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CAR-T = chimeric antigen T-cell; ASCT = autologous stem cell transplant; CNS = central nervous system; GCB = germinal-center B-cell; 
ABC = activated B-cell.

• Disease course
– Bridging to ASCT?
– Consider CAR-T in future?
– Relapse after CAR-T

• Disease biology
– High-grade/Double-Hit?
– Concerned for CNS disease?
– GCB vs ABC

Choosing a Non-CAR-T Treatment Strategy
Decision Factors



R/R DLBCL = relapsed/refractory diffuse large B-cell lymphoma.

After completing this activity, learners should be able to:

1. Assess the mechanisms, safety, and efficacy of new and emerging agents for the 
treatment of R/R DLBCL

2.  Evaluate new and emerging  agents for proper sequencing in the individualized care 
of R/R DLBCL patients

3.  Devise strategies to properly sequence therapy for individualized patient care and 
to mitigate potential adverse effects and toxicities associated with new and emerging 
R/R DLBCL treatments

Learning Objectives



Disease Course



• A 52-year-old man with AIDs-associated, triple-hit DLBCL was treated with 
R-EPOCH. He was successfully treated and remained disease-free for 
nearly 2 years after which he began to notice new cervical LAD. The patient 
was found to have relapsed disease

• Given the time to relapse was greater than 1 year, he was determined not to 
be a candidate for CART

• Plans for ASCT were made, and salvage chemotherapy was initiated

Case 1



R-ICE = rituximab, ifosfamide, carboplatin, and etoposide.
Herrera AF, et al. Presented at: ASH;2022. Abstract 442.

Polatuzumab Vedotin Plus R-ICE (PolaR-ICE) as Second-line 
Therapy in Relapsed/Refractory DLBCL
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Safety lead-in n=8
Phase 2 cohort:
- 1st stage n=20
- 2nd stage n=20

Hypothesis: Improvement in CR rate from 40% with R-ICE to 60% with Pola-RICE

Inclusion: 
Relapsed/refractory DLBCL after 1 
prior anthracycline-based regimen. 
Includes transformed DLBCL, PMBL, 
HGBCL
Transplant eligible

Exclusion:CNS involvement, 
peripheral neuropathy, Active HIV, 
HBV, HCV.



Herrera AF, et al. Presented at: ASH;2022. Abstract 442.

Disposition:
• 22/41 patients proceeded to transplant, 
• - 16 of these had pola consolidation

– 16 did not proceed to transplant.
– Most common reasons were lack of 

response/death (n=7), PD before collection 
(n=5), Toxicity/MD decision (n=5)

– 5 went to Car-T in PD
– 1 collection failure

Characteristics and Outcomes

Response Overall 
(n=41)

Refractory 
(n=20)

Relapsed 
(n=21)

After 2 cycles
ORR 36 (88%) 16 (80%) 20 (95%)

CR 22 (54%) 6 (30%) 16 (76%)

End of treatment
ORR 33 (80%) 14 (70%) 19 (90%)

CR 23 (56%) 7 (35%) 16 (76%)

49% Primary refractory

Histology:
• 66% DLBCL
• 27% Transformed from indolent lymphoma
• 59% non-GCB
• 17% Double hit



Herrera AF, et al. Presented at: ASH;2022. Abstract 442.

PFS According to Subgroups
PFS by response to 1L tx (n=41) PFS in pts who went to ASCT (n=22)

Median follow-up in survivors, 6.6 months (range, 0.7-20.2) 



Herrera AF, et al. Presented at: ASH;2022. Abstract 442.

• PolaR-ICE produced high CR rate
– CR rate: Relapse >> Primary refractory 

• No excess toxicity compared to RICE historically.

• 61% bridged to ASCT vs 36-47% (ZUMA-7, TRANSFORM) 

• BUT Pola-RICE included fewer patients with primary refractory disease

Conclusions: PolaR-ICE



Consideration of Biology



Rosenwald A, et al. Accessed April 3, 2023. https://www.nejm.org/doi/full/10.1056/nejmoa012914.
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In germinal center-type, mutations of BCL6, histone acetyltransferases 
and EZH2 lead to a repressed transcriptional state

In ABC-type, mutations in the B-cell receptor pathway lead to 
unchecked activation of NFkB

DLBCL Cell of Origin



DLBCL Cell of Origin

Wright GW, et al. Cancer Cell. 2020;37(4):551-568.e14. Chapuy B, et al. Nat Med. 2018;24(5):679-690. 



DLBCL Cell of Origin
LymphGen Classification 

Schmitz R, et al. N Engl J Med. 2018;378(15):1396-1407. Wright GW, et al. Cancer Cell. 2020;37(4):551-568.

MYD88 L265P mutations and CD79B mutations
CDKN2A deletions 40%

NOTCH1 mutations. BCOR, IkB kinase β mutations 27%

TP53 mutations/deletions
Aneuploidy 63%

NOTCH2 mutations, BCL6 translocation, 
TNFAIP3 (A20), BCL10, PRKCB mutations 67%

SGK1 and TET2 mutated 84%

EZH2, CREBBP, KMT2D, EP300 mutations and 
BCL2, MYC, TP53, GNA13, FOXO1 alterations 48% 

EZH2, CREBBP, KMT2D, EP300 mutations and 
BCL2 translocations

CARD11, TNFAIP3 (A2) alterations
82%

OSCharacteristics



• An 82-year-old patient was found to have FL transformed to DLBCL. He was 
initially treated with mini R-CHOP chemotherapy and obtained a complete 
remission

• Eight months later, the patient presented with fatigue, weight loss and night 
sweats. Imaging and biopsy confirmed relapsed disease

• The patient was considered unfit for transplant or CART

• What strategies could we use?

Case 2



• Lenalidomide is an IMID 
(immunomudulatory drug) 

• FDA approved for mantle cell 
lymphoma, multiple myeloma, 
myelodysplastic syndrome (MDS)

• Given orally, cousin to thalidomide

• Side effects: thrombosis, cytopenias, ?? 
secondary malignancies

Treatment Strategies for ABC-DLBCL
Lenalidomide

Kotla V, et al. J Hematol Oncol. 2009;2:36. 



• DLBCL Relapsed Setting

– Lenalidomide worked as a single agent in 
patients with relapse DLBCL of both GC 
and ABC subtypes

– Lenalidomide demonstrated enriched 
activity in relapsed ABC DLBCL compared 
to other drugs

Czuczman MS, et al. Clin Cancer Res. 2017;23(15):4127-4137.

Treatment Strategies for ABC-DLBCL
Lenalidomide



New Treatment Strategies for R/R DLBCL
Tafasitamab + Lenalidomide

9

iNHL – Indolent Non-Hodgkin Lymphoma

Phase 2 Study with FDA Breakthrough Therapy Designation

© MorphoSys AG, Jefferies 2019 Global Healthcare Conference, 5 June 2019

L-MIND: Tafasitamab + Lenalidomide

� Fc-enhanced to improve effector funtion

� Mediates direct cell death

� Encouraging single agent activity in r/r DLBCL 
& iNHL patients

Tafasitamab

Lenalidomide

� Activation and expansion of immune cells

� Mediates direct cell death

� Well studied as anti-lymphoma agent, 
alone or in combination

lenalidomide

3ICML 2019  #124, Salles et al, L-MIND ² June 22, 2019

L-MIND: Study Design
phase 2, single-arm, open-label, multicenter study (NCT02399085)

-Primary refractory DLBCL was defined as no response to or progression/relapse during or within 6 months of frontline therapy.
-Response assessment (Cheson 2007 Criteria) was after cycles 2, 4, 6, 9 and 12, thereafter every 3 cycles. 
-ASCT, autologous stem cell transplant; HDCT, high-dose chemotherapy; SD, stable disease, p.o., per os.

� SaPSle Vi]e VXiWable WR deWecW �15% abVRlXWe iQcUeaVe iQ ORR fRU 
Tafasitamab/LEN combination vs. LEN monotherapy at 85% power, 
2-sided alpha of 5%

� Mature Data: Primary Endpoint Analysis with data cut-off 30 Nov 2018; minimum 
Follow-Up 12 months, median Follow-Up 17.3 months

Salles G, et al. Lancet Oncol. 2020;21(7):978-988. 



New Treatment Strategies for R/R DLBCL
Tafasitamab + Lenalidomide

Articles

984 www.thelancet.com/oncology   Vol 21   July 2020

responded to the tafasitamab plus lenalidomide treat-
ment (two [29%] of seven patients had a complete 
response and five [71%] had a partial response); the 
two patients who had a complete response as best 
response were still in remission at data cutoff.

The median duration of response in the 48 patients 
who achieved an objective response was 21·7 months 
(95% CI 21·7 to not reached; 13 [27%] patients had a 
progression-free survival event after initially having an 
objective response). The proportion of patients with a 
response lasting 12 months was 72% (95% CI 55–83; 
figure 2A). Among the 34 patients with a complete 
response, the median duration of response was not 
reached (three [9%] patients had a progression-free 
survival event after initially having a complete response; 
figure 2B); the proportion of patients with a response 
lasting 12 months and 18 months was the same at 93% 
(95% CI 75–98). For the 14 (18%) of 80 patients with a 
partial response, the median duration of response was 
4·4 months (95% CI 2·0–9·1; ten [71%] of 14 patients had 
a progression-free survival event after initially having a 
partial response; figure 2B). A post-hoc subgroup analysis 
of patients with a response lasting 12 months is shown in 
the appendix (p 10).

39 (49%) of 80 patients had a progression-free survival 
event (disease progression or death). At a median follow-
up of 17·3 months (IQR 11·5–21·2) for progression-free 
survival, median progression-free survival was 12·1 months 
(95% CI 5·7 to not reached; figure 2C). 12-month 
progression-free survival was 50% (95% CI 38–61) and 
18-month progression-free survival was 46% (33–57). Post-
hoc analysis showed median progression-free survival 
after discontinuation of lenalidomide was 12·7 months 
(95% CI 2·3 to not reached). Median time to progression 
was 16·2 months (95% CI 7·4 to not reached), with disease 
progression events occurring in 35 (44%) of 80 patients. 
Median time to next treatment was 15·4 months 
(95% CI 7·6 to not reached; 43 [54%] of 80 patients 
received subsequent treatment). Two patients subsequently 
received salvage treatment consolidation with stem-cell 
trans plantation: one patient each with autologous stem-
cell transplantation and allogeneic stem-cell transplan-
tation. One other patient subsequently received CD19 CAR 
T-cell therapy after disease progression in this study, had a 
complete response, and was in remission at the time of 
this report.

At a median follow-up of 19·6 months (IQR 15·3–21·9) 
for overall survival, 29 (36%) of 80 patients had died; 
median overall survival was not reached (95% CI 
18·3 to not reached; figure 2D). 74% (62–82) of patients 
were alive at 12 months and 64% (51–74) of patients were 
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Figure 2: Patient outcomes
(A) Duration of response in all responding patients. (B) Duration of response by 
best response achieved. (C) Progression-free survival in the full analysis set. 
(D) Overall survival in the full analysis set. Shaded areas indicate 95% CIs.

Articles

www.thelancet.com/oncology   Vol 21   July 2020 985

alive at 18 months. 30 (38%) of 80 patients remain in 
remission at data cutoff for this report.

A post-hoc analysis showed that seven patients had a 
c-MYC translocation that was identified during central 
pathology review: three of whom had a complete response, 
one had a partial response, and three did not respond to 
therapy. Of these seven patients, one presented with a 
double-hit translocation and had a partial response (lasting 
5·8 months) and another had a triple-hit trans location and 
a complete response (ongoing at 20·1 months).

Treatment-emergent adverse events of any grade 
occurred in all 81 patients. Neutropenia was the most 
common adverse event (all grades), occurring in 40 (49%) 
of 81 patients, and the most common grade 3 or worse 
adverse event, occurring in 39 (48%) patients (table 3). 
Neutropenia was managed by granulocyte colony-
stimulating factor in 36 (44%) patients, and the majority 
(32 [81%] of 39 patients with grade 3 or 4 neutropenia) 
recovered to baseline neutrophil counts within 1 week. 
The next most common grade 3 or worse events 
were thrombocytopenia, febrile neutropenia, leukopenia, 
anaemia, and pneu monia (table 3; appendix pp 19–21). 
The majority of non-haematological adverse events were 
grades 1 and 2; diarrhoea was the most common, with a 
median duration of 8 days (IQR 3–24). 29 (36%) patients 
had different types of rash, most of which were grade 2 
or lower (table 3; appendix p 21): seven (9%) patients had 
a (non-serious) rash of grade 3, which was classified as 
allergic derma titis in three patients, and as maculopapular 
rash, erythematous rash, pruritus, and psoriasis in one 
patient each (appendix p 21). All of these patients with 
grade 3 rash recovered between 2 and 40 days after event 
onset, but one patient with allergic dermatitis recovered 
with sequelae 45 days after event onset (both study 
drugs were discontinued). In one patient with psoriasis, 
lenalidomide was discontinued because of the event, and 
in two patients with allergic dermatitis, lenalidomide was 
temporarily interrupted because of the event. Infusion-
related reactions (all grade 1) were observed in five (6%) 
patients. All occurred once during the first infusion and 
no discontinuation of infusion was required.

Serious adverse events occurred in 41 (51%) of 
81 patients. The most frequently reported serious adverse 
events (in two or more patients) were pneumonia 
(five [6%]), febrile neutropenia (five [6%]), pulmonary 
embolism (three [4%]), bronchitis (two [2%]), atrial 
fibrillation (two [2%]), and congestive cardiac failure 
(two [2%]). Serious adverse events suspected to be 
treatment-related by the investi gators occurred in 15 (19%) 
patients. These were primarily infections (in eight [10%] 
of 81 patients: bronchitis [two patients; 2%], pneu monia 
[two; 2%], cytomegalovirus infection [one; 1%], lower 
respiratory tract infection [one; 1%], neutropenic sepsis 
[one; 1%], sepsis [one; 1%], streptococcal sepsis [one; 1%], 
respiratory syncytial virus infection [one; 1%], and urinary 
tract infection [one; 1%]) or febrile neutropenia (four [5%]). 
Other treatment-related serious adverse events were 

Grade 1–2 Grade 3 Grade 4 Grade 5

Haematological events

Neutropenia 1 (1%) 22 (27%) 17 (21%) 0

Anaemia 22 (27%) 6 (7%) 0 0

Thrombocytopenia 11 (14%) 10 (12%) 4 (5%) 0

Leukopenia 5 (6%) 6 (7%) 1 (1%) 0

Febrile neutropenia 0 8 (10%) 2 (2%) 0

Lymphopenia 2 (2%) 2 (2%) 1 (1%) 0

Agranulocytosis 0 0 1 (1%) 0

Non-haematological events

All rash* 22 (27%) 7 (9%) 0 0

Diarrhoea 26 (32%) 1 (1%) 0 0

Asthenia 17 (21%) 2 (2%) 0 0

Cough 17 (21%) 1 (1%) 0 0

Peripheral oedema 18 (22%) 0 0 0

Pyrexia 16 (20%) 1 (1%) 0 0

Decreased appetite 16 (20%) 0 0 0

Hypokalaemia 10 (12%) 4 (5%) 1 (1%) 0

Back pain† 11 (14%) 2 (2%) 0 0

Fatigue 12 (15%) 2 (2%) 0 0

All urinary tract infection* 9 (11%) 3 (4%) 1 (1%) 0

Constipation 13 (16%) 0 0 0

Muscle spasms 12 (15%) 0 0 0

Nausea 12 (15%) 0 0 0

Bronchitis 10 (12%) 0 1 (1%) 0

Vomiting 11 (14%) 0 0 0

Dyspnea 9 (11%) 1 (1%) 0 0

Abdominal pain 7 (9%) 1 (1%) 0 0

Upper respiratory tract infection 6 (7%) 2 (2%) 0 0

Hypertension 4 (5%) 3 (4%) 0 0

Increased blood creatinine† 5 (6%) 1 (1%) 0 0

Mucosal inflammation 5 (6%) 1 (1%) 0 0

Pneumonia 1 (1%) 5 (6%) 0 0

Hypocalcaemia 4 (5%) 1 (1%) 0 0

Hypogammaglobulinaemia 4 (5%) 1 (1%) 0 0

Increased γ-glutamyltransferase 4 (5%) 1 (1%) 0 0

Atrial fibrillation 1 (1%) 2 (2%) 1 (1%) 0

Pulmonary embolism 0 2 (2%) 2 (2%) 0

Sinusitis 3 (4%) 1 (1%) 0 0

Deep vein thrombosis 2 (2%) 0 1 (1%) 0

Hyperbilirubinaemia 2 (2%) 1 (1%) 0 0

Increased blood bilirubin 2 (2%) 1 (1%) 0 0

Increased transaminases 1 (1%) 2 (2%) 0 0

Lower respiratory tract infection 2 (2%) 1 (1%) 0 0

Renal failure 1 (1%) 2 (2%) 0 0

Syncope 2 (2%) 1 (1%) 0 0

Tumour flare 2 (2%) 1 (1%) 0 0

Cataract 1 (1%) 1 (1%) 0 0

Congestive cardiac failure 0 2 (2%) 0 0

Muscular weakness 1 (1%) 1 (1%) 0 0

Urinary incontinence 1 (1%) 1 (1%) 0 0

Arthritis 0 1 (1%) 0 0

Atrial flutter 0 1 (1%) 0 0

(Table 3 continues on next page)
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N=80: full analysis set Æ patients receiving at least one dose of 
tafasitamab and LEN

NE due to missing post-baseline tumor assessment

Primary Endpoint: Overall Response Rate (ORR) by IRC

� ORR 60.0% (95% CI 48.4% - 70.8%)

� CR-rate 42.5%

• 82% of CRs PET-confirmed

• 18% of CRs based on CT only

CR, complete response; PR, partial response; SD, stable disease; PD, progressive disease; 
NE, not evaluable.

Salles G, et al. Lancet Oncol. 2020;21(7):978-988. , Duell AACR 2023



Yang H, et al. Blood Adv. 2022;6(6):1629-1636.

• Phase 2 study N=41
• Zanu 160 mg BID
• ORR 29%, CR 17%
• DOR 4.5 m
• PFS 2.8 m
• OS 8.4 m
• Grade 3 adverse events (AEs) in 

48.8%

• Responses enriched in patients with 
both CD79b and MYD88 mutations

• Perhaps ideal use will be in 
combination

Treatment Strategies of ABC-DLBCL
Zanubrutinib



Targeting the Germinal Center
Tazemetostat Plus Belinostat

• Lymphomas derived from 
the germinal center harbor 
epigenetic derangements 
driving disease

Lue JK, et al. Clin Cancer Res. 2019;25(17):5271-5283. 



Tazemetostat Plus Belinostat
Background and Rationale

• Lymphomas derived from 
the germinal center harbor 
epigenetic derangements 
driving disease

Increase Ac- and Decreased Me3- of Histone Survival in Xenograft Mouse Model

Lue JK, et al. Clin Cancer Res. 2019;25(17):5271-5283. 

§ Dual targeting of EZH2 and 
HDAC in pre-clinical models 

§ Modulation of histone 
methylation and acetylation

§ Prolonged survival



Tazemetostat Plus Belinostat ETCTN 10500 
Study Design

Lue JK, et al. Clin Cancer Res. 2019;25(17):5271-5283. 



Biology Agnostic



• A 56-year-old patient was diagnosed with DLBCL and treated with RCHOP 
chemotherapy. She obtained a complete remission but less than one year 
later was found to have anthracycline-induced cardiomyopathy. In addition, 
she suffered from diabetes, with several negative sequelae from this

• Eight years later the patient again was found to have a new de novo DLBCL. 
She was treated with R-CEPP, however, could not tolerate procarbazine 
therefore the dosing was foreshortened and ultimately discontinued

• She obtained a CR but 3 years later relapsed with omental caking. She was 
highly symptomatic due to burden of disease

• She was evaluated for CAR-T however given her significant comorbidities 
she was deemed ineligible

Case 3



• Polatuzumab targets CD79b 
with MMAE warhead

• 80 patients randomized with 
rituxan-bendamustine in 
R/R DLBCL in phase 2

New Treatment Strategies for R/R DLBCL
Polatuzumab

in both arms (23.1% pola-BR; 20.5% BR). Use of
granulocyte-colony stimulating factor (GCSF) was permit-
ted per investigator’s discretion. For pola-BR versus BR,
71.8% versus 61.5% of patients received at least 1 dose
of GCSF.

Overall incidence of PN was 43.6% (17/39) in pola-BR
patients (11 grade 1; 6 grade 2), with resolution in 10
patients and improvement in 1 patient at clinical cutoff. PN
was the only reason for polatuzumab vedotin dose re-
duction, which occurred in 2 patients (5.1%; both grade 2
PN), and in both cases, the PN resolved.

Fatal AEs occurred in 9 pola-BR patients and 11 BR pa-
tients, with infection being themost common cause (4 pola-
BR; 4 BR). Many fatal AEs occurred after PD (Appendix).

Biomarkers: CD79b, COO, and DEL

Among 83 patient samples stained, 80 (96.4%) had de-
tectable CD79b (immunohistochemistry [IHC] H-score 1-
300 or 1+-3+). RNA assessments demonstrated measur-
able expression of CD79b in all samples, including 3 that
were negative by IHC (Appendix Fig A2, online only). No
relationship was observed between levels of CD79b ex-
pression and clinical outcome for both response rate and
time-to-event clinical end points, including PFS and OS
(Appendix Figs A3-A5, online only).

COO assessment was performed in 107 patient samples,
with 97 evaluable. COO distribution was 46.4% ABC,
47.4% germinal center B-cell–like (GCB), and 6.2% un-
classifiable. In the randomly assigned cohort, improved
outcome with pola-BR was observed in both ABC and GCB
subgroups (Appendix Table A4; Appendix Fig A6, online
only).

DEL status was assessed in 62 patient samples, with 41.9%
identified as DEL. In the randomly assigned cohort, im-
proved outcome with pola-BR was observed in both DEL
and non-DEL patients (Appendix Table A5; Appendix Fig
A7, online only).

DISCUSSION

Patients with transplantation-ineligible R/R DLBCL, in-
cluding those who experienced treatment failure with
ASCT, have dismal outcomes with limited therapeutic
options. In this randomized comparison, treatment with
pola-BR resulted in a significantly improved CR rate, PFS,
and OS compared with BR alone. BR-treated patients fared
poorly despite 13 patients receiving additional therapy after
progression, highlighting the limitation of currently available
agents. To our knowledge, this is the first randomized
trial demonstrating an OS benefit in patients with
transplantation-ineligible R/R DLBCL.

TABLE 3. Adverse Events in Patients Treated With Pola-BR Compared With BR

Adverse Event

Pola-BR (n = 39)* BR (n = 39)*

All Grades, No. (%) Grades 3-4, No. (%) All Grades, No. (%) Grades 3-4, No. (%)

Blood and lymphatic system disorders

Anemia 21 (53.8) 11 (28.2) 10 (25.6) 7 (17.9)

Neutropenia 21 (53.8) 18 (46.2) 15 (38.5) 13 (33.3)

Thrombocytopenia 19 (48.7) 16 (41.0) 11 (28.2) 9 (23.1)

Lymphopenia 5 (12.8) 5 (12.8) 0 0

Febrile neutropenia 4 (10.3) 4 (10.3) 5 (12.8) 5 (12.8)

GI disorders

Diarrhea 15 (38.5) 1 (2.6) 11 (28.2) 1 (2.6)

Nausea 12 (30.8) 0 16 (41.0) 0

Constipation 7 (17.9) 0 8 (20.5) 1 (2.6)

General disorders and administration site conditions

Fatigue 14 (35.9) 1 (2.6) 14 (35.9) 1 (2.6)

Pyrexia 13 (33.3) 1 (2.6) 9 (23.1) 0

Metabolism and nutrition disorders

Decreased appetite 10 (25.6) 1 (2.6) 8 (20.5) 0

Peripheral neuropathy

Peripheral neuropathy† 17 (43.6) 0 3 (7.7) 0

NOTE. Shown are all-grade adverse events occurring in $ 20% of patients and grade 3-4 adverse events in $ 10% of patients (safety-
evaluable). Preferred terms are shown within each System Organ Class with the exception of peripheral neuropathy.

Abbreviations: BR, bendamustine-rituximab; pola-BR, polatuzumab vedotin combined with bendamustine-rituximab.
*One patient in each group did not receive the study treatment and so was excluded from the safety-evaluable population.
†Includes peripheral motor neuropathy, peripheral sensory neuropathy, decreased vibratory sense, hypoesthesia, paresthesia.

Journal of Clinical Oncology 163

Polatuzumab Vedotin in Relapsed or Refractory DLBCL

Downloaded from ascopubs.org by 71.190.246.126 on October 21, 2020 from 071.190.246.126
Copyright © 2020 American Society of Clinical Oncology. All rights reserved. 

MMAE = monomethyl auristatin E.
Sehn LH, et al. J Clin Oncol. 2020;38(2):155-165.



and biological subgroups examined (Fig 2D; Appendix Fig
A1, online only). Importantly, patients benefited regardless
of refractory status and number of prior lines of therapy,
although sample sizes were small and statistical signifi-
cance could not be established.

Multiple Cox regression analyses showed that after
adjusting for potential prognostic factors and baseline
characteristics, the treatment effects on survival of pola-BR

remained consistent with the primary analysis. For
investigator-assessed PFS, the adjusted HR was between
0.34 (95% CI, 0.20 to 0.58; P , .001) and 0.38 (95% CI,
0.22 to 0.64; P, .001), whereas for IRC-assessed PFS, the
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FIG 2. (A) Progression-free survival by independent review committee. (B) Progression-free survival by investigator. (C) Overall survival of polatuzumab
vedotin combined with bendamustine-rituximab (pola-BR) compared with bendamustine-rituximab (BR). (D) Forest plot of overall survival according to
clinical and biologic characteristics. Values are based on an unstratified analysis. WHO classification was by central pathology review that incorporated
results from NanoString Technologies for cell-of-origin determination when available. ABC, activated B-cell–like; DLBCL, diffuse large B-cell lymphoma;
ECOG PS, Eastern Cooperative Oncology Group performance status; HR, hazard ratio; GCB, germinal center B-cell–like; IPI, International Prognostic Index;
ph, phase; ref, refractory; yr, year.
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assessments due primarily to a lag in obtaining confir-
matory scans or not performing scans required for IRC
review after INV-determined clinical progression.

OS was significantly improved in the pola-BR arm, with risk
of death reduced by 58% (HR, 0.42; 95% CI, 0.24 to 0.75;

P = .002) and a longer median OS with pola-BR (12.4
months; 95% CI, 9.0 to not evaluable) compared with BR
alone (4.7 months; 95% CI, 3.7 to 8.3 months; Fig 2C).
Eleven pola-BR–treated patients and 4 BR-treated patients
remained alive in follow-up. Post hoc subgroup analyses
demonstrated consistent survival benefit across all clinical

TABLE 2. Summary of Efficacy Outcomes

Outcome

Phase Ib Safety Run-In Phase Ib/II Expansion Phase II Randomized

Pola-BR (n = 6) Pola-BG (n = 27)* Pola-BR (n = 40) BR (n = 40)

End of treatment

IRC, objective response 3 (50.0) 11 (40.7) 18 (45.0) 7 (17.5)

Complete response 3 (50.0) 8 (29.6) 16 (40.0) 7 (17.5)

Partial response 0 3 (11.1) 2 (5.0) 0

Stable disease 0 2 (7.4) 6 (15.0) 1 (2.5)

Progressive disease 1 (16.7) 6 (22.2) 8 (20.0) 10 (25.0)

Missing or unevaluable† 2 (33.3) 8 (29.6) 8 (20.0) 22 (55.0)

INV-assessed objective response 3 (50.0) 10 (37.0) 19 (47.5) 7 (17.5)

Complete response 2 (33.3) 9 (33.3) 17 (42.5) 6 (15.0)

Partial response 1 (16.7) 1 (3.7) 2 (5.0) 1 (2.5)

Stable disease 0 0 1 (2.5) 0

Progressive disease 3 (50.0) 10 (37.0) 12 (30.0) 26 (65.0)

Missing or unevaluable 0 7 (25.9) 8 (20.0) 7 (17.5)

Best responses (INV)

Objective response 3 (50.0) 16 (59.3) 28 (70.0) 13 (32.5)

Complete response 2 (33.3) 11 (40.7) 23 (57.5) 8 (20.0)

Partial response 1 (16.7) 5 (18.5) 5 (12.5) 5 (12.5)

Stable disease 0 2 (7.4) 1 (2.5) 2 (5.0)

Progressive disease 3 (50.0) 6 (22.2) 7 (17.5) 22 (55.0)

Missing or unevaluable 0 3 (11.1) 4 (10.0) 3 (7.5)

Best responses (IRC)

Objective response 3 (50.0) 13 (48.1) 25 (62.5) 10 (25.0)

Complete response 3 (50.0) 10 (37.0) 20 (50.0) 9 (22.5)

Partial response 0 3 (11.1) 5 (12.5) 1 (2.5)

Stable disease 2 (33.3) 5 (18.5) 5 (12.5) 9 (22.5)

Progressive disease 1 (16.7) 4 (14.8) 6 (15.0) 8 (20.0)

Missing or unevaluable 0 5 (18.5) 4 (10.0) 13 (32.5)

Median duration of response, months (95% CI)

IRC NE (NE) 28.4 (15.0 to 31.9) 12.6 (7.2 to NE) 7.7 (4.0 to 18.9)

INV assessed NE (NE) 28.4 (3.0 to 31.9) 10.3 (5.6 to NE) 4.1 (2.6 to 12.7)

Median progression-free survival, months (95% CI)

IRC NE (5.6 to NE) 6.3 (3.5 to 30.4) 9.5 (6.2 to 13.9) 3.7 (2.1 to 4.5)

INV assessed NE (1.8 to NE) 5.4 (2.8 to 30.4) 7.6 (6.0 to 17.0) 2.0 (1.5 to 3.7)

Median overall survival, months (95% CI) NE (5.6 to NE) 10.8 (5.8 to 33.8) 12.4 (9.0 to NE) 4.7 (3.7 to 8.3)

NOTE. Data are no. (%) unless otherwise specified.
Abbreviations: BR, bendamustine-rituximab; INV, investigator; IRC, independent review committee; NE, not estimable; pola-BG, polatuzumab

vedotin combined with bendamustine-obinutuzumab; pola-BR, polatuzumab vedotin combined with bendamustine-rituximab.
*Phase Ib and II cohorts combined.
†Reasons for unevaluable patients are provided in the Appendix (Table A1).

160 © 2019 by American Society of Clinical Oncology Volume 38, Issue 2

Sehn et al

Downloaded from ascopubs.org by 71.190.246.126 on October 21, 2020 from 071.190.246.126
Copyright © 2020 American Society of Clinical Oncology. All rights reserved. 

assessments due primarily to a lag in obtaining confir-
matory scans or not performing scans required for IRC
review after INV-determined clinical progression.

OS was significantly improved in the pola-BR arm, with risk
of death reduced by 58% (HR, 0.42; 95% CI, 0.24 to 0.75;

P = .002) and a longer median OS with pola-BR (12.4
months; 95% CI, 9.0 to not evaluable) compared with BR
alone (4.7 months; 95% CI, 3.7 to 8.3 months; Fig 2C).
Eleven pola-BR–treated patients and 4 BR-treated patients
remained alive in follow-up. Post hoc subgroup analyses
demonstrated consistent survival benefit across all clinical
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NOTE. Data are no. (%) unless otherwise specified.
Abbreviations: BR, bendamustine-rituximab; INV, investigator; IRC, independent review committee; NE, not estimable; pola-BG, polatuzumab

vedotin combined with bendamustine-obinutuzumab; pola-BR, polatuzumab vedotin combined with bendamustine-rituximab.
*Phase Ib and II cohorts combined.
†Reasons for unevaluable patients are provided in the Appendix (Table A1).
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OS was significantly improved in the pola-BR arm, with risk
of death reduced by 58% (HR, 0.42; 95% CI, 0.24 to 0.75;

P = .002) and a longer median OS with pola-BR (12.4
months; 95% CI, 9.0 to not evaluable) compared with BR
alone (4.7 months; 95% CI, 3.7 to 8.3 months; Fig 2C).
Eleven pola-BR–treated patients and 4 BR-treated patients
remained alive in follow-up. Post hoc subgroup analyses
demonstrated consistent survival benefit across all clinical
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New Treatment Strategies for R/R DLBCL
Polatuzumab

Sehn LH, et al. J Clin Oncol. 2020;38(2):155-165.



• Patients with R/R DLBCL have a poor prognosis and unmet 
need for new treatment options

• Lonca had substantial antitumor activity and an acceptable 
safety profile in this single-arm open-label Phase 2 study 
(NCT03589469) in adult patients with R/R DLBCL, who had 
failed ≥2 established therapies
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Most common (≥10%) grade ≥3 TEAEs were:
• Neutropenia (38 patients; 26.2%)

• Thrombocytopenia (26 patients; 17.9%)
• GGT increased (25 patients; 17.2%)
• Anemia (15 patients; 10.3%)

Treatment-related TEAEs leading to treatment 
discontinuation occurred in 26 (17.9%) patients, most 
commonly (≥2%):
• GGT increased (16 patients; 11.0%)

• Peripheral edema (4 patients; 2.8%) 
• Localized edema (3 patients; 2.1%)

No increase in toxicity was seen in patients aged ≥65 years 
compared with younger patients
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Lonca ORR: 

48.3%
(95% CI: 39.9, 56.7)

Lonca CRR: 

24.8%
(95% CI: 18.0, 32.7)

Most responders had a response after 2 cycles; median time to first response was 41.0 days (range: 35–247)
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• 15 patients received CD19-directed CAR-T therapy with an 
investigator-assessed ORR of 46.7% (6 CR; 1 PR)

• 9 patients proceeded to SCT as consolidation after Lonca 
response

Caimi PF, et al. Blood. 2020;136(Suppl 1):35-37.



Selective Nuclear Export 
Inhibitors (SINE) or exportin 
inhibitors block the exit of 
proteins from the nucleus

Forces retention of tumor 
suppressors: p53, p21 in the 

nucleus 

Reduces the entry oncogenes: 
Myc, Bcl2, Bcl6 into the nucleus
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achieved a metabolic partial response, then despite a 
metabolic progressive disease at six cycles went on to have 
chimeric antigen receptor T-cell therapy after the final visit. 
A 45-year-old male with germinal centre B-cell DLBCL and 
previous ASCT treatment demonstrated a rapid reduction 
of tumor burden and metabolic partial response within 
59 days of initiation of selinexor; this patient received 
chimeric antigen receptor T-cell therapy. A 70-year old 
female, also with germinal centre B-cell DLBCL, showed 
progressive disease 8 months following ASCT. An initial 
partial response was observed within 47 days of initiation 
of selinexor. Selinexor was discontinued after more than 
1 year as the patient was changed to chimeric antigen 
receptor T-cell therapy. These results further support and 
highlight the activity and clinical benefit of selinexor in 
patients with high-risk disease who can achieve responses 
and can enable chimeric antigen receptor T-cell therapy.

Regarding safety, 125 (98%) patients had at least one 
treatment-emergent adverse event (table 3). The most 
common treatment-emergent adverse events occurring in 
20% or more of patients were thrombocytopenia (n=78, 
61%), nausea (n=74, 58%), fatigue (n=60, 47%), anaemia 
(n=54, 43%), decreased appetite (n=47, 37%), diarrhoea 
(n=45, 35%), constipation (n=39, 31%), neutropenia (n=38, 
30%), weight loss (n=38, 30%), vomiting (n=37, 29%), 
pyrexia (n=28, 22%), and asthenia (n=27, 21%; table 3). 

Most treatment-emergent adverse events that were 
nonhaematological were limited in severity to grades 1 
or 2. The most common grade 3 or 4 adverse events were 
thrombocytopenia (n=58, 46%), neutropenia (n=31, 24%), 
anaemia (n=28, 22%), fatigue (n=14, 11%), hyponatraemia 
(n=10, 8%), and nausea (n=8, 6%); these were typically 
reversible with standard supportive care or dose 
modification. There were no grade 3 or higher bleeding 
events reported in patients with thrombocytopenia and 
febrile neutropenia (n=4, 3%) usually resolved (neutrophil 
counts returning to normal with resolution of fever) after 
standard growth factor and antibiotic treatment. There 
were no fatal outcomes due to febrile neutropenia.

22 (17%) patients discontinued treatment due to a 
treatment-emergent adverse events. Treatment-emergent 
adverse events leading to dose modification (reduction or 
interruption) occurred in 89 (70%) patients, with the 
majority (73 [57%]) of patients having modifications in 
the first two cycles (appendix p 7). No significant 
differences in adverse events leading to discontinuation 
were observed across various subgroups (data not 
shown). The most common treatment-emergent adverse 
events (>5% of patients) that required dose modification 
were thrombocytopenia 49 (39%), neutropenia  20 (16%), 
fatigue 17 (13%), nausea 13 (10%), diarrhea 7 (6%), pyrexia 
10 (8%), and anaemia 11 (9%). For thrombo cytopenia, 

Figure 3: Changes in tumour burden for all patients
Response based on metabolic response or anatomic response if PET missing.
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34% (20/59; 95% CI 22·1–47·4), including eight (14%; 
6·0–25·0) complete responses and 12 (20%; 11·0–32·8) 
partial responses. Nine (7%) patients had ongoing 
responses at the last disease assessment before the data 
cutoff (seven patients with ongoing complete responses 
and two with ongoing partial responses).

Responses were consistent across many different 
subgroups regardless of age, gender, previous therapy, 
DLBCL subtype, and refractory status or previous ASCT 
therapy (figure 2). The median time between progressive 
disease from last previous therapy to the start of selinexor 
was 59 days in selinexor responders and 52 days in non-
responders, indicating that outcomes were not influenced 
by time since last therapy, defined as the date of 
progressive disease to the date of signed consent.

At a median follow-up time of 14·7 months 
(IQR 2·0–13·2), median progression-free survival was 
2·6 months (95% CI 1·9–4·0; appendix p 9) and median 
overall survival was 9·1 months (95% CI 6·6–15·1; 
appendix, p 10). In patients with a response (≥partial 
response), the median overall survival was not reached, 
and in patients who had stable disease, the median overall 
survival was 18·3 months (95% CI 11·1–28·0). In patients 
who had progressive disease or not evaluable response, 
the median overall survival was 4·3 months (3·0–5·4). A 
total of 56 (65%) patients with a baseline target lesion and 
at least one after baseline assessment had a reduction in 
tumour burden (figure 3).

Regarding predictive or prognostic biomarker analysis, 
patients with high levels of c-Myc (based on a cutoff 
of 40% positive cells as determined by immuno histo-
chemistry) had a 13% overall response rate (6/47; 95% CI 
4·8–25·7), whereas those with low levels had a 42% 
(22/52; 28·7–56·8) overall response rate (p=0·0024). 
Similar results were observed with overall response rate 
for DLBCL with double or triple expressor status (3/31; 
9·7%, 95% CI 2·0–25·8), and for DLBCL without double 
or triple expressor status (23/57; 40·3%, 27·6–54·2; 
p=0·0056), but these differences were largely a reflection 
of c-Myc overexpression because expression levels of 
neither Bcl-2 nor Bcl-6 affected the overall response rate 
(appendix p 11).

Because selinexor represents a novel mechanism of 
action quite distinct from cytotoxic therapy, several 
patients’ courses are highlighted here. One patient, a 
76-year-old female with transformed DLBCL with 
three lines of previous therapy, showed an anatomic 
partial response after 6 months of selinexor therapy, and a 
complete metabolic response (complete response) after 
9 months. Another patient, a 55-year-old male with 
primary refractory disease and bulky abdominal mass of 
germinal centre B-cell subtype after six cycles of 
rituximab, cyclophosphamide, doxorubicin, vincristine, 
and prednisone and two courses of gemcitabine-based 
salvage regimen, entered the study and achieved a partial 
response after 4 months and complete response after 
8 months of selinexor therapy.

Last, selinexor treatment enabled three patients who 
previously progressed following ASCT to become eligible 
and undergo chimeric antigen receptor T-cell therapies. A 
70-year old female with double-hit DLBCL (germinal B-cell 
subtype), developed a CD20 negative relapse and entered 
the study. After four cycles of selinexor, this patient 

Overall 
response rate

Complete 
response

Partial 
response

Stable 
disease

Progressive 
disease or no 
response recorded

All patients 36/127 (28%) 
(20·7–37·0)

15 (12%) 
(6·8–18·7)

21 (17%) 
(10·5–24·2)

11 (9%) 
(4·4–15·0)

80 (63%) 
(54·0–71·4)

GCB subtype 20/59 (34%) 
(22·1–47·4)

8 (14%) 
(6·0–25·0)

12 (20%) 
(11·0–32·8)

7 (12%) 
(4·9–22·9)

32 (54%) 
(40·8–67·3)

Non-GCB subtype 13/63 (21%) 
(11·5–32·7)

6 (10%) 
(3·6–19·6)

7 (11%) 
(4·6–21·6)

3 (5%) 
(1·0–13·3)

47 (75%) 
(62·1–84·7)

Unclassified 3/5 (60%) 
(14·7–94·7)

1 (20%) 
(0·5–71·6)

2 (40%) 
(5·3–85·3)

1 (20%) 
(0·5–71·6)

1 (20%) 
(0·5–71·6)

Data are n/N (%; 95% CI). Responses were adjudicated according to central imaging assessment. GCB=germinal centre 
B cell. See results section in main text for one-sided 97·5% CI.

Table 2: Responses in evaluable patients

Figure 2: Overall response rate
Bars represent 95% CI. Germinal centre B cell versus non-germinal centre B cell, double hit DLBCL versus non-double 
hit DLBCL, response to last previous DLBCL therapy, and the revised International Prognostic Index were prespecified 
analyses. Dotted line represents the overall response rate of 28% among the 127 patients. Bars represent two-sided 
exact 95% CI (lower and upper bounds of the CI are shown in the last column on the figure)

n/N

36/127

20/59
13/63

23/94
12/31

25/91
11/30

16/38
20/89

17/52
19/75

14/57
22/70

16/52
20/75

10/32
26/93

DLBCL Subtype
GCB
Non−GCB
De novo or transformed
De novo
Transformed
Refractory to last line
Yes
No
Previous ASCT therapy
Yes
No
Gender
Female
Male
Age
≥70
<70
Number of previous lines
>2
2
Creatine clearance
30−60 mL/min
>60 mL/min
Overall

0 20 40 60 80 100

28%

34%
21%

24%
39%

27%
37%

42%
22%

33%
25%

25%
31%

31%
27%

31%
28%

Overall 
response 
rate (%)

(22·1–47·4)
(11·5–32·7)

(20·7–37·0)

(16·2–34·4)
(21·8–57·8)

(18·6–37·8)
(19·9–56·1)

(26·3–59·2)
(14·3–32·6)

(20·3–47·1)
(16·0–36·7)

(14·1–37·8)
(20·9–43·6)

(18·7–45·1)
(17·1–38·1)

(16·1–50·0)
(19·1–38·2)

95% CI

Articles

e518 www.thelancet.com/haematology   Vol 7   July 2020

neutropenia, nausea, vomiting, decreased appetite and 
hyponatraemia, the median number of events per patient 
was 1, and most occurred during cycles one or two. The 
majority of patients who required a dose reduction due to 
adverse events received selinexor 40 mg twice weekly, 
which, with appropriate supportive care, was shown to be 
effective for resolution of the events. Supportive care 
included additional anti-nausea drugs (eg, oral 
olanzapine 2·5 mg to 5 mg once daily), appropriate fluid 
and caloric intake, appetite stimulants, psychostimulants, 
moderate to high doses of thrombopoietin-receptor 
agonists (n=21), and granulocyte colony stimulating 
factors (n=31). These drugs usually reduced the intensity 
or duration of adverse events, or both.

Serious adverse events occurred in 61 (48%) patients 
(appendix p 8). The most common serious adverse events 
(≥3%) were pyrexia (n=9, 7%), pneumonia (n=6, 5%), 
fatigue (n=5, 4%), anaemia (n=4, 3%), cardiac failure 
(n=4, 3%), febrile neutropenia (n=4, 3%), and sepsis (n=6, 
5%; appendix p 8). A total of 73 (58%) patients died during 
the study, 25 of these patients died within 30 days of the 
last dose of selinexor (20 due to disease progression and 
five due to a treatment-emergent adverse events). The 
treatment-emergent adverse events leading to a fatal 
outcome included acute respiratory distress syndrome 
(n=1), cerebrovascular accident (n=1), and sepsis (n=3). 
Three of the five deaths due to treatment-emergent 

adverse events occurred in patients aged 70 years or older. 
Deaths due to treatment-emergent adverse events were 
higher (n=4, 4%) in patients with best overall response of 
stable disease, progressive disease, or not evaluable 
disease than were deaths due to fatal treatment-emergent 
adverse events (n=1, 3%) in patients with best overall 
response of complete response or partial response. 
48 (38%) patients died after 30 days of the last dose of 
selinexor, of these, 41 deaths were due to disease 
progression, four deaths were due to influenza B infection 
(n=1), respiratory insufficiency (n=1), pneumonia (n=1), 
and pleural effusion (n=1) and cause of death was 
unknown in three patients. None of the deaths in the 
study were considered related to selinexor by the 
investigator.

Discussion
The outcomes for patients with heavily pretreated 
relapsed or refractory DLBCL who are not candidates for 
autologous stem-cell transplantation or chimeric antigen 
receptor therapy, or for those who relapse after autologous 
stem-cell transplantation, are generally very poor. In this 
population, single-drug oral selinexor showed an overall 
response rate of 28% (97·5% CI 20·7 to 100·0; 12% 
complete response), meeting the primary endpoint of the 
study. The median duration of response was 9·3 months 
(95% CI 4·8 to 23·0) (23 months [10·4 to 23·0] for 
patients in complete response) and the median overall 
survival of 9·1 months (95% CI 6·6 to 15·1; not reached 
[29·7 to not reached] for patients in complete response). 
The side-effects associated with selinexor were generally 
reversible and manageable with dose modifications and 
appropriate supportive care; there is no specific organ 
toxicity and no maximal duration of therapy with this 
drug.21 Three responding patients experienced reduced 
disease burdens and proceeded to chimeric antigen 
receptor therapy (n=3); this intervention was not 
considered to be an option.

Patients in the SADAL trial had heavily pretreated 
DLBCL with objective disease progression at study entry. 
Patients had to have at least two previous therapeutic 
regimens, and 41% of patients received at least 
three previous therapies over the course of 2·7 years 
(IQR 1·38–4·92) since diagnosis, indicative of aggressive 
disease. In addition, this trial represents one of the largest 
clinical datasets of elderly patients with relapsed or 
refractory DLBCL: 57 (45%) of patients were aged 70 years 
or older, and activity observed in this subgroup was 
comparable to that observed in the overall study population. 
Furthermore, the SADAL trial enrolled patients with 
particularly poor prognostic factors (table 1). Moreover, 
there were relatively few exclusions for significant organ 
dysfunction and none for concomitant non-oncologic 
medications in the SADAL study (appendix pp 2–4).

Although selinexor was dosed in the early phase of the 
study on the basis of body surface area to minimise inter-
individual variation in the pharmacokinetic exposure of 

Grade 1–2 Grade 3 Grade 4

Thrombocytopenia 20 (16%) 39 (31%) 19 (15%)

Nausea 66 (52%) 8 (6%) 0

Fatigue 46 (36%) 14 (11%) 0

Anaemia 26 (21%) 27 (21%) 1 (1%)

Decreased appetite 42 (33%) 5 (4%) 0

Diarrhoea 41 (32%) 4 (3%) 0

Constipation 39 (31%) 0 0

Neutropenia 7 (6%) 20 (16%) 11 (9%)

Weight loss 38 (30%) 0 0

Vomiting 35 (28%) 2 (2%) 0

Pyrexia 23 (18%) 5 (4%) 0

Asthenia 21 (17%) 6 (5%) 0

Cough 23 (18%) 0 0

Upper respiratory tract 
infection

18 (14%) 1 (1%) 0

Dizziness 18 (14%) 0 0

Hypotension 13 (10%) 4 (3%) 0

Oedema peripheral 14 (11%) 1 (1%) 0

Dyspnoea 12 (10%) 1 (1%) 1 (1%)

Hyponatraemia 4 (3%) 10 (8%) 0

Data are n (%). Data are for events that occurred in at least 10% of the patients, 
for serious adverse events in ≥2% patients see appendix p 8. The Medical 
Dictionary for Regulatory Activities preferred terms were used. Adverse events 
were graded according to the National Cancer Institute Common Terminology 
Criteria for Adverse Events (version 4.03). No Grade 5 events were reported in 
10% or more of the patients.

Table 3: Treatment-emergent adverse events in 10% or more of patients

Selinexor given 60 mg PO days 1 and 3 each week
Responses seen regardless of subtype

Median duration of response 9.3 months

New Treatment Strategies for R/R DLBCL
Selective Nuclear Export Inhibitors

Kalakonda N, et al. Lancet Hematol. 2020;7(7):e511-e522.



Trying to Convert PR to CR After CAR-T



• A 42-year-old patient was diagnosed with high-grade DLBCL PTLD following 
kidney transplant. He was treated with R-EPOCH and obtained a complete 
remission

• Three months after completion of therapy he was found to have relapse of 
disease. He was eligible for CAR-T and received Liso-cel

• At his 30 day scan he was found to have a partial response

• What strategies can we use to convert this PR to a CR?

Case 4



Fixed-course Glofitamab in Relapsed/Refractory DLBCL: Study Updates

Hutchings M, et al. Presented at: ASH;2022. Abstract 441.

• Glofitamab
– Redirects T cells to eliminate B cells
– Off-the-shelf treatment, administered 

for a fixed duration of up to 12 cycles
• Phase I/II experience 

(NCT03075696)
– Glofitamab has induced frequent and 

durable complete responses (CRs) 
and demonstrated a manageable 
safety profile in patients with 
R/R LBCL and other B-cell NHL 
subtypes

High avidity binding to 
CD20 on B cells*

CD3 T-cell 
engagement

Silent Fc region extends 
half-life and reduces 

toxicity

Glofitamab: CD20xCD3 bispecific 
antibody with 2:1 format for 

increased potency vs 1:1 format



Study Design and Baseline Characteristics

• Study Design
• Glofitamab IV administration fixed dose (0.6–

25mg) or with step-up dosing during C1 (target 
dose: 16mg or 30mg) every three weeks, 
maximum 13 infusions

• Obinutuzumab pretreatment (1 x 1000mg) to 
mitigate CRS 

• Fixed duration treatment maximum 12 cycles 
(8.3 months)

• Optional re-treatment in patients with PD after 
prior response

Hutchings M, et al. Presented at: ASH;2022. Abstract 441.

Baseline 
Characteristics

N=154

Median age (range) 66 (21-90)
Median prior tx 
(range)

3 (2-7)

Prior ASCT 28 (18%)
Prior CAR 51 (33%)
Refractory to last tx 132 (86%)



Best IRC-assessed overall response
ORR: 52% 
CR: 39%
Median DoR: 18.4 mo
Median DoCR: NR, 24m DoCR 79%

Phase 2 Study Update for Glofitamab in R/R DLBCL 

Dickinson MJ, et al. Accessed May 17, 2023. https://www.nejm.org/doi/10.1056/NEJMoa2206913.

Progression-free survival

Median 4.9 months

Most common adverse events
CRS: 63% (grade 3-4: 4%)
ICANS: 8% (grade 3-4: 3%)
Neutropenia: 38%
Tumor flare grade ≥2: 7%



Epcoritamab - Subcutaneous

Thieblemont C, et al. Presented at: EHA;2022. Abstract LB2364.

• SC CD3/CD20 bispecific
• Phase 2 EPCORE NHL-1 study
• N=157 DLBCL, FL3B, PMBCL
• Priming and intermediate doses 

followed by full doses of 48 mg
• QW C1-3, Q2W C4-9, Q4W C>9

• N=61 had prior CAR TN=31 prior 
ASCT

• 61% Primary Refractory
• ORR 63%
• CR 39%
• mDOR 12 m
• mCR DOR not reached

• AEs: CRS 49.7% (only 2.5% G3), 
pyrexia 23.6%, fatigue 22.9%, 
neutropenia 21.7%, diarrhea 20.4%, 
ICANS 6.4%

• CRS mainly occurred C1D15 (20 h 
after first full dose)



SWOG 2114

NCT05633615. Updated March 15, 
2023. Accessed April 3, 2023. 
https://clinicaltrials.gov/ct2/show/NC
T05633615.



– Bridging to ASCT?
• Consider chemotherapy containing regimen: PolaR-ICE

– Consider CAR-T in future?
• Perhaps avoid CD19 targeting agents

– Relapse after CAR-T?
• Consider targeted agents, polatuzumab vedotin+benda, bispecifics

– Not a candidate for CAR-T or ASCT?
• Avoid chemo containing regimens, consider tafa+len, lonca-T, bispecifics

– GCB vs ABC?
• Consider drugs specifically targeting biology: lenalidomide or BTK vs epigenetic

Non-CAR-T Treatment Strategy
Decision Factors



Clinical trials are a tool to get the most ground-breaking 
scientific advances to patients



Thank You!
Contact: Jennifer Amengual

jea2149@columbia.edu



Q&A Session


