 
disclose when this is the case. 
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DLBCL in context
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Teras CA Cancer J Clin 2016 Nov 12;66(6):443-459

• DLBCL is the most 
common lymphoid cancer

• ~27K new/year in US
• Increases with age
• Occurs in all age groups

Goal of treatment is CURE



Heterogeneity of aggressive B-cell 
lymphomas 
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Slide adapted from Laurie Sehn



“Double hit lymphoma”: a diagnosis 
in evolution 
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Double hit 
lymphoma

MYC-R (proliferation)
+

BCL2-R 
(anti-apoptosis)

DHITsig+
gene expression profiling identifies tumors 

with BCL2 and MYC translocations 
detectable by whole-genome sequencing, 

but not by breakapart FISH 

Hilton Blood 2019 Oct 31;134(18):1528-1532
Alduaij Blood Volume 141, Issue 20, 18 May 2023, Pages 2493-2507



Biology of rel/ref DLBCL may differ 
based on time to relapse 
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Hilton J Clin Oncol 2023; 41:4164-4177



Rethinking biologic heterogeneity in 
DLBCL 
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Wright Cancer Cell 2020 Apr 13;37(4):551-568.e14



Monti Blood. 2005 Mar 1;105(5):1851-61; Alizadeh
Nature. 2000 Feb 3;403(6769):503-11

Putative targets may differ 
between GC and non-GC 

DLBCL

Cell-of-origin (COO) has not succeeded 
as a predictive tool in DLBCL

Majority of COO-
directed trials are 

NEGATIVE (PHOENIX, 
PYRAMID, ROBUST)



Revisiting the “negative” PHOENIX Trial: 
R-CHOP +/- ibrutinib

Sehn N Engl J Med. 2021 Mar 4;384(9):842-858; Wilson Cancer Cell. 2021 Dec 13;39(12):1643-1653.e3

Can we identify a more easily translatable biomarker for BTKi in 
DLBCL?



CD5sig+ DLBCLs exhibit a selective survival 
advantage with ibrutinib + R-CHOP

* adj. p < 0.05, ** ad. p < 0.01, 
*** ad. p < 0.001, **** ad. p < 
0.0001

Cooper J Clin Oncol 2023 Dec 11:JCO2301574.

• CD5 is a marker of B cell activation
• Enriched for non-GCB cell of origin
• Enriched for MYD88 and CD79B mutations
• Clear positive and negative IHC staining
• Ubiquitously expressed on BTKi-responsive cancers like CLL 

and MCL



LBCL Treatment



Major milestones in DLBCL Treatment 
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November 2017:
axi-cel is approved for 

3L+ DLBCL followed soon 
by tisa-cel and liso-cel



Major milestones in DLBCL Treatment 
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202120182017 2019 2022

Selinexor for 
RR DLBCL

Tafa-len for 
RR DLBCL

Axi-cel for 3L+ 
DLBCL

Tisa-cel for 3L+ 
DLBCL

Liso-cel for 3L+ DLBCL 
Lonca-T for RR DLBCLPola-BR for 

RR DLBCL

2020

Axi-cel and 
Liso-cel for 2L+ 

DLBCL 



Major milestones in DLBCL 
Treatment: 2023 Updates 
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JuneApril 

Epcoritamab-
bysb

Pola-RCHP
Glofitamab-

gxbm

May



POLARIX: a randomized double blind 
phase 3 trial 
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PRIMARY ENDPT: PFS
Med f/u 28.2m

Tilly N Engl J Med. 2022 Jan 27;386(4):351-363



POLARIX: primary endpoint was met
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No difference in overall survival

Will Pola R-CHP become the new 
standard of care for 1L DLBCL?  

Tilly N Engl J Med. 2022 Jan 27;386(4):351-363



POLARIX Subgroup Analysis
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Tilly N Engl J Med. 2022 Jan 27;386(4):351-363

Pola-RCHP better for 
• Older pts
• PS 0-1
• Non-bulky disease
• ABC subtype
• No DHL/THL



Pola-RCHP vs RCHOP by cell of origin 
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Morchauser ASH 2023, abstract 3000

Should cell-of-origin influence treatment selection in TN DLBCL? 



A new algorithm for rel/ref LBCL
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Slide courtesy of Michael Bishop

TIMING of relapse 
FITNESS of patient 



CD20xCD3 bispecific antibodies in 
DLBCL 

Castaneda-Puglianni. Drugs Context. 2021;10:2021. Bannerji. ASH 2020. Abstr 42. Budde. ASH 2018. Abstr 399. Hutchings. Lancet. 
2021;398:1157. Engelberts. eBioMedicine. 2020;52:102625. Hutchings. JCO. 2021;39:1959.

Clinicaloptions.com*

Plamotamab
(IV)
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Falchi Blood (2023) 141 (5): 467–480

Major themes: 
1. CRS is in first 

cycle (5h to 5d)
2. ICANS is less 

common



Subcutaneous epcoritamab in rel/ref 
DLBCL (phase I/II trial)
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Thieblemont Journal of Clinical Oncology 41, no. 12 (April 20, 2023) 2238-2247.

• ~76% refractory to at 
least 2 lines of 
treatment 

• ~40% with prior CAR-T
• 75% of prior CAR-T 

recipients progressed 
within 6 months 

DOR PFS

ORR 63%, CR 39%



Epcoritamab SC in aggressive B-cell 
lymphoma (med f/u 20m)
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Karimi ASCO 2023 abstr 7525



Glofitamab Study Design: phase II
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Dickinson December 15, 2022 N Engl J Med 2022; 387:2220-2231

Intravenous infusion 
Fixed duration (12 cycles)
Obinutuzumab pre-treatment



Glofitamab in rel/ref DLBCL (phase I/II 
trial) 
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• ~86% refractory to 
most recent therapy

• ~30% with prior CAR-T

• RESULTS:
• 39% CR
• DOR > 18m
• DOR for CR is not 

reached 

Dickinson December 15, 2022 N Engl J Med 2022; 387:2220-2231



Glofitamab
phase II 
(32m 
follow up)
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• Med PFS 31m
• CR matters 



Odronextamab: phase II trial in rel/ref 
DLBCL (ELM-2)
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Ayyapan ASH oral presentation Abstr #436 2023

• Med age 67y (range, 24-88)
• 24% > 75y
• Prior tx 2 (range, 2-8)
• 86% refractory to last line of treatment 



Odronextamab
PFS and OS 

29Ayyapan ASH oral presentation 
Abstr #436 2023



Can bispecifics be safely delivered in 
community settings? YES***

Educated multidisciplinary team
Educated patient
Tocilizumab on hand
24-7 access to care 
Caregiver, stay local, 
dexamethasone at home? 

30

Crombie, et al., Consensus Recommendations on the Management of Toxicity 
Associated with CD3xCD20 Bispecific Antibody Therapy (Blood, in press 2024)



CAR-T vs. Bispecifics vs. Other 
regimens in LBCL
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• Off the shelf
• Lower CRS

• Need for longer 
treatment 

• Requires 
manufacturing

• Higher CRS, ICANS
• “one and done” 

Bispecifics CAR-T

Other regimens:
• Unknown curative potential, 

often indefinite treatment
• Easily available 
• Examples: Tafa-len, Lonca-T, Pola-

BR (or pola-R), Selinexor 



Trials available via NCTN/NCORP in 
rel/ref LBCL
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S2114: post-CAR-T 
optimization 

S2207: RP2 in 
rel/ref LBCL

Rel/ref LBCL
• COO
• Rel vs. ref

Tafa-len + zanu

Tafa-len

Tafa-len + taz

www.clinicaltrials.gov



Mantle cell lymphoma
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SYMPATICO: RP3 ibr-ven vs. ibr-pbo x 
24mibr maintenance 
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No unexpected toxicity
No sig diff in OS (?trend)

ASH 2023;Abstract LBA-2 



Acalabrutinib monotherapy in rel/ref 
MCL (n=124)
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Pt Characteristics: 
Med age 68y 
37.1% bulky 
21% blastoid morphology
Ki67 > 50% in 25% of pts 

Le Gouill Haematologica 2024;109(1):343-50.

Results: 
ORR 81%
CR 47.6%
DoR 28m
Low risk and CR pts had 
the best outcomes 



BRUIN Phase I/II trial of pirtobrutinib
monotherapy (MCL cohort=166, with 14 naïve 
to prior BTKi)
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Cohen ASH 2023;Abstract 981. 



Pirtobrutinib
in rel/ref 
MCL 
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Med DoR 21m

ORR 49%

Cohen ASH 2023;Abstract 981. 



Advances in T-cell Lymphomas
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T-NHL: rare, heterogeneous, 
chemoresistant
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Hsi et al. Clin Lymph Myel Leukemia 2017

ALCL
- CD30 positive
- ALK+ or ALK-
- Large anaplastic 

cells

AITL/Nodal PTCL with 
TFH features/Follicular T-

cell lymphoma
- 2 of the following: 

BCL6, CD10, PD1, 
CXCL13, ICOS

PTCL NOS
- Grab bag 

term

Slide courtesy of Neha Mehta-Shah



Expected outcomes with PTCL: 
Swedish National Registry 
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Ellin F et al. Blood 2014;124:1570-1577

Most PTCL

ALK+ ALCL

Overall Survival Progression Free Survival

Most PTCL

ALK+ ALCL



Untreated PTCL 
- CD30 expression 
<10% by IHC (excludes 
ALCL)

- stratify for:
- TFH-PTCL/AITL
- CHOP/CHOEP 

backbone therapy
- CHOP: age >60
- CHOEP 

(age≤60) 

Duvelisib-CHO(E)P x 6 cycles 
(n=53)

- CHOP/CHOEP given 
standardly 

- With  GCSF support
- Duvelisib 25mg BID days 1-21

CHOP or CHOEP x 6 cycles 
(n=53)

R 
(1:1:1)

• Primary Objective: 
• To compare the PET CR rate of 

duvelisib or 5-azacitidine in 
combination with CHOP/CHOEP 
compared to CHOP/CHOEP 

• Primary Endpoint: 
• 25% difference PET CR rate 

• Correlative Studies: 
• Monitoring MRD 

• Alizadeh
• Gene Expression Profiling and 

Custom Capture Sequencing 
• Dave

• Patient Reported Outcomes
• Thanarajasingam

• PET/CT Evaluation 
• Schoder and Wright

CC-486-CHO(E)P x 6 cycles 
(n=53)

- CHOP/CHOEP given 
standardly 

- With  GCSF support
- CC486 300mg QD 

- Cycle -1: days -6 to 0 
- Cycles 1-5: days 8-21

Cycle =21 days



NCCN Guidelines for rel/ref T-NHL: 
laundry list of options 
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https://www.nccn.org/professionals/physician_gls/pdf/t-cell.pdf
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Horwitz SM, et al. ASH 2023 #302

Efficacy and Safety of Valemetostat Monotherapy in Patients With 
Relapsed or Refractory Peripheral T-Cell Lymphomas: Primary 
Results of the Phase 2 VALENTINE-PTCL01 Study

• EZH2 overexpression drives the development and progression of many types of cancer, 
including PTCL4 

• EZH2 mutations are rare in PTCL
• Valemetostat tosylate is a novel, potent, and selective dual inhibitor of EZH2 and EZH1

• Valemetostat prevents H3K27me3, thereby increasing the expression 
of genes silenced by H3K27me3, including genes associated with 
the regulation of cell proliferation and differentiation5

• Valemetostat monotherapy (200 mg/day) is                                                             
approved in Japan for R/R ATLL6,7

ATLL, adult T-cell leukemia/lymphoma; EZH, enhancer of zeste homolog; H3K27me3, tri-methylation of lysine 27 on histone H3 protein; NHL, non-Hodgkin lymphoma; OS, overall survival; PFS, progression-free 
survival; PRC2, polycomb repressive complex 2; PTCL, peripheral T-cell lymphoma; R/R, relapsed/refractory.
1. Vose J, et al. J Clin Oncol 2008;26:4124–4130. 2. Ling L, et al. Br J Haematol 2017;178:772–780. 3. Sibon D, et al. Cancers 2022;14:2332. 4. Herviou L, et al. Oncotarget 2016;7:2284–2296. 5. Yamagishi M, et al. 
Cell Rep 2019;29:2321–2337.e7. 6. EZHARMIA® (valemetostat tosilate). [package insert]. Tokyo, Japan: Daiichi Sankyo; 2022. 7. Izutsu K, et al. Blood 2023;141:1159–1168.
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Horwitz SM, et al. ASH 2023 #302

Progression-Free Survival and Overall Survival (n=133)

PFSa

Median 5.5 months (95% CI, 3.5–8.3)
(N = 119)

OS
Median 17 months (95% CI, 13.5 months to NE)

(N = 119)

+
Censored

At risk:

Median follow-up time 
11.3 months (95% CI, 11.1–13.8)
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At risk: 119 102 89 80 40 26 12 6 075 65 3

Median follow-up time
12.3 months (95% CI, 11.8–13.8)

Data cutoff: May 5, 2023.
a PFS evaluated by BICR CT-based assessment.

Valemetostat 200mg qd until intolerance or progression  
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Horwitz SM, et al. ASH 2023 #302

Responses were observed across all PTCL subtypes

35.7%
22.0% 22.2%

37.5% 31.6%

19.0%

9.8% 11.1%

12.5%
15.8%

AITL
(n = 42)

PTCL-NOS
(n = 41)

ALCL,
ALK+ or ALK-…

PTCL TFH
(n = 8)

Other
(n = 19)
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28.6%
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37.5% 31.6%

38.1%

22.0% 11.1%

12.5%
15.8%
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(n = 42)

PTCL-NOS
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ALCL,
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PTCL subtype

a

PET-CT-based assessment
(N = 119)

CT-based assessment
(N = 119)

Data cutoff: May 5, 2023.
a Other TCLs include 3 patients with FTL, 1 with PCGTL, 1 with CD8+ PCAECTCL, 1 with MEITL, and 13 with other eligible, but undetermined PTCL subtypes.

Clinical Response by PTCL Subtype 

TTR ~8 weeks 
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Horwitz SM, et al. ASH 2023 #302

VALENTINE PTCL01: valemetostat 200mg/d in rel/ref PTCL 

• Cytopenias were common, and were manageable with dose modifications and/or 
supportive therapies such as transfusions and G-CSF

− Thrombocytopenia was the most frequent any grade (49.6%) and grade ≥ 3 
(23.3%) TEAE

− The median time to first onset of platelet count < 50×109/L was 18 days from 
the first dose and the median time to recovery was 12 days

• 2 patients developed secondary AML and discontinued treatment

Data cutoff: May 5, 2023.
a TEAEs included that led to treatment interruption in ≥ 5% of patients. b Thrombocytopenia includes platelet count decrease. c Anemia includes hemoglobin decrease, and red blood cell count decrease.
d Neutropenia includes neutrophil count decrease.

AML, acute myeloid leukemia; G-CSF, granulocyte colony stimulating factor.
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3.8%
18.8%

23.3% TEAEs leading to dose modificationsa (N = 133)
Treatment 

discontinuation
Dose 

reduction
Dose 

interruption

Preferred term % % %

Any TEAE 9.8 15.8 49.6

Thrombocytopeniab 2.3 5.3 16.5

Anemiac 0 3.8 9.8

COVID-19 0 1.5 8.3

Neutropeniad 0 2.3 5.3

17.3%

15.0% 15.0%
26.3%

16.5%

25.6%
17.3%

3.0% 0.8%

35.3%

29.3% 28.6%
26.3%

9.0%

21.1%

18.0% 16.5%

28.6%

15.0% 15.0%



JACKPOT8: phase II pivotal trial of selective 
JAK1 inhibitor golidocitinib (AZD4205) in 
rel/ref PTCL
 Golidocitinib: oral agent, highly selective for JAK1 (>200X selectivity 

over JAK2, JAK3, TYK2

 Prior phase I trial with favorable safety profile

 Treatment schema: 150mg/d until progression (n=104; 88 evaluable)  

Song ASH Abstract 2023 #305

The most common (incidence >10%) Grade≥3 
TRAEs included thrombocytopenia, leukopenia, 

neutropenia and lymphocytopenia 



JACKPOT8: 
Subgroup 
analysis 
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Song ASH Abstract 2023 #305



T-LGL 
Background

 Rare disease with ~1000 new cases/year 
 T-LGL and NK-LGL characterized by clonal expansion of LGL 

cells resistant to cell death and associated with
 Neutropenia, anemia, less commonly thrombocytopenia
 Autoimmune phenomenon

 Constitutive activation of JAK/STAT pathway
 Frequent gain of function STAT3 mutations
 Treatments: methotrexate, cyclophosphamide, cyclosporine

 Responses typically 50% with response duration 20-70m 

Fattizzo Front. Oncol., 01 October 2021 Sec. Cancer Immunity and 
Immunotherapy Volume 11 - 2021



Phase II trial of 
ruxolitinib
monotherapy in 
rel/ref T-LGL 
(n=23)

50

*STAT3 mut mediate 
resistance!! So, why 
should ruxolitinib
work? 

Moskowitz Blood (2023) 142 (Supplement 1): 183.



Ruxolitinib decreases myeloid cell 
inflammation in T-LGL

51

Decrease in JAK/STAT expressing myeloid cells was associated with 
response 

Moskowitz Blood (2023) 
142 (Supplement 1): 183.



Summary 

 DLBCL
Three new approvals in 2023
Integration of bispecific agents is next 
Advances in biology may direct treatment 

 MCL
Non-covalent BTKi are on the horizon 

 T-NHL
Much work remains to be done 
Targeted approaches will be key to reversing poor outcomes 
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LYMPHOMA PROGRAM: 
The University of Chicago
cancer@uchospitals.edu

THANK YOU

Opening 
2027
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