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Networked iPads are available.

For assistance, please raise your hand. Devices will be collected at the conclusion of the activity.

Review Program Slides: Tap the Program Slides button to review speaker 
presentations and other program content.

Answer Survey Questions: Complete the pre- and postmeeting surveys. 

Ask a Question: Tap Ask a Question to submit a challenging case or question for 
discussion. We will aim to address as many questions as possible during the 
program.

Complete Your Evaluation: Tap the CME Evaluation button to complete your 
evaluation electronically to receive credit for your participation. 

Clinicians in the Meeting Room



Review Program Slides: A link to the program slides will be posted in the chat 
room at the start of the program.

Answer Survey Questions: Complete the pre- and postmeeting surveys. 

Ask a Question: Submit a challenging case or question for discussion using the 
Zoom chat room.

Get CME Credit: A CME credit link will be provided in the chat room at the 
conclusion of the program.

Clinicians Attending via Zoom



PREMEETING SURVEY – Available Now

Clinicians in Attendance: If you have not already done 
so, please take a moment to complete the premeeting 
survey on the iPads for attendees in the room and on 
Zoom for those attending virtually. Your input on this 

survey will be integral to the program today.
 

A postmeeting survey will be posted 
toward the end of the session.

 
Thank you for your input.



About the Enduring Program

• The live meeting is being video 
and audio recorded.

• The proceedings from today will 
be edited and developed into 
an enduring web-based 
video/PowerPoint program. 
An email will be sent to all attendees when the activity is 
available. 

• To learn more about our education programs, visit our website, 
www.ResearchToPractice.com



Meet The Professors Live: Clinical Investigators 
Provide Perspectives on Actual Cases 
of Patients with Multiple Myeloma

Moderator
Neil Love, MD

Faculty

A CME Symposium Held in Conjunction with the 2023 ASCO® Annual Meeting

Shaji K Kumar, MD
Sagar Lonial, MD



Agenda
Module 1 — Initial Treatment of Newly Diagnosed Multiple Myeloma (MM)

• Up-front treatment for transplant eligible patients
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• Venetoclax and other strategies
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Abstract LBA4

N Engl J Med 2022 Jul 14;387(2):132-47.



Lancet Haematol 2022;9(11):e810-21. 



GMMG-HD7: Minimum Residual Disease Status and Response Rates 
after Induction Therapy in the Intent-to-Treat Population 

Goldschmidt H et al. Lancet Haematol 2022;9(11):e810-21. 



Maintenance Therapy with Carfilzomib, Pomalidomide, 
and Dexamethasone (KPd) in High-Risk Myeloma Patients 
(Pts): A Phase 2 Study with Safety Run-in

Nooka AJ et al.
ASCO 2023;Abstract 8001.

Saturday, June 3; 1:27 PM CDT 



Kumar S et al. ASH 2022;Abstract 4559.



MAIA: Overall Survival in the ITT Population

Kumar S et al. ASH 2022;Abstract 4559.
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IKEMA: Updated PFS in the ITT Population 

Martin T et al. Blood Cancer J 2023;13(1):72.

PFS = progression-free survival; ITT = intent-to-treat; Isa-Kd = isatuximab/carfilzomib/dexamethasone; 
Kd = carfilzomib/dexamethasone; mPFS = median PFS
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Teclistamab1,2,3 Linvoseltamab4 ABBV-3835,6 Elranatamab7,8 Alnuctamab9 REGN545910

Trial MajesTEC-1 Phase I/II Phase I MagnetisMM-3 Phase I Phase I/II

Population
165 

Median 5 LOT
78% triple refractory

252*
Median 6 LOT

90% triple refractory

174*
Median 5 LOT

80% triple 
refractory

123
Median 5 LOT

97% triple refractory
32% EMD

68*
Median 4 LOT

63% triple refractory

43

Safety 
all grade 

(Grade 3+)

CRS 72% (0.6%)
Neurotoxicity 14.5% (0)

ICANS 3% (0)
Infections 76% (45%)

CRS 44% (1%)
Neurotoxicity: 5.6% 

(1.2%)
Infections: 54% (29%)

CRS 70% (2%)
ICANS : 6 pts (1 pt)

Infections 43% 
(22%)

CRS 56% (0)
ICANS 3% (0)

Infections 67% (35%)

CRS 53% (0)
ICANS 3% (0)

Infections 34% (9%)

CRS 54% (5%)
Infections: 61% 

(37%)

Response 
ORR 

(VGPR+)
63% 64% at 200mg 61% at 60mg 61% 65% at 30mg dose

67%
(90.5% at 2 highest 

doses)

CD3 x BCMA Bispecific Antibodies for MM

1 Moreau et al. N Engl J Med 2022;387(6):495-505. 2 Nooka et al. ASCO 2022;Abstract 8007. 3 Touzeau et al. ASCO 2022;Abstract 8013. 
4 Bumma et al. ASH 2022;Abstract 4555; AACR 2023. 5 Voorhees et al. ASH 2022;Abstract 1919. 6 Voorhees P et al. 19th International 
Myeloma Society Annual Meeting 2022;Abstract OAB-055. 7 Bahlis et al. ASH 2022;Abstract 159. 8 Raje et al. ASH 2022;Abstract 158.  
9 Wong et al. ASH 2022;Abstract 162. 10 Suvannasankha A et al. AACR 2023;Abstract CT013. 

LOT = lines of therapy; CRS = cytokine release syndrome; pt = patient; ORR = overall response rate; VGPR = very good partial response



First Results from the RedirecTT-1 Study with Teclistamab 
(Tec) + Talquetamab (Tal) Simultaneously Targeting BCMA 
and GPRC5D in Patients (Pts) with Relapsed/Refractory 
Multiple Myeloma (RRMM)

Cohen YC et al.
ASCO 2023;Abstract 8002.

Saturday, June 3; 1:39 PM CDT 



LINKER-MM1 Study: Linvoseltamab (REGN5458) in Patients 
with Relapsed/Refractory Multiple Myeloma

Lee HC et al.
ASCO 2023;Abstract 8006.

Saturday, June 3; 3:15 PM CDT 



Efficacy and Safety of Elranatamab in Patients with 
Relapsed/Refractory Multiple Myeloma (RRMM) and 
Prior B-Cell Maturation Antigen (BCMA)-Directed 
Therapies: A Pooled Analysis from MagnetisMM Studies

Nooka AK et al.
ASCO 2023;Abstract 8008.

Saturday, June 3; 3:39 PM CDT 



Cevostamab is Efficacious and Well Tolerated in Patients
Aged <65 and ≥65 Years with Relapsed/Refractory Multiple
Myeloma

Krishnan A et al.
International Myeloma Society Annual Meeting 2022;Abstract P-012.



RG6234, a GPRC5DxCD3 T-Cell Engaging Bispecific Antibody, 
Is Highly Active in Patients (pts) with Relapsed/Refractory 
Multiple Myeloma (RRMM): Updated Intravenous (IV) and 
First Subcutaneous (SC) Results from a Phase I Dose-
Escalation Study

Carlo-Stella C et al.
ASH 2022;Abstract 161.
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First Phase 3 Results from CARTITUDE-4: Cilta-Cel versus 
Standard of Care (PVd or DPd) in Lenalidomide-Refractory 
Multiple Myeloma

Dhakal B et al.
ASCO 2023;Abstract LBA106.

Monday, June 5; 9:57 AM CDT 



2023;388:1002-14.
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Lancet 2020;396(10262):1563-73.



BOSTON: Progression-Free Survival (ITT Population)

Grosicki S et al. Lancet 2020;396(10262):1563-73.

Selinexor + Vd Vd HR (p-value)

Median PFS 11.9 mo 9.5 mo 0.70 (0.0075)

ITT = intent-to-treat; Vd = bortezomib/dexamethasone



BOSTON: Select Adverse Events

Grosicki S et al. Lancet 2020;396(10262):1563-73.

Adverse event

Selinexor + 
bortezomib/dexamethasone

(n = 195)
Bortezomib/dexamethasone

(n = 204)

Any grade Grade 3/4 Any grade Grade 3/4

Thrombocytopenia 60% 39% 27% 17%

Fatigue 42% 13% 18% 1%

Anemia 36% 16% 23% 10%

Peripheral neuropathy 32% 5% 47% 9%

Neutropenia 15% 9% 6% 3%



British Journal of Cancer 2022;126:718-725



Depth of Response to Selinexor, Carfilzomib and Dexamethasone in 
Patients with Relapsed or Refractory Multiple Myeloma

Gasperetto C et al. Br J Cancer 2022;126:718-725.

Best % change from baseline 

F free light chain, S SPEP, U UPEP, A IgA

ORR: 78.1%



Agenda

Module 1 — Initial Treatment of Newly Diagnosed Multiple Myeloma (MM)
• Up-front treatment for transplant-eligible patients
• Up-front treatment for patients not eligible for transplant
• Current approach to maintenance therapy

Module 2 — Sequencing of Therapies for Relapsed/Refractory MM
• Anti-CD38 antibodies
• Bispecific antibodies 
• CAR T-cell therapy

Selinexor 
• Venetoclax and other strategies



ASH 2021;Abstract 84.



BELLINI: Updated Survival Results for Patients with t(11;14) 

Kumar SK et al. ASH 2021;Abstract 84.



BELLINI: Updated Survival Results for Patients with High Bcl-2 Expression

Kumar SK et al. ASH 2021;Abstract 84.



ASH 2022 Abstract 3232



Venetoclax, Daratumumab and Dexamethasone (VenDd) Responses

Kaufman JL et al. ASH 2022; Abstract 3232.



A Phase 3, Open-Label, Randomized Study to Evaluate the 
Efficacy and Safety of Single-Agent Belantamab Mafodotin 
(Belamaf) Compared to Pomalidomide plus Low-Dose 
Dexamethasone (Pd) in Patients (Pts) with Relapsed/Refractory 
Multiple Myeloma (RRMM): DREAMM-3 

Weisel K et al.
ASCO 2023;Abstract 8007.

Saturday, June 3; 3:27 PM CDT 
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SWOG S1826, a Randomized Study of Nivolumab(N)-AVD Versus Brentuximab Vedotin(Bv)-AVD in Advanced Stage Classic Hodgkin Lymphoma (cHL)



S1826 Study Design



N-AVD improves PFS compared to Bv-AVD



Event-Free Survival



Overall Survival



Adverse Events in ≥ 10% patients by Arm



S1826 Conclusions



2022;387(4):310-20.



ECHELON-1 Primary Endpoint: Overall Survival (ITT Population) 

6-year OS estimates
  93.9%
  89.4%

Ansell SM et al. N Engl J Med 2022;387(4):310-20.

A+AVD = brentuximab vedotin/doxorubicin/vinblastine/dacarbazine; ABVD = doxorubicin/bleomycin/vinblastine/dacarbazine
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FDA Approves Polatuzumab Vedotin-piiq for Previously Untreated 
Diffuse Large B-Cell Lymphoma, Not Otherwise Specified and High-
Grade B-Cell Lymphoma
Press Release: April 19, 2023

“The Food and Drug Administration approved polatuzumab vedotin-piiq with a rituximab product, 
cyclophosphamide, doxorubicin, and prednisone (R-CHP) for adult patients who have previously untreated 
diffuse large B-cell lymphoma (DLBCL), not otherwise specified (NOS), or high-grade B-cell lymphoma (HGBL) and 
who have an International Prognostic Index (IPI) score of 2 or greater.

Approval was based on POLARIX (NCT03274492), a randomized, double-blind, placebo-controlled trial in 879 
patients with previously untreated large B-cell lymphoma and an IPI score of 2-5. The trial evaluated the 
superiority of substituting polatuzumab vedotin for vincristine in the R-CHOP (rituximab, cyclophosphamide, 
doxorubicin, vincristine, and prednisone) regimen. Patients were randomized (1:1) to receive either 
polatuzumab vedotin plus R-CHP (pola + R-CHP) or R-CHOP for six 21-day cycles, followed by two additional 
cycles of rituximab alone in both arms. The main diagnoses were de novo DLBCL, NOS (84%) and HGBL (11%).”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-polatuzumab-vedotin-piiq-previously-untreated-
diffuse-large-b-cell-lymphoma-not



Pan Pacific Lymphoma Conference 2022



POLARIX: Investigator-Assessed Progression-Free Survival (PFS) 
— Primary Endpoint

Mehta-Shah N et al. Pan Pacific Lymphoma Conference 2022.

Estimated 2-y PFS: 76.7% vs 70.2%



POLARIX: Subgroup Analysis

Tilly H et al. N Engl J Med 2022;386(4):351-63.

Pola-R-CHP
(N=440)

R-CHOP
(N=439)

Total
N n

2-year
Rate n

2-year
Rate

Hazard
Ratio

95% Wald
CI

Pola-R-CHP
Better

R-CHOP
BetterBaseline Risk Factors

ECOG PS
   0-1
   2

737
141

374
66

78.4
67.2

363
75

71.2
65.0

0.8
0.8

(0.6 to 1.0)
(0.5 to 1.4)

IPI score
   IPI 2
   IPI 3-5

334
545

167
273

79.3
75.2

167
272

78.5
65.1

1.0
0.7

(0.6 to 1.6)
(0.5 to 0.9)

Bulky disease
   Absent
   Present

494
385

247
193

82.7
69.0

247
192

70.7
69.7

0.6
1.0

(0.4 to 0.8)
(0.7 to 1.5)

Baseline LDH
   ≤ULN
   >ULN

300
575

146
291

78.9
75.4

154
284

75.6
67.2

0.8
0.7

(0.5 to 1.3)
(0.5 to 1.0)

No. of extranodal sites
   0-1
   ≥2

453
426

227
213

80.2
73.0

226
213

74.5
65.8

0.8
0.7

(0.5 to 1.1)
(0.5 to 1.0)

Cell-of-origin
   GCB
   ABC
   Unclassified
   Unkown

352
221
95

211

184
102
44

110

75.1
83.9
73.0
73.8

168
119
51

101

76.9
58.8
86.2
64.3

1.0
0.4
1.9
0.7

(0.7 to 1.5)
(0.2 to 0.6)
(0.8 to 4.5)
(0.4 to 1.2)

Double expressor by IHC
   DEL
   Non DEL
   Unknown

290
438
151

139
223
78

75.5
77.7
76.0

151
215
73

63.1
75.7
69.8

0.6
0.9
0.8

(0.4 to 1.0)
(0.6 to 1.3)
(0.4 to 1.5)

Double- or triple-hit lymphoma
   Yes
   No
   Unknown

45
620
214

26
305
109

69.0
76.8
78.5

19
315
105

889
70.3
66.4

3.8
0.7
0.6

(0.8 to 17.6)
(0.5 to 1.0)
(0.4 to 1.1)

0.25 1 5
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FDA grants accelerated approval to epcoritamab-bysp for relapsed 
or refractory diffuse large B-cell lymphoma and high-grade B-cell 
lymphoma
Press Release: May 19, 2023

“On May 19, 2023, the Food and Drug Administration granted accelerated approval to epcoritamab-bysp for relapsed 
or refractory diffuse large B-cell lymphoma (DLBCL) not otherwise specified, including DLBCL arising from indolent 
lymphoma, and high-grade B-cell lymphoma after two or more lines of systemic therapy.

Epcoritamab-bysp, a bispecific CD20-directed CD3 T-cell engager, was evaluated in EPCORE NHL-1 (NCT03625037), an 
open-label, multi-cohort, multicenter, single-arm trial in patients with relapsed or refractory B-cell lymphoma. The 
efficacy population consisted of 148 patients with relapsed or refractory DLBCL, not otherwise specified, including 
DLBCL arising from indolent lymphoma, and high-grade B-cell lymphoma after two or more lines of systemic therapy, 
including at least one anti-CD20 monoclonal antibody-containing therapy.

The main efficacy outcome measure was overall response rate (ORR) determined by Lugano 2014 criteria, as assessed 
by an Independent Review Committee. The ORR was 61% (95% CI: 53, 69) with 38% of patients achieving complete 
responses. With a median follow-up of 9.8 months among responders, the estimated median duration of response 
(DOR) was 15.6 months (95%CI: 9.7, not reached).”

https://www.fda.gov/drugs/drug-approvals-and-databases/fda-grants-accelerated-approval-epcoritamab-bysp-relapsed-or-
refractory-diffuse-large-b-cell



ASH 2022;Abstract 444.



ELM-2: DLBCL Cohort – Objective Response Rate 

Kim WS et al. ASH 2022;Abstract 444.



ASH 2022;Abstract 737.



First-Line Glofitamab plus R-CHOP: Antitumor Activity

Topp MS et al. ASH 2022;Abstract 737.

CMR = complete molecular response; PMR = partial molecular response; PD = progressive disease



Agenda

Module 1 — Hodgkin Lymphoma
• First-line therapy

Module 2 — Diffuse Large B-Cell Lymphoma
• First-line therapy
• Bispecific antibodies
• CAR T-cell therapy
• Selinexor 

Module 3 — Follicular Lymphoma
• Bispecific antibodies

Module 4 — Mantle Cell Lymphoma
• BTK inhibitors
• CAR T-cell therapy



Primary Overall Survival Analysis of the Phase 3 
Randomized ZUMA-7 Study of Axicabtagene Ciloleucel 
versus Standard-of-Care Therapy in Relapsed/Refractory 
Large B-Cell Lymphoma

Westin J et al.
ASCO 2023;Abstract LBA107.

Monday, June 5; 10:09 AM CDT 



Agenda

Module 1 — Hodgkin Lymphoma
• First-line therapy

Module 2 — Diffuse Large B-Cell Lymphoma
• First-line therapy
• Bispecific antibodies
• CAR T-cell therapy
• Selinexor 

Module 3 — Follicular Lymphoma
• Bispecific antibodies

Module 4 — Mantle Cell Lymphoma
• BTK inhibitors
• CAR T-cell therapy



Lancet Haematol 2020;7:e511-22.



SADAL: Efficacy and Safety of Selinexor for R/R DLBCL After at 
Least 2 Previous Lines of Chemoimmunotherapy 

Kalakonda N et al. Lancet Haematol 2020;7:e511-22.

ORR CRR

All patients 36/127 (28%) 15/127 (12%)

GCB subtype 20/59 (34%) 8/59 (14%)

Non-GCB subtype 13/63 (21%) 6/63 (10%)

Unclassified 3/5 (60%) 1/5 (20%)

Gr 1-2 Gr 3 Gr 4

Thrombocytopenia 16% 31% 15%

Anemia 21% 21% 1%

Neutropenia 6% 16% 9%

ORR = overall response rate; CRR = complete response rate



Agenda

Module 1 — Hodgkin Lymphoma
• First-line therapy

Module 2 — Diffuse Large B-Cell Lymphoma
• First-line therapy
• Bispecific antibodies
• CAR T-cell therapy
• Selinexor 

Module 3 — Follicular Lymphoma
• Bispecific antibodies

Module 4 — Mantle Cell Lymphoma
• BTK inhibitors
• CAR T-cell therapy



Epcoritamab + R2 Regimen and Responses in High-Risk 
Follicular Lymphoma, Regardless of POD24 Status

Merryman R et al.
ASCO 2023;Abstract 7506.
Monday, June 5; 11:45 AM CDT 



ASH 2022;Abstract 610.



Kim TM et al. ASH 2022;Abstract 949.



Agenda

Module 1 — Hodgkin Lymphoma
• First-line therapy

Module 2 — Diffuse Large B-Cell Lymphoma
• First-line therapy
• Bispecific antibodies
• CAR T-cell therapy
• Selinexor 

Module 3 — Follicular Lymphoma
• Bispecific antibodies

Module 4 — Mantle Cell Lymphoma
• BTK inhibitors
• CAR T-cell therapy



Agenda

Module 1 — Hodgkin Lymphoma
• First-line therapy

Module 2 — Diffuse Large B-Cell Lymphoma
• First-line therapy
• Bispecific antibodies
• CAR T-cell therapy
• Selinexor 

Module 3 — Follicular Lymphoma
• Bispecific antibodies

Module 4 — Mantle Cell Lymphoma
• BTK inhibitors
• CAR T-cell therapy



Update on Ibrutinib US Accelerated Approvals for Mantle Cell 
Lymphoma and Marginal Zone Lymphoma Indications
Press Release: April 6, 2023

“The manufacturer announced today the intent to voluntarily withdraw, in the U.S., accelerated ibrutinib 
approvals for patients with the blood cancers mantle cell lymphoma (MCL) who have received at least one 
prior therapy and with marginal zone lymphoma (MZL) who require systemic therapy and have received at 
least one prior anti-CD20-based therapy.

Other approved indications for ibrutinib in the U.S. are not affected. This voluntary action is due to 
requirements related to the accelerated approval status granted by the U.S. FDA for MCL and MZL. These 
indications were approved via this pathway based on overall response rates in Phase 2 clinical studies. To 
confirm clinical benefit following accelerated approvals, additional studies are required by the FDA.”

https://news.abbvie.com/news/press-releases/update-on-imbruvica-ibrutinib-us-accelerated-approvals-for-mantle-cell-lymphoma-
and-marginal-zone-lymphoma-indications.htm



ASH 2022;Abstract 1.



TRIANGLE Phase III Trial Design

Dreyling M et al. ASH 2022;Abstract 1.



N Engl J Med 2022;386(26):2482-2494. 



SHINE: Phase III Trial of Ibrutinib Plus Bendamustine and Rituximab 
in MCL

Wang ML et al. N Engl J Med 2022;386(26):2482-2494. 

• The percentage of patients with a complete response was 65.5% in the ibrutinib group and 
57.6% in the placebo group (P = 0.06)

• Overall survival was similar in the two groups (HR, 1.07)
• The safety profile of the combined therapy was consistent with the known profiles of the 

individual drugs

Median 80.6 mo

Median 52.9 mo

Primary Endpoint: PFS



FDA Grants Accelerated Approval to Pirtobrutinib for Patients 
with Relapsed or Refractory Mantle Cell Lymphoma
Press Release: January 27, 2023

On January 27, 2023, the Food and Drug Administration (FDA) granted accelerated approval to pirtobrutinib 
for relapsed or refractory mantle cell lymphoma (MCL) after at least 2 lines of systemic therapy, including a 
BTK inhibitor. 

“Pirtobrutinib was approved under the FDA's Accelerated Approval pathway based on response rate from the 
open-label, single-arm, international, Phase 1/2 study, called the BRUIN trial. Continued approval for this 
indication may be contingent upon verification and description of clinical benefit in a confirmatory trial.”

“In the BRUIN Phase 1/2 trial, covalent BTK inhibitor pre-treated patients with relapsed or refractory MCL 
achieved an overall response rate of 50%, with 13% of patients achieving a complete response [with 
pirtobrutinib].”

“Pirtobrutinib, a highly selective kinase inhibitor, utilizes a novel binding mechanism and is the first and only 
FDA approved non-covalent (reversible) BTK inhibitor. Pirtobrutinib can reestablish BTK inhibition in MCL 
patients previously treated with a covalent BTK inhibitor (ibrutinib, acalabrutinib, or zanubrutinib) and extend 
the benefit of targeting the BTK pathway.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-approval-pirtobrutinib-relapsed-or-refractory-mantle-cell-
lymphoma?utm_medium=email&utm_source=govdelivery; https://finance.yahoo.com/news/u-fda-approves-jaypirca-pirtobrutinib-190700019.html



ASH 2022;Abstract 4218.



Wang ML et al. ASH 2022;Abstract 4218.

cBTKi = covalent Bruton tyrosine kinase inhibitor; CR = complete response; PR = partial response; SD = stable disease; PD = progressive disease





SYMPATICO: Efficacy Outcomes with Concurrent Ibrutinib and 
Venetoclax in Relapsed/Refractory MCL

Wang M et al. J Hematol Oncol 2021;14(1):179. 

• Median duration of response was 32.3 months 
• Median progression-free survival was 35.0 months 
• Median overall survival was also 35.0 months



Blood 2021;137(7):877-87.



Ibrutinib, Obinutuzumab and Venetoclax for Relapsed and 
Untreated MCL: Response at End of Cycle 6

Le Gouill S et al. Blood 2021;137(7):877-87.



Agenda

Module 1 — Hodgkin Lymphoma
• First-line therapy

Module 2 — Diffuse Large B-Cell Lymphoma
• First-line therapy
• Bispecific antibodies
• CAR T-cell therapy
• Selinexor 

Module 3 — Follicular Lymphoma
• Bispecific antibodies

Module 4 — Mantle Cell Lymphoma
• BTK inhibitors
• CAR T-cell therapy



Real-world outcomes of brexucabtagene autoleucel (brexu-
cel) for relapsed or refractory (R/R) mantle cell lymphoma 
(MCL): A CIBMTR subgroup analysis by prior treatment.

Kambhampati S et al.
ASCO 2023;Abstract 7507.
Monday, June 5; 11:57 AM CDT 



Meet The Professors Live: Clinical Investigators 
Provide Perspectives on Actual Cases 

of Patients with Chronic Lymphocytic Leukemia 

Moderator
Neil Love, MD

Faculty

A CME Symposium Held in Conjunction with the 2023 ASCO® Annual Meeting

John N Allan, MD
Susan O’Brien, MD



Agenda

Module 1 — First-Line Treatment of Chronic Lymphocytic Leukemia
• BTK inhibitors
• Venetoclax combinations

Module 2 — Relapsed/Refractory Disease 
• BTK inhibitors
• Venetoclax combinations

Module 3 — Richter’s Transformation



Agenda

Module 1 — First-Line Treatment of Chronic Lymphocytic Leukemia
• BTK inhibitors
• Venetoclax combinations

Module 2 — Relapsed/Refractory Disease 
• BTK inhibitors
• Venetoclax combinations

Module 3 — Richter’s Transformation



Frontline Phase III Randomized Trials in CLL
BTKi BCL2i Novel-novel

RESONATE-2 (>65 or comorbidities)
Ibrutinib vs. Chlorambucil

iLLUMINATE (PCYC-1130) (>65 or 
comorbidities)

Ibrutinib + O vs. Chlorambucil + O

ECOG E1912 [<70; non-del(17p)]
Ibrutinib + R vs. FCR

Alliance A041202 (>65)
Ibrutinib vs. Ibrutinib + R vs. BR

ELEVATE-TN (>65 or comorbidities)
Acala vs. Acala + O vs. Chlorambucil + O

SEQUOIA [≥65 OR comorbidities; non-del(17p)]
Zanubrutinib vs. BR

FLAIR [≤75; non-del(17p)]
Ibrutinib + R vs. FCR

CLL14 (CIRS >6; CrCl <70 mL/min)
Venetoclax + O vs. Chlorambucil + O

GLOW (>65 or comorbidities)
Ibrutinib  + Venetoclax vs.
Chlorambucil + O

CLL13 (>65yo or ≤65yo with 
comorbidities)

I+V+O vs. Ven+O vs. Ven+R 
vs. FCR/BR

Courtesy of Alexy Danilov, MD, PhD



Acalabrutinib ± Obinutuzumab versus 
Obinutuzumab + Chlorambucil in Treatment-Naïve 
Chronic Lymphocytic Leukemia: Five-Year Follow-Up 
of ELEVATE-TN

Sharman JP et al.
ASCO 2022;Abstract 7539.



ELEVATE-TN: Investigator-Assessed PFS 

Sharman JP et al. ASCO 2022;Abstract 7539.



FDA Approves Zanubrutinib for Chronic Lymphocytic Leukemia or 
Small Lymphocytic Lymphoma
Press Release: January 19, 2023

“On January 19, 2023, the Food and Drug Administration approved zanubrutinib for chronic lymphocytic 
leukemia (CLL) or small lymphocytic lymphoma (SLL).

Efficacy in patients with treatment-naïve CLL/SLL was evaluated in SEQUOIA (NCT03336333). In the 
randomized cohort including patients without 17p deletion, a total of 479 patients were randomized 1:1 
to receive either zanubrutinib until disease progression or unacceptable toxicity or bendamustine plus 
rituximab (BR) for 6 cycles. 

Efficacy in patients with relapsed or refractory CLL/SLL was evaluated in ALPINE (NCT03734016). A total 
of 652 patients were randomized 1:1 to receive either zanubrutinib or ibrutinib. 

The recommended zanubrutinib dosage is 160 mg taken orally twice daily or 320 mg taken orally once 
daily until disease progression or unacceptable toxicity.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-zanubrutinib-chronic-lymphocytic-leukemia-or-
small-lymphocytic-lymphoma



SEQUOIA: Progression-Free Survival by IRC (ITT)

Tam CS et al. Lancet Oncol 2022 Aug;23(8):1031-1043.



Frequency of Adverse Events in Landmark Studies of Currently 
Approved BTKis in Treatment-Naïve CLL

Adverse 
event

Ibrutinib Acalabrutinib Zanubrutinib*

RESONATE2
TN (n = 135)

ELEVATE-TN
TN (n = 179)

SEQUOIA
TN (n = 240)

All grades Grade ≥ 3 All grades Grade ≥ 3 All grades Grade ≥ 3

Atrial 
fibrillation 10% 4% 3.6% NR 3.3% 0.4%

Bleeding 7% 6% 39% 2% 41% 3%

Hypertension 14% 4% 5% 2% 6% 6%

Arthralgia 20% 2% 16% 0.6% 13% 1%

Infection NR 23% 65% 14% 62.2% 16.3%

Diarrhea 42% 4% 35% 0.6% 13% 1%

Lipsky A, Lamanna N. Hematology Am Soc Hematol Educ Program 2020 Dec 4;2020(1):336-45. Tam CS et al. Lancet Oncol 2022;23:1031-43.

* In patients without del(1)(p13.1)



1739-54.



CLL13/GAIA: MRD in Peripheral Blood at Month 15 

Eichhorst Bet al. N Engl J Med 2023;388(19):1739-54. 

MRD = minimal residual disease



CLL13/GAIA: Progression-Free Survival in All Patients

Eichhorst Bet al. N Engl J Med 2023;388(19):1739-54. 



Agenda

Module 1 — First-Line Treatment of Chronic Lymphocytic Leukemia
• BTK inhibitors
• Venetoclax combinations

Module 2 — Relapsed/Refractory Disease 
• BTK inhibitors
• Venetoclax combinations

Module 3 — Richter’s Transformation



J Clin Oncol 2021 Nov 1;39(31):3441-52.

-- ELEVATE RR

J Clin Oncol 2023;[Online ahead of print].



ELEVATE-RR and ALPINE: Cardiac, Hypertension and Bleeding Events

ELEVATE-RR1 ALPINE2

Acalabrutinib 
(n = 266)

Ibrutinib
(n = 263)

Zanubrutinib
(n = 324)

Ibrutinib
(n = 324)

Any 
grade Grade ≥3

Any 
grade Grade ≥3

Any 
grade Grade ≥3

Any 
grade Grade ≥3

Any cardiac event 24.1% 8.6% 30.0% 9.5% 21.3% NR 29.6% NR

Atrial fibrillation/flutter 9.4% 4.9% 16.4% 3.8% 5.2% 2.5% 13.3% 4.0$

Hypertension 8.6% 4.1% 23.2% 9.1% 23.5% 15.1% 22.8% 13.6%

Hemorrhage 38.0% 3.8% 51.3% 4.6% 42.3% 3.4% 41.4% 3.7%

1 Byrd JC et al. J Clin Oncol 2021;39:3441-2452; 2 Brown JR et al. N Engl J Med 2022 Dec 13;[Online ahead of print]. 

NR = not reported



ELEVATE-RR and ALPINE: Any-Grade Cardiac Event

ELEVATE-RR: Cardiac disorders ALPINE: Cardiac disorders

1 Byrd JC et al. J Clin Oncol 2021;39:3441-2452; 2 Brown JR et al. N Engl J Med 2022 Dec 13;[Online ahead of print]. 



ASH 2022;Abstract 961.



BRUIN: Pirtobrutinib Efficacy in CLL/SLL Patients Who Received 
Prior Bruton Tyrosine Kinase Inhibitor (BTKi) Treatment

Mato AR et al. ASH 2022;Abstract 961.



BRUIN: Progression-Free Survival in CLL/SLL Patients Who 
Received Prior BTKi Treatment

Mato AR et al. ASH 2022;Abstract 961.



Blood 2022 Aug 25;140(8):839-850



MURANO: Median PFS and OS with 5 Years of Follow-Up

Seymour JF et al. Blood 2022 Aug 25;140(8):839-850.

Median PFS
53.6 mo
17.0 mo
HR: 0.19, P<0.0001

5-yrs OS
82.1%
62.2%  HR: 0.40, P<0.0001



Agenda

Module 1 — First-Line Treatment of Chronic Lymphocytic Leukemia
• BTK inhibitors
• Venetoclax combinations

Module 2 — Relapsed/Refractory Disease 
• BTK inhibitors
• Venetoclax combinations

Module 3 — Richter’s Transformation



Results of MOLTO, A Multicenter, Open Label, Phase II 
Clinical Trial Evaluating Venetoclax, Atezolizumab and 
Obinutuzumab Combination in Richter Syndrome

Frustaci AM et al.
ASCO 2023;Abstract 7502.
Monday, June 5; 10:09 AM CDT 



ASH 2022; Abstract 347



BRUIN: Pirtobrutinib Efficacy in RT Patients 

Wierda WG et al. ASH 2022; Abstract 347.



BRUIN in RT: Conclusions

Wierda WG et al. ASH 2022; Abstract 347.



EPCORE– Richter’s Syndrome

Cytokine Release Syndrome: n = 90% 
(all grade 1/2)
◦ First full dose given C1D15
◦ Median time from first full dose to CRS = 

13 hrs
◦ Median time to resolution = 3 (2-9) days

Neurotoxicity = 0%

Kater, ASH 2022

EPCORE
- Richter’s 

Syndrome
- 0-1 prior Rx

Epcoritamab SC
C1-3: QW
C4-9: Q2W
C10+: Q4W

N =10

ORR CRR

Responders, n (%) 6/10 (60) 5/10 (50)

Bispecific Antibody to CD3/CD20
Median Prior CLL Rx = 3 (0-7)

Courtesy of Deborah Stephens, DO



Meet The Professors Live: Clinical Investigators Provide 
Perspectives on Actual Cases of Patients with Lymphoma, 

Chronic Lymphocytic Leukemia and Multiple Myeloma

Moderator
Neil Love, MD

Faculty

Sunday, June 4, 2023
7:00 PM – 9:30 PM CT

A CME Symposium Held in Conjunction with the 2023 ASCO® Annual Meeting

John N Allan, MD
Shaji K Kumar, MD

Ann S LaCasce, MD, MMSc

Sagar Lonial, MD
Loretta J Nastoupil, MD

Susan O’Brien, MD



Breakfast with the Investigators: 
Urothelial Bladder Cancer

Moderator
Neil Love, MD

Faculty

Monday, June 5, 2023
 6:45 AM – 7:45 AM CT

A CME Symposium Held in Conjunction with the 2023 ASCO® Annual Meeting

Matthew D Galsky, MD
Andrea Necchi, MD

Scott T Tagawa, MD, MS



POSTMEETING SURVEY – Available Now

Clinicians in Attendance: The postmeeting survey 
is now available on the iPads for attendees in the 
room and on Zoom for those attending virtually. 

We appreciate your completing this survey before 
the end of the program.

 
Thank you for your input.



Thank you for joining us!
Your feedback is very important to us. 

Please complete the survey currently up on the iPads for attendees 
in the room and on Zoom for those attending virtually. The survey 

will remain open up to 5 minutes after the meeting ends. 

How to Obtain CME Credit
In-person attendees: Please refer to the program syllabus for the 
CME credit link or QR code. You may also use the iPads available 

in the meeting room to complete the course evaluation.
Online/Zoom attendees: The CME credit link 

is posted in the chat room.


