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INTRODUCTION
Ø FL, MZL and WM are forms of indolent non-Hodgkin lymphoma (iNHL)

in which malignant tumors slowly grow but can become more
aggressive over time. FL is largely the most common

Ø Therapeutic choices often difficult due to the prolonged natural history
and lack of large studies in some settings

Ø The therapeutic paradigm is shifting from immunochemotherapy to
biologicals and T-cell engaging treatments.

Ø ASH 2022 provided additional evidence on some established
combinations (such as R2) as well as insight on novel drugs and
combinations



Hanel, W., Epperla, N. Evolving therapeutic landscape in follicular
lymphoma: a look at emerging and investigational therapies. J Hematol 
Oncol 14, 104 (2021).
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These therapies will likely reshape the 
treatment approach for patients with 

iNHL in the coming years. 
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Subcutaneous Epcoritamab in Combination with
Rituximab + Lenalidomide (R2) for First-Line
Treatment of Follicular Lymphoma: Initial Results
from Phase 1/2 Trial
Lorenzo Falchi1, Lori A. Leslie, David Belada, Katerina Kopeckova, Fritz Offner, Joshua Brody,Miguel Canales,Alejandro Martí,García-Sancho,Marcel Nijland, P-O Andersson, Farrukh T. Awan,Jacob Haaber
Christensen,Kristina Drott,Mats Hellström, Catharina Lewerin,Mayur Narkhede,Sylvia Snauwaert, Björn E Wahlin, Ali Rana, Aqeel Abbas,Liwei Wang,Minh Dinh,Joost S.P. Vermaat,Pau Abrisqueta

1.Lymphoma Service, Memorial Sloan Kettering Cancer Center, New York, NY

Blood (2022) 140 (Supplement 1): 1471–1473.



Ø Median age was 57 y (range, 39–78) 
Ø Median time from initial diagnosis to first dose 

of epcoritamab was 12 wk (range, 2–352)
Ø The majority (85%) had grade 2 or 3A FL
Ø 39% and 51% had stage III and IV disease



Ø efficacy-evaluable patients =29
Ø ORR 90% (26/29) with 69% (20/29)

of complete metabolic response
(CMR)



Ø All patients experienced
treatment-emergent AE
(TEAE)

Ø Most CRS events occurred
after the first full dose of
epcoritamab, all resolved
(median time to resolution,
4 d; tocilizumab given to 5
patients), and none led to
treatment discontinuation.

Ø 1 ICANS and no clinical
tumor lysis syndrome.

Ø One fatal TEAE (COVID-19
pneumonia, not related to
epcoritamab).



Five-Year Results and Overall Survival Update from
the Phase 3 Randomized Study Augment:
Lenalidomide Plus Rituximab (R2) Vs Rituximab
Plus Placebo in Patients with Relapsed/Refractory
Indolent Non-Hodgkin Lymphoma
john P. Leonard1, Marek Trneny,Fritz Offner,Jiri Mayer,Huilai Zhang,Grzegorz S. Nowakowski,Phillip Scheinberg,Argyrios Gkasiamis,Joanna Mikita-Geoffroy,Everton Rowe, John G. Gribben

1.Weill Cornell Medicine and New York Presbyterian Hospital, New York, NY

Blood (2022) 140 (Supplement 1): 561–563.



Ø Median follow-up : 28.3 months



Ø 358 pts were randomized
(n = 178 R2; n = 180 control)

Ø Baseline characteristics
were similar in both
groups.



Ø median follow-up of 65.9 m
Ø Median OS was not reached for either group,

there was an improvement in OS for R2



Ø SPMs occurred in 13 (7%) R2-treated and 21 (12%) control pts
Ø 9 pts died of SPM (n = 3 R2, n = 6 R-placebo)
Ø The incidence rate of SPMs per 100 y was 1.62 (95% CI, 0.94-2.78) in

the R2 group vs 2.66 (95% CI, 1.73-4.07) in the control group.
Ø Fewer histological transformations occurred in the R2 arm than in

the control group (n = 10 vs n = 15, respectively)



Safety and Efficacy of the PI3Kδ Inhibitor
Zandelisib in Combination with the BTK Inhibitor
Zanubrutinib in Patients with
Relapsed/Refractory (R/R) Follicular Lymphoma
(FL) or Mantle Cell Lymphoma (MCL)

Jacob D. Soumerai, MD1, Catherine S. Diefenbach, MD, Felipe Samaniego, MD, Abhijeet Kumar, Michaela L. Tsai, Adam S. Asch, MD, Deepa Jagadeesh, MD, Vaishalee P. Kenkre, MD, Izidore S.
Lossos, MD, Huda Salman, MD, PhD, Farrukh T. Awan, M.D., Lu Miao, Richard G. Ghalie, MD and Andrew D. Zelenetz, MD, PhD

1. Center for Lymphoma, Massachusetts General Hospital, Boston, MA

Blood (2022) 140 (Supplement 1): 189–191.



BCAP: B-cell adaptor for PI3K; BCR: B-cell receptor; BTK: Bruton’s tyrosine kinase; 
GEF: guanine nucleotide exchange factor; mTOR: mammalian target of rapamycin; 
PI3K: phosphatidylinositol-3-kinase; PKC: protein kinase C; SFK: Src family kinase; SYK: spleen tyrosine kinase

Coutre SE, et al. Leuk Lymphoma 2015;
56:2779–2786.

PI3K inhibition impacts multiple critical 
pathways in B-cell malignancies
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Ø 50 pts were treated
Ø 31 with FL and 19 with MCL
Ø Median age of 67 years (range 40-83)
Ø Median number of prior therapies was 2

(range 1-5)
Ø 15 pts (30%) were refractory to last therapy
Ø 14 pts (28%) had a lesion ≥5 cm
Ø 22 of 31 FL pts (71%) had POD24



Ø Zandelisib plus zanubrutinib was well tolerated
with no increase in the rate or severity of class-
related AEs compared to either agent alone. 

Ø Few pts (4%) have discontinued due to an AE.



Tazemetostat in Combination with Lenalidomide and
Rituximab in Patients with Relapsed/Refractory
Follicular Lymphoma: Phase 1b Results of Symphony-1

Blood (2022) 140 (Supplement 1): 2296–2298

Connie Lee Batlevi1,Gilles Salles,Steven I. Park,Tycel J. Phillips,Jennifer E. Amengual,David Andorsky,Philip Campbell,Pamela McKay, John P. Leonard,Manu Sondhi,Yingxue
Chen,Pamela L. Slatcher,Richard Lin,Attila Szanto,Sara Abbadi,Franck Morschhauser

1. Lymphoma Service, Cellular Therapy Service, Department of Medicine, Memorial Sloan Kettering Cancer Center, NEW YORK, NY



Christian MichaelHedrich. Chapter 21 - Pharmacoepigenetics of Systemic Lupus Erythematosus. 
Pharmacoepigenetics. Volume 10 in Translational Epigenetics. 2019, Pages 597-608

EZH2 inhibition



Ø 44 patients were enrolled and receiving TAZ +
R2 (400 [n=6], 600 [n=19], and 800 mg
[n=19]).

Ø Median age was 67 years
Ø 31.8% of patients had received >1 prior

therapy
Ø 35/42 patients (83.3%) had wild-type

(WT) EZH2 FL
Ø 34.1% with rituximab-refractory disease
Ø 27.3% with POD24 disease

Ø Of 41 patients evaluable: 21 (51.2%)
had a complete response, 19 (46.3%)
had a partial response, and 1 (2.4%)
had stable disease.



Durable responses were seen in patients with 
high-risk disease, including those with 

rituximab-refractory and POD24 disease.

manageable safety 
profile



A Phase Ib/II Study of Polatuzumab Vedotin Plus
Obinutuzumab and Lenalidomide in Patients with
Relapsed/Refractory Follicular Lymphoma: Final Analysis
and Progression-Free Survival Update

Blood (2022) 140 (Supplement 1): 2286–2288.

Catherine S. Diefenbach1,Brad S. Kahl,Lalita Banerjee,Andrew K. McMillan,Fiona Miall,Javier Briones,Raul Cordoba,John M. Burke,Jamie Hirata,Sunil Sharma, Lisa Musick,Pau Abrisqueta Costa

1. Perlmutter Cancer Center at NYU Langone Health, New York, NY



Ø Median age, 62 years
Ø Male 59%
Ø Ann Arbor Stage III–IV, 88%
Ø Follicular Lymphoma International Prognostic Index 1 high-risk (≥3), 55%
Ø Bulky disease (≥7cm), 16%
Ø Median prior lines of treatment, 3 (range: 1–7); ≥2 prior lines of therapy,

77%
Ø Refractory to last line of prior regimen, 59% (Refractory to last line of

anti-CD20 treatment, 55%)
Ø POD24 (defined as disease progression within 24 months of initiation of

first anti-lymphoma treatment with chemoimmunotherapy), 27%



Ø High CR rates in a heavily pre-treated and
refractory population

Ø median PFS and OS were not reached
Ø more than half of the patients treated with

Pola-G-Len had not experienced disease
progression after 4 years



Long-Term Efficacy and Safety of Zanubrutinib in
Patients with Relapsed/Refractory (R/R) Marginal Zone
Lymphoma (MZL): Final Analysis of the Magnolia (BGB-
3111-214) Trial

Blood (2022) 140 (Supplement 1): 573–576.

Stephen Opat1, Alessandra Tedeschi,Bei Hu,Kim M. Linton,Pamela McKay,Henry Chan,Jie Jin,Mingyuan Sun,Magdalena Sobieraj-Teague,Pier Luigi Zinzani,Peter J. Browett,Xiaoyan Ke,Craig A.
Portell,Catherine Thieblemont,Kirit Ardeshna,Fontanet Bijou,Patricia Walker,Eliza Hawkes,Shir-Jing Ho,Keshu Zhou,Zhiyu Liang, Jianfeng Xu,Chris Tankersley,Richard Delarue, Melannie Co, Judith
Trotman

1. Monash Health and Monash University, Clayton, Victoria, Australia



Ø 68 pts were enrolled
Ø The median age was 70 years
Ø MZL subtypes included extranodal (mucosa-

associated lymphoid tissue) in 38.2%, nodal in
38.2%, splenic in 17.6%, and unknown in 5.9%
of pts.

Ø Median number of prior therapies was 2 (range
1-6)

Ø 32.4% of pts had disease refractory to last
therapy

Ø Most (89.7%) pts received prior
chemoimmunotherapy

Ø 7 (10.3%) received rituximab monotherapy as
their only prior treatment



Ø High response rates and durable
disease control

Ø well tolerated, with no new safety
signals



Efficacy of Pirtobrutinib, a Highly Selective, Non-
Covalent (Reversible) BTK Inhibitor in Relapsed /
Refractory Waldenström Macroglobulinemia: Results
from the Phase 1/2 BRUIN Study

Blood (2022) 140 (Supplement 1): 557–560.

M.Lia Palomba1, Manish R. Patel,Toby A. Eyr e,Wojciech Jurczak,David John Lewis,Thomas Gastinne,Shuo Ma,Jonathon B. Cohen,Krish Patel,Jennifer R. Brown,Lydia Scarfò,Talha Munir,Ewa Lech-
Marańda,Marc Hoffmann,Chaitra S. Ujjani,Bita Fakhri,Michael L. Wang,Koji Izutsu,Hirokazu Nagai,Constantine S. Tam,John F. Seymour,Joanna M. Rhodes,Julie M. Vose,Matthew McKinney,James N.
Gerson,Minal A. Barve,Bryone J. Kuss,Youngil Koh,Wei Gao,Amy S. Ruppert, Richard A. Walgren,Donald E. Tsai,Binoj Nair,Katherine Bao,Anthony R. Mato,Chan Y. Cheah

1. Memorial Sloan Kettering Cancer Center, New York, NY



Lewis KL, Cheah CY. Non-Covalent BTK Inhibitors-The New BTKids on the Block for B-Cell Malignancies. J
Pers Med. 2021 Aug 3;11(8):764.



Ø Median age was 68 (range, 42-84) years 
Ø Median number of prior therapies was 3 

(range, 1-11). 
Ø 66 (85%) pts had received chemotherapy 

+ anti-CD20 antibody
Ø 61 (78%) pts had received ≥1 prior BTKi 

(≥2 BTKi in 13/61, 21%) 
Ø 40 (66%) discontinued prior BTKi therapy 

due to disease progression
Ø 50 (64%) pts had received chemotherapy 

+ anti-CD20 antibody + BTKi



Ø Pirtobrutinib was well-tolerated with low-rates 
of discontinuation due to drug-related toxicity.



CONCLUSIONS

ØASH 2022 confirmed the strong shift toward chemo-free treatments
in indolent lymphoma.

ØSeveral different approaches proved effective, crowding the
therapeutic armamentarium especially in R/R disease.

ØApart for efficacy, growing importance will be acquired by:
- Safety profile

- Duration of treatment

- Costs and complexity
- Patient choice


