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In-Person and Zoom Audience Clinician Survey

In-person audience
• Please complete the premeeting 

survey on the iPads. A link to the 
postmeeting survey will be sent to 
you after the meeting

Zoom participants
• Please complete the pre- and 

postmeeting surveys for each module
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MODULE 1: Breast Cancer



Breast Cancer Agenda

Module 1: HER2-Positive Disease

Module 2: Use of PARP Inhibitors in Localized HER2-Negative Disease
(OlympiA/Olaparib)

Module 3: Triple-Negative Disease

Module 4: ER/PR-Positive, HER2-Negative Disease



Breast Cancer Agenda

Module 1: HER2-Positive Disease
• Use of trastuzumab deruxtecan for HER2-low breast cancer: Impact of ER status, optimal 

sequencing, management of interstitial lung disease – DESTINY-Breast04 trial
• Sequencing of agents for patients with brain metastases – TUXEDO-1, HER2CLIMB trials
• Adjuvant and postadjuvant anti-HER2 treatment – APHINTY, ExteNET trial

Module 2: Use of PARP Inhibitors in Localized HER2-Negative Disease
(OlympiA/Olaparib)

Module 3: Triple-Negative Disease

Module 4: ER/PR-Positive, HER2-Negative Disease
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Discussion Question

Regulatory and reimbursement issues aside, what next therapy 
would you recommend for a 60-year-old woman with hormone 
receptor (HR)-positive, IHC HER2 1+ metastatic breast cancer and 
worsening liver disease who has experienced disease progression 
on a CDK4/6 inhibitor/fulvestrant? 

T-DXd
Sacituzumab govitecan
Capecitabine 
Paclitaxel
Alpelisib/everolimus
Other 



Discussion Question

Regulatory and reimbursement issues aside, what next 
therapy would you recommend for a 60-year-old woman with 
HR-negative, IHC HER2 1+ BRCA wild-type metastatic breast 
cancer and symptomatic disease progression on first-line 
chemoimmunotherapy?

T-DXd
Sacituzumab govitecan
Capecitabine
Eribulin
Other 



Trastuzumab Deruxtecan Granted FDA Approval for HER2-Low 
Breast Cancer
Press Release: August 5, 2022

“Today, the US Food and Drug Administration approved fam-trastuzumab-deruxtecan-
nxki, an IV infusion for the treatment of patients with unresectable (unable to be 
removed) or metastatic (spread to other parts of the body) HER2-low breast cancer. 
This is the first approved therapy targeted to patients with the HER2-low breast cancer 
subtype, which is a newly defined subset of HER2-negative breast cancer.

Patients with HER2-low breast cancer are eligible for fam-trastuzumab-deruxtecan-nxki
if they have received a prior chemotherapy in the metastatic setting, or their cancer 
returned during, or within 6 months of completing, adjuvant chemotherapy.

This approval is based on DESTINY-Breast04, a randomized, multicenter, open label 
clinical trial that enrolled 557 adult patients with unresectable or metastatic HER2-low 
breast cancer.”

https://www.fda.gov/news-events/press-announcements/fda-approves-first-targeted-therapy-her2-low-breast-cancer



N Engl J Med 2022;387(1):9-20.

N Engl J Med 2022;387(1):75-6.

Abstract LBA3



DESTINY-Breast04: Phase III Trial Schema

Primary endpoint: Progression-free survival per modified RECIST v1.1 by blinded independent 
central review

Target Accrual: 557

www.clinicaltrials.gov. Accessed August 2022.

R

Unresectable and/or metastatic HER2-low 
breast cancer
(IHC 2+/ISH- or IHC 1+)

HER2 status is centrally confirmed and is 
based on ASCO-CAP 2018 guidelines using 
archival or fresh biopsy tissue samples

If archival tissue is not available, a fresh 
biopsy is required

Trastuzumab deruxtecan
5.4 mg/kg IV q3w

Physician’s choice
(capecitabine, eribulin, 

gemcitabine, paclitaxel or 
nab paclitaxel)

(2:1)

Randomization is stratified by
• HER2 IHC status (HER2 IHC 1+ vs HER2 IHC 2+/ISH-)
• Number of prior lines of chemotherapy (1 vs 2)
• HR/CDK status (HR+ with prior CDK4/6 inhibitor treatment vs HR+ without prior CDK4/6 

inhibitor treatment vs HR-)



DESTINY-Breast04: Progression-Free Survival

Modi S et al. N Engl J Med 2022;387(1):9-20; ASCO 2022;Abstract LBA3. 



DESTINY-Breast04: Overall Survival

Modi S et al. N Engl J Med 2022;387(1):9-20; ASCO 2022;Abstract LBA3. 



Slide 14

Modi S et al. ASCO 2022;Abstract LBA3.



Slide 15

Modi S et al. ASCO 2022;Abstract LBA3.



DESTINY-Breast04: Adverse Events of Special Interest

Modi S et al. ASCO 2022;Abstract LBA3. 

Adjudicated as drug-related ILD/pneumonitis
n (%) Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Any grade

T-DXd (n = 371) 13 (3.5) 24 (6.5) 5 (1.3) 0 3 (0.8) 45 (12.1)

TPC (n = 172) 1 (0.6) 0 0 0 0 1 (0.6)

Left ventricular dysfuctions
n (%) Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Any grade

Ejection fraction decreased

T-DXd (n = 371) 1 (0.3) 12 (3.8) 1 (0.3) 0 0 16 (4.3)

TPC (n = 172) 0 0 0 0 0 0

Cardiac failure

T-DXd (n = 371) 0 1 (0.3) 1 (0.3) 0 0 2 (0.5)

TPC (n = 172) 0 0 0 0 0 0

ILD = interstitial lung disease; TPC = treatment of physician's choice



J Clin Oncol 2022;Aug 4;[Online ahead of print].



ASCO Guideline Rapid Recommendation Update for 
HER2-Negative Metastatic Breast Cancer

Moy B et al. J Clin Oncol 2022;Aug 4;[Online ahead of print].

Updated Recommendation

Patients with HER2 IHC 1+ or 2+ and ISH-negative metastatic breast cancer who have received at least 
one prior chemotherapy for metastatic disease, and if hormone receptor–positive are refractory to 
endocrine therapy, should be offered treatment with trastuzumab deruxtecan

• (Type: evidence based, benefits outweigh harms; Evidence quality: moderate; Strength of 
recommendation: strong).



Breast Cancer Agenda

Module 1: HER2-Positive Disease
• Use of trastuzumab deruxtecan for HER2-low breast cancer: Impact of ER status, optimal 

sequencing, management of interstitial lung disease – DESTINY-Breast04 trial
• Sequencing of agents for patients with brain metastases – TUXEDO-1, HER2CLIMB trials
• Adjuvant and postadjuvant anti-HER2 treatment – APHINTY, ExteNET trial

Module 2: Use of PARP Inhibitors in Localized HER2-Negative Disease
(OlympiA/Olaparib)

Module 3: Triple-Negative Disease

Module 4: ER/PR-Positive, HER2-Negative Disease



Discussion Question

Regulatory and reimbursement issues aside, which second-line 
therapy would you recommend for a patient with HR-negative, 
HER2-amplified breast cancer with multiple asymptomatic 
brain metastases? 

Tucatinib, capecitabine and trastuzumab
T-DXd
Neratinib and capecitabine
Neratinib and lapatinib 
Other 



Trastuzumab-Deruxtecan (T-DXd) in HER2-Positive 
Breast Cancer Patients (pts) with Active Brain 
Metastases: Primary Outcome Analysis from the 
TUXEDO-1 Trial

Bartsch R et al. 
ESMO Breast 2022;Abstract 165MO.



Bartsch R et al. ESMO Breast 2022;Abstract 165MO.

TUXEDO-1: Primary Endpoint



Ann Oncol 2022;33(3):321-29. 



Breast Cancer Agenda

Module 1: HER2-Positive Disease
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Discussion Question

Which adjuvant HER2-directed therapy would you recommend 
for a 60-year-old woman with HR-positive, HER2-amplified 
breast cancer who receives neoadjuvant TCHP and has 2 
positive nodes at the time of surgery?

T-DM1
T-DM1 followed by neratinib 
T-DXd
T-DXd followed by neratinib 
Other 



Clin Breast Cancer 2021;21(1):80-91.



ExteNET: Cumulative Incidence of CNS Recurrences

Chan A et al. Clin Breast Cancer 2021;21(1):80-91; Holmes FA et al. SABCS 2020;Abstract PD3-03.

Population or subgroup

Events, n
Cumulative incidence 

of CNS recurrences

Neratinib Placebo Neratinib Placebo

Intention-to-treat population (n = 2,840) 16 23 1.3% 1.8%

HR-positive/≤1-year population 
(EU indication) (n = 1,334) 4 12 0.7% 2.1%

Adjuvant or neoadjuvant therapy (n = 1,334)
Adjuvant (n = 980)
Neoadjuvant (n = 354)

3
1

6
6

0.7%
0.7%

1.5%
3.7%

pCR status (n = 354)
No (n = 295)
Yes (n = 38)

1
0

5
1

0.8%
0

3.6%
5.0%



Breast Cancer Agenda

Module 1: HER2-Positive Disease

Module 2: Use of PARP Inhibitors in Localized HER2-Negative Disease
(OlympiA/Olaparib)
• PARP inhibitors (eg, olaparib) in the adjuvant/postneoadjuvant setting for localized breast 

cancer; impact of ER and HER2 status, risk versus treatment benefit, germline versus somatic 
genomic alterations 

Module 3: Triple-Negative Disease

Module 4: ER/PR-Positive, HER2-Negative Disease



Discussion Question

Regulatory and reimbursement issues aside, have you 
attempted or would you attempt to access olaparib as part of 
adjuvant therapy for a patient with a germline PALB2 mutation 
and TNBC who had residual disease after neoadjuvant 
chemotherapy/immunotherapy? 

I have
I haven’t but would for the right patient
I haven’t and would not



J Clin Oncol 2021;39(26):2959-61.



FDA Approves Olaparib as Adjuvant Treatment for HER2-Negative High-
Risk Localized Breast Cancer with a Germline BRCA Mutation Previously 
Treated with Neoadjuvant or Adjuvant Chemotherapy
Press Release: March 11, 2022

“Olaparib has been approved by the US Food and Drug Administration (FDA) for the 
adjuvant treatment of adult patients with deleterious or suspected deleterious germline 
BRCA-mutated (gBRCAm), human epidermal growth factor receptor 2 (HER2)-negative 
high-risk early breast cancer who have been treated with neoadjuvant or adjuvant 
chemotherapy. Patients will be selected for therapy based on an FDA-approved 
companion diagnostic for olaparib.

The approval was based on results from the Phase 3 OlympiA trial, including data for the 
trial’s primary endpoint of invasive disease-free survival (IDFS), which were presented 
during the 2021 American Society of Clinical Oncology Annual Meeting and published in 
The New England Journal of Medicine, as well as overall survival (OS) data from a more 
recent interim analysis.”

https://finance.yahoo.com/news/fda-approves-lynparza-olaparib-adjuvant-005100263.html



Abstract VP1-2022



Breast Cancer Agenda

Module 1: HER2-Positive Disease

Module 2: Use of PARP Inhibitors in Localized HER2-Negative Disease 
(OlympiA/Olaparib)

Module 3: Triple-Negative Disease
• Management of localized disease (neoadjuvant and adjuvant IO) 
• Sequencing of therapy in metastatic disease
• New agents and strategies under investigation

Module 4: ER/PR-Positive, HER2-Negative Disease



Breast Cancer Agenda

Module 1: HER2-Positive Disease

Module 2: Use of PARP Inhibitors in Localized HER2-Negative Disease 
(OlympiA/Olaparib)
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• Sequencing of therapy in metastatic disease
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Discussion Question

Regulatory and reimbursement issues aside, what adjuvant 
therapy would you recommend for a patient with a 3-cm TNBC 
who receives neoadjuvant chemotherapy/pembrolizumab and is 
found to have significant residual disease at the time of surgery? 

Pembrolizumab
Capecitabine
Both pembrolizumab and capecitabine
I’m not sure



N Engl J Med 2022;386(6):556-67.



Breast Cancer Agenda

Module 1: HER2-Positive Disease

Module 2: Use of PARP Inhibitors in Localized HER2-Negative Disease 
(OlympiA/Olaparib)

Module 3: Triple-Negative Disease
• Management of localized disease (neoadjuvant and adjuvant IO) 
• Sequencing of therapy in metastatic disease
• New agents and strategies under investigation

Module 4: ER/PR-Positive, HER2-Negative Disease



Sacituzumab Govitecan (SG) versus Treatment of 
Physician’s Choice (TPC) in Patients (pts) with 
Previously Treated, Metastatic Triple-Negative Breast 
Cancer (mTNBC): Final Results from the Phase 3 
ASCENT Study

Bardia A et al. 
ASCO 2022;Abstract 1071.



ASCENT: Overall Survival (BMNeg Population)

Bardia A et al. ASCO 2022;Abstract 1071.

BMNeg = brain metastases-negative; SG = sacituzumab govitecan; TPC = treatment of physician's choice; 
OS = overall survival



Breast Cancer Agenda

Module 1: HER2-Positive Disease

Module 2: Use of PARP Inhibitors in Localized HER2-Negative Disease 
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Abstract GS1-05



Datopotamab Deruxtecan (Dato-DXd) Mechanism of Action

Krop I et al. San Antonio Breast Cancer Symposium 2021;Abstract GS1-05.



TROPION-PanTumor01: Antitumor Response in Triple-Negative 
Breast Cancer (TNBC) Cohort

Krop I et al. SABCS 2021;Abstract GS1-05.



TROPION-PanTumor01: Treatment-Emergent Adverse 
Events in ≥15% of Patients in TNBC Cohort

Krop I et al. SABCS 2021;Abstract GS1-05.



Results From the Phase 1/2 Study <br />of Patritumab Deruxtecan, a <br />HER3-Directed Antibody-Drug Conjugate (ADC), in Patients With HER3-Expressing Metastatic Breast Cancer 

Abstract 1002



Krop I et al. ASCO 2022;Abstract 1002.

Patritumab Deruxtecan (HER3-DXd)



Change in Tumor Size from Baseline

Krop I et al. ASCO 2022;Abstract 1002.



Breast Cancer Agenda

Module 1: HER2-Positive Disease

Module 2: Use of PARP Inhibitors in Localized HER2-Negative Disease
(OlympiA/Olaparib)

Module 3: Triple-Negative Disease

Module 4: ER/PR-Positive, HER2-Negative Disease
• Genomic assays in node-positive disease 
• Adjuvant CDK4/6 inhibitors: monarchE (abemaciclib) 
• Selection of CDK4/6 inhibitors in metastatic disease (ribociclib survival); sacituzumab govitecan
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Discussion Question

For a 65-year-old postmenopausal woman with HR-positive, 
HER2-negative breast cancer with 2 positive axillary nodes and 
a Recurrence Score® of 24, would you recommend 
chemotherapy? 

Yes
No
I’m not sure



N Engl J Med 2021;385(25):2336-47.



Breast Cancer Agenda

Module 1: HER2-Positive Disease

Module 2: Use of PARP Inhibitors in Localized HER2-Negative Disease
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Discussion Question

Why do you think abemaciclib, but not palbociclib, has 
demonstrated positive clinical results in the adjuvant setting? 

Better antitumor activity
Schedule of administration 
The way the trials were designed
I’m not sure
Other



Ann Oncol 2021;32(12):1571-81.



Ann Oncol 2022;33(6):616-27.



ASCO Rapid Recommendation Update for Abemaciclib for 
HR-Positive, HER2-Negative, Node-Positive Localized Breast Cancer

• Abemaciclib with endocrine therapy (ET; tamoxifen or an aromatase inhibitor) is FDA approved for 
adjuvant treatment of HR-positive, HER2-negative, node-positive localized breast cancer with high 
risk of recurrence and a Ki-67 score ≥20%.

• Based on analyses reported by Harbeck and colleagues, the panel recommends that abemaciclib
for 2 years with ET for 5 years or longer may be offered to the broader intent-to-treat population 
of patients with resected HR-positive, HER2-negative, node-positive localized breast cancer at high 
risk of recurrence, defined as having >4 positive axillary lymph nodes or as having 1 to 3 positive 
axillary lymph nodes and 1 or more of the following features: histologic Grade III, tumor size >5 cm 
or Ki-67 index >20%.

• Despite similar hazard ratios in favor of abemaciclib regardless of Ki-67 status, relatively few low 
Ki-67 tumors were reported in monarchE. When discussing treatment options with patients, the 
potential benefits (improved IDFS) should be weighed against the potential harms (treatment 
toxicity, financial cost).

Harbeck N et al. Ann Oncol 2021;32(12):1571-81.
https://www.asco.org/practice-patients/guidelines/breast-cancer#/11081
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Discussion Question

Which CDK4/6 inhibitor would you generally recommend in 
combination with endocrine therapy as first-line treatment for 
a postmenopausal woman with metastatic HR-positive, 
HER2-negative breast cancer? 

Palbociclib
Ribociclib
Abemaciclib
No preference



N Engl J Med 2022;386(10):942-50.



MONALEESA-2: Overall Survival (OS)

Hortobagyi GN et al. N Engl J Med 2022;386(10):942-50.

• The OS benefit with ribociclib observed in an exploratory subgroup analysis was consistent with 
the results in the overall population.



MONALEESA-2: The OS Benefit Increased Over Time

Hortobagyi GN et al. N Engl J Med 2022;386(10):942-50.

KM-estimated OS rate
Ribociclib + letrozole

(n = 334)
Placebo + letrozole

(n = 334) ∆ in OS

At 48 months 60.9% 55.2% 5.7%

At 60 months 52.3% 43.9% 8.4%

At 72 months 44.2% 32.0% 12.2%



A randomized phase II trial of fulvestrant or exemestane with or without ribociclib after progression on anti-estrogen therapy plus cyclin-dependent kinase 4/6 inhibition in patients with 
unresectable or metastatic hormone receptor positive, HER2 negative breast cancer:<br />MAINTAIN Trial

Abstract LBA1004



Kalinsky K et al. ASCO 2022;Abstract LBA1004.

MAINTAIN: Progression-Free Survival (Primary Endpoint)

ET = endocrine therapy



Lancet Oncol 2022;23(7):851-64.



FAKTION: OS in Expanded PI3K/AKT/PTEN Pathway-Altered
and Nonaltered Subgroups

Howell SJ et al. Lancet Oncol 2022;23(7):851-64.





TROPiCS-02: Progression-Free Survival (Primary Endpoint)

Rugo HS et al. ASCO 2022;Abstract LBA1001.

BICR = blinded independent central review; SG = sacituzumab govitecan; TPC = treatment of physician's choice; PFS = progression-free survival



Thank you for joining us!

CME/MOC and NCPD credit information will be 
emailed to each participant within 5 business days.
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Genitourinary Cancers Agenda

Module 1: Prostate Cancer

Module 2: Urothelial Bladder Cancer

Module 3: Renal Cell Carcinoma



Genitourinary Cancers Agenda

Module 1: Prostate Cancer
• Optimal use of hormonal therapy/chemotherapy in patients with locally-advanced, PSA-only 

relapse (M0); Castration-sensitive metastatic prostate cancer (mHSPC); choice of ADT
• Selection of patients and clinical management of 177Lu-PSMA-617 in the treatment of 

metastatic CRPC (mCRPC) 
• PARP inhibitors in combination with secondary hormonal therapy for patients with mCRPC

with or without HRR gene mutations 

Module 2: Urothelial Bladder Cancer

Module 3: Renal Cell Carcinoma



Genitourinary Cancers Agenda
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relapse (M0); Castration-sensitive metastatic prostate cancer (mHSPC); choice of ADT
• Selection of patients and clinical management of 177Lu-PSMA-617 in the treatment of 
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• PARP inhibitors in combination with secondary hormonal therapy for patients with mCRPC

with or without HRR gene mutations 
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Discussion Question

A man with locally advanced PCA is about to receive 
radiation therapy and leuprolide. Regulatory and 
reimbursement issues aside, would you prescribe an 
additional agent?

No
Abiraterone
Enzalutamide
Darolutamide
Apalutamide 
Docetaxel 
Other 



Lancet 2022;399(10323):447-60.



Discussion Question
A 65-year-old man receiving androgen-deprivation therapy for M0 disease after 
radical prostatectomy is found to have bone and liver metastases. Genetic 
testing is negative for HRR mutations. Regulatory and reimbursement issues 
aside, which systemic treatment would you most likely recommend?

Abiraterone
Enzalutamide
Docetaxel
Sipuleucel-T
Abiraterone + olaparib
Abiraterone + niraparib
Darolutamide
Apalutamide
Other



FDA Approves Darolutamide for Metastatic Hormone-Sensitive 
Prostate Cancer
Press Release: August 5, 2022
The FDA approved darolutamide in combination with docetaxel chemotherapy for patients with 
metastatic hormone-sensitive prostate cancer (mHSPC). 

The approval is based on the results of a large Phase 3 clinical trial called ARASENS. This trial 
compared outcomes among 1300 patients who received docetaxel + standard ADT + darolutamide 
vs. patients who received docetaxel + standard ADT + placebo. 86% of the patients were newly 
diagnosed with prostate cancer that had metastasized to the bones or other organs.

Patients treated with the addition of darolutamide were 32% less likely to die during the study 
follow-up period compared to patients treated with docetaxel + ADT alone. These patients also 
had improved time to castration resistance (when the PSA increases and disease worsens, despite 
hormone therapy), time to pain progression, time to symptomatic skeletal related events (i.e., 
bone fractures, needing radiation to the bones, etc.), and time to next cancer therapy. Importantly, 
these improved outcomes of triplet therapy intensification were associated with only a modest 
increase in adverse events.

https://www.pcf.org/c/breaking-news-fda-approves-darolutamide-for-metastatic-hormone-sensitive-prostate-cancer/



N Engl J Med 2022;386(12):1132-42.

2022;Abstract 13



ARASENS: Overall Survival (Primary Endpoint)

Smith MR et al. N Engl J Med 2022;386(12):1132-42.



ARASENS: Progression-Free Survival

Smith MR et al. N Engl J Med 2022;386(12):1132-42.



Lancet 2022;399(10336):1695-707.



PEACE-1: Radiographic Progression-Free Survival (rPFS)

Fizazi K et al. Lancet 2022;399(10336):1695-707.

ADT = androgen deprivation therapy



PEACE-1: Grade 3-5 Adverse Events 
(Androgen Deprivation Therapy with Docetaxel Safety Population)

Fizazi K et al. ESMO 2021;Abstract LBA5.



Genitourinary Cancers Agenda

Module 1: Prostate Cancer
• Optimal use of hormonal therapy/chemotherapy in patients with locally-advanced, PSA-only 

relapse (M0); Castration-sensitive metastatic prostate cancer (mHSPC); choice of ADT
• Selection of patients and clinical management of 177Lu-PSMA-617 in the treatment of 

metastatic CRPC (mCRPC) 
• PARP inhibitors in combination with secondary hormonal therapy for patients with mCRPC

with or without HRR gene mutations 

Module 2: Urothelial Bladder Cancer

Module 3: Renal Cell Carcinoma



Discussion Question

Regulatory and reimbursement issues aside, which is your most 
likely second-line treatment for a 65-year-old man with 
asymptomatic low-volume disease who experiences disease 
progression after receiving an LHRH agonist with darolutamide and 
docetaxel for hormone-sensitive metastatic disease?

Abiraterone
Apalutamide
Cabazitaxel
Docetaxel and another secondary hormonal therapy 
Enzalutamide
177Lu-PSMA-617
Other



FDA Approves 177Lu-PSMA-617 for the Treatment of mCRPC
Press Release: March 23, 2022

“On March 23, 2022, the Food and Drug Administration approved the radio-ligand therapy 
177Lu-PSMA-617 for the treatment of adult patients with prostate-specific membrane antigen 
(PSMA)-positive metastatic castration-resistant prostate cancer (mCRPC) who have been 
treated with androgen receptor (AR) pathway inhibition and taxane-based chemotherapy.

On the same day, the FDA approved gallium Ga 68 gozetotide, a radioactive diagnostic agent for 
positron emission tomography (PET) of PSMA-positive lesions, including selection of patients 
with metastatic prostate cancer for whom lutetium Lu 177 vipivotide tetraxetan PSMA-directed 
therapy is indicated. Gallium Ga 68 gozetotide is the first radioactive diagnostic agent approved 
for patient selection in the use of a radioligand therapeutic agent.

Efficacy was evaluated in the phase 3 VISION trial which demonstrated a statistically significant 
improvement in the primary endpoints OS and rPFS. Hazard ratio (HR) for OS was 0.62 (95% CI: 
0.52, 0.74; p<0.001) for the comparison of 177Lu-PSMA-617 plus BSoC versus BSoC. Median OS 
was 15.3 months (95% CI: 14.2, 16.9) in the 177Lu-PSMA-617 plus BSoC arm and 11.3 months 
(95% CI: 9.8, 13.5) in the BSoC arm, respectively.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-pluvicto-metastatic-castration-resistant-prostate-cancer



N Engl J Med 2021;385(12):1091-103.



VISION: Efficacy Summary

Sartor O et al. N Engl J Med 2021;385(12):1091-103.

Imaging-based progression-free survival

• Median overall survival (177Lu-PSMA-617 vs standard therapy): 15.3 months vs 11.3 months 
(HR 0.62, p < 0.001) 

• Time to first symptomatic skeletal event OS (177Lu-PSMA-617 vs standard therapy): 11.5 months 
vs 6.8 months (HR 0.50, p < 0.001)



VISION: Selected Adverse Events 

Sartor O et al. N Engl J Med 2021;385(12):1091-103.



Genitourinary Cancers Agenda

Module 1: Prostate Cancer
• Optimal use of hormonal therapy/chemotherapy in patients with locally-advanced, PSA-only 

relapse (M0); Castration-sensitive metastatic prostate cancer (mHSPC); choice of ADT
• Selection of patients and clinical management of 177Lu-PSMA-617 in the treatment of 

metastatic CRPC (mCRPC) 
• PARP inhibitors in combination with secondary hormonal therapy for patients with mCRPC

with or without HRR gene mutations 

Module 2: Urothelial Bladder Cancer

Module 3: Renal Cell Carcinoma



Inherited DNA Repair Gene Mutations in Men with 
Metastatic Prostate Cancer

Courtesy of Matthew Smith, MD, PhD

• Multicenter study of 692 men

• Deleterious mutations were found 
in 82 men (11.8%) in 16 genes

• Observed rate exceeded that 
associated with localized prostate 
cancer (4.6%) and general 
population without cancer (2.7%)



Recent FDA Approvals of PARP Inhibitors for Metastatic 
Castration-Resistant Prostate Cancer

PARP inhibitor Approval date Pivotal study

Olaparib May 19, 2020 PROfound

Rucaparib May 15, 2020 TRITON2

https://www.fda.gov/drugs/resources-information-approved-drugs/



2022;Abstract 11.



PROpel: Study Design

Saad F et al. Genitourinary Cancers Symposium 2022;Abstract 11. 



PROpel Primary Endpoint: Investigator-Assessed rPFS

Saad F et al. Genitourinary Cancers Symposium 2022;Abstract 11. 

rPFS = radiographic progression-free survival



PROpel: Overall Survival (OS)

Saad F et al. Genitourinary Cancers Symposium 2022;Abstract 11. 



PROpel: ORR for Patients with Measurable Disease

Saad F et al. Genitourinary Cancers Symposium 2022;Abstract 11. 



PROpel: Subgroup Analysis of rPFS

Saad F et al. Genitourinary Cancers Symposium 2022; Abstract 11. 



2022;Abstract 12.



MAGNITUDE: Randomized, Double-Blind, Placebo-Controlled Study
Prospectively Selected Biomarker (BM) Cohorts Designed to Test HRR BM+ and HRR BM-

Chi KN et al. Genitourinary Cancers Symposium 2022;Abstract 12. 

HRR = homologous recombination repair; BM = biomarker; mCRPC = metastatic castration-resistant prostate cancer; mCSPC = metastatic 
castration-sensitive prostate cancer; nmCRPC = nonmetastatic castration-resistant prostate cancer; AAP = abiraterone acetate and prednisone; 
rPFS = radiographic progression-free survival; OS = overall survival; PSA = prostate-specific antigen; ORR = objective response rate



MAGNITUDE: BRCA1/2 Mutations — Primary Endpoint
NIRA + AAP Significantly Reduced the Risk of Disease Progression or Death by 47%

Chi KN et al. Genitourinary Cancers Symposium 2022;Abstract 12. 

NIRA = niraparib; AAP = abiraterone acetate and prednisone; rPFS = radiographic progression-free survival; PBO = placebo



Genitourinary Cancers Agenda

Module 1: Prostate Cancer

Module 2: Urothelial Bladder Cancer
• Selection of patients with non-muscle-invasive urothelial bladder cancer for IO 

(pembrolizumab) therapy; use of adjuvant IO after cystectomy for muscle-invasive disease; 
intravesicle drug delivery system TAR-200

• Optimal integration of ADC’s (enfortumab vedotin, sacituzumab govetecan) into the 
treatment algorithm for patients with metastatic UBC; disitamab vedotin for HER2-
overexpressing disease

• Selection of patients to receive erdafitinib; prevention and management of toxicity

Module 3: Renal Cell Carcinoma



Genitourinary Cancers Agenda

Module 1: Prostate Cancer

Module 2: Urothelial Bladder Cancer
• Selection of patients with non-muscle-invasive urothelial bladder cancer for IO 

(pembrolizumab) therapy; use of adjuvant IO after cystectomy for muscle-invasive disease; 
intravesicle drug delivery system TAR-200

• Optimal integration of ADC’s (enfortumab vedotin, sacituzumab govetecan) into the 
treatment algorithm for patients with metastatic UBC; disitamab vedotin for HER2-
overexpressing disease

• Selection of patients to receive erdafitinib; prevention and management of toxicity

Module 3: Renal Cell Carcinoma



Discussion Question

Would you generally recommend pembrolizumab to a young, 
cystectomy-eligible patient with BCG-unresponsive non-muscle-
invasive urothelial bladder cancer who refused cystectomy?

Yes
Yes, for select patients
No 
I’m not sure 



Lancet Oncol 2021;22(7):919-30.



KEYNOTE-057: Response, Duration of Response and Summary of 
Adverse Events

Balar AV et al. Lancet Oncol 2021;22(7):919-30.

CR at 3 months: 41%
Median duration of CR: 16.2 mo

Serious AEs: 8%
AEs leading to treatment interruption: 13%
IRAEs: 22%
Grade 3/4 IRAEs: 3%

AEs = adverse events; IRAEs = immune-related AEs; CR = complete response



Urol Oncol 2022;[Online ahead of print].



Components of TAR-200

Daneshmand S et al. Urol Oncol 2022;[Online ahead of print].

TAR-200, a gemcitabine-releasing 
intravesical system, is formed into a 
pretzel-like configuration within the 
bladder.

TAR-200
• Consists of a small, flexible silicone tube 

filled with gemcitabine (A)
• Is designed to release drug directly 

inside the bladder over the indwelling 
period (B)

• Is inserted using a TARIS urinary 
placement catheter (C)



TAR-200-101: Study Design and Outcomes

Daneshmand S et al. Urol Oncol 2022;[Online ahead of print].

Response
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• Selection of patients with non-muscle-invasive urothelial bladder cancer for IO 

(pembrolizumab) therapy; use of adjuvant IO after cystectomy for muscle-invasive disease; 
intravesicle drug delivery system TAR-200

• Optimal integration of ADC’s (enfortumab vedotin, sacituzumab govetecan) into the 
treatment algorithm for patients with metastatic UBC; disitamab vedotin for HER2-
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• Selection of patients to receive erdafitinib; prevention and management of toxicity
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Discussion Question

Use of which of the following agents requires tumor 
biomarker positivity?

Enfortumab vedotin
Sacituzumab govitecan
Neither
Both 
I’m not sure 



Positive topline results were announced from the Phase Ib/II EV-103 clinical trial (KEYNOTE-869) Cohort K 
evaluating enfortumab vedotin-ejfv in combination with pembrolizumab as first-line treatment for 
patients with unresectable locally advanced or metastatic urothelial cancer (la/mUC) who are not eligible 
to receive cisplatin-based chemotherapy. 

For patients who received enfortumab vedotin and pembrolizumab, results demonstrated a 64.5% 
confirmed objective response rate (ORR) per blinded independent central review (BICR), the primary 
endpoint of Cohort K. The median duration of response (DOR) per BICR was not reached… Overall, the 
results are generally consistent with previously reported efficacy and safety results of the EV-103 dose-
escalation cohort and expansion Cohort A. Additional Cohort K results will be reported at an upcoming 
scientific congress.

EV-103 Cohort K is a randomized cohort investigating enfortumab vedotin alone or in combination with 
pembrolizumab as first-line treatment for patients with unresectable la/mUC who are not eligible to 
receive cisplatin-based chemotherapy. Secondary endpoints include ORR per investigator assessment; 
DOR, disease control rate, and progression-free survival per BICR and investigator assessment; overall 
survival; and assessment of safety.

https://www.businesswire.com/news/home/20220726005377/en/

Positive Topline Results Announced from EV-103 Cohort K Evaluating 
Enfortumab Vedotin Alone or in Combination with Pembrolizumab as 
First-Line Therapy for Cisplatin-Ineligible Advanced UBC
Press Release: July 26, 2022



Abstract 4516



EV-301: Overall Survival 

Rosenberg JE et al. ASCO 2022;Abstract 4516.



2022;Abstract 434.



TROPHY U-01: Overall Response and Best Change from Baseline 
in Tumor Size 

Grivas P et al. Genitourinary Cancers Symposium 2022;Abstract 434.



Clin Cancer Res 2021;27(1):43-51.



Phase II Study of Disitamab Vedotin (RC48) for HER2-Positive 
Locally Advanced or Metastatic Urothelial Carcinoma

Sheng X et al. Clin Cancer Res 2021;27(1):43-51.
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Discussion Question

Which of the following is a side effect of erdafitinib?

LFT abnormalities
Hyperphosphatemia 
Pneumonitis 
Hand-foot syndrome 
I’m not sure 



Lancet Oncol 2022;23(2):248-58.



BLC2001: Responses in Patients Receiving the Selected 8 mg/day 
Erdafitinib UpT Regimen

Siefker-Radtke A et al. Lancet Oncol 2022;23(2):248-58.

ORR: 40%
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the adjuvant setting
• Optimal first-line therapy for patients with metastatic RCC
• Current and future role of belzutifan in RCC



Genitourinary Cancers Agenda

Module 1: Prostate Cancer

Module 2: Urothelial Bladder Cancer

Module 3: Renal Cell Carcinoma
• Selection of patients with high-risk renal cell carcinoma (RCC) to receive pembrolizumab in 

the adjuvant setting
• Optimal first-line therapy for patients with metastatic RCC
• Current and future role of belzutifan in RCC



Discussion Question

What is known about the efficacy of adjuvant ipilimumab/ 
nivolumab for renal cell carcinoma? 

Improved PFS
No impact on PFS
I’m not sure 
It has not been studied



Update on the CheckMate 914 Trial Evaluating Nivolumab with 
Ipilimumab as Adjuvant Treatment for Localized Renal Cell 
Carcinoma
Press Release: July 29, 2022

“Part A of the Phase 3 CheckMate-914 trial, evaluating nivolumab plus ipilimumab as an 
adjuvant treatment for patients with localized renal cell carcinoma (RCC) who have 
undergone full or partial removal of the kidney and who are at moderate or high risk of 
relapse, did not meet the primary endpoint of disease-free survival (DFS) as assessed by 
Blinded Independent Central Review (BICR). The safety profile was consistent with 
previously reported studies of the nivolumab plus ipilimumab combination in solid tumors.” 

https://news.bms.com/news/details/2022/Bristol-Myers-Squibb-Provides-Update-on-CheckMate--914-Trial-Evaluating-Opdivo-
nivolumab-Plus-Yervoy-ipilimumab-as-Adjuvant-Treatment-of-Localized-Renal-Cell-Carcinoma/default.aspx



ASCO 2022;Abstract 4512



KEYNOTE-564: Pembrolizumab as Adjuvant Therapy for Patients 
with Renal Cell Carcinoma (RCC) – Disease-Free Survival

Choueiri TK et al. ASCO 2022;Abstract 4512.



Genitourinary Cancers Agenda

Module 1: Prostate Cancer

Module 2: Urothelial Bladder Cancer

Module 3: Renal Cell Carcinoma
• Selection of patients with high-risk renal cell carcinoma (RCC) to receive pembrolizumab in 

the adjuvant setting
• Optimal first-line therapy for patients with metastatic RCC
• Current and future role of belzutifan in RCC



Discussion Question

In general, what is your preferred first-line therapy for a 
symptomatic patient with metastatic renal cell carcinoma 
and high tumor burden?

Pembrolizumab/lenvatinib
Ipilimumab/nivolumab
Pembrolizumab/axitinib
Nivolumab/cabozantinib
Avelumab/axitinib
Other



Cancer 2022;128(11):2085-97.



Pembrolizumab (pembro) plus Axitinib (axi) versus 
Sunitinib as First-Line therapy for Advanced Clear Cell 
Renal Cell Carcinoma (ccRCC): Analysis of Progression 
After First Subsequent Therapy in KEYNOTE-426
Powles T et al. 
ASCO 2022;Abstract 4513.



Lancet Oncol 2022;23(7):888-98.



Genitourinary Cancers Agenda

Module 1: Prostate Cancer

Module 2: Urothelial Bladder Cancer

Module 3: Renal Cell Carcinoma
• Selection of patients with high-risk renal cell carcinoma (RCC) to receive pembrolizumab in 

the adjuvant setting
• Optimal first-line therapy for patients with metastatic RCC
• Current and future role of belzutifan in RCC



Discussion Question

A Phase II clinical trial is currently evaluating belzutifan in 
combination with pembrolizumab and lenvatinib for which 
of the following cancer types?

Endometrial cancer
Urothelial bladder cancer
GI Cancers
Lung cancer
I’m not sure



Von Hippel Lindau Tumor Suppressor (pVHL) Deficiency Results 
in HIF-2-alpha Activation

Bauer TD et al. GU Cancers Symposium 2021;Abstract 273.



ASCO 2022;Abstract 4509.



LITESPARK-001: Updated Efficacy with Belzutifan in the Clear Cell
RCC Cohort

Jonasch E et al. ASCO 2022;Abstract 4509.

Objective response rate: 14 (25%)

Duration of Treatment Best Response



Thank you for joining us!

CME/MOC and NCPD credit information will be 
emailed to each participant within 5 business days.



We are taking a short break!

The program will resume at 11:25 AM PT (2:25 PM ET)

Up Next…

Drs Rafael Fonseca and Krina Patel
discuss the management of multiple myeloma



Recent Advances and Real-World Implications 
in Medical Oncology: A Daylong Multitumor
Educational Symposium in Partnership with 

the American Oncology Network
A CME/MOC- and NCPD-Accredited Hybrid Event

Saturday, August 6, 2022
9:00 AM – 4:30 PM PT



Agenda

Module 1 — Breast Cancer: Drs Burstein and O’Shaughnessy

Module 2 — Genitourinary Cancers: Drs Agarwal and Srinivas

Module 3 — Multiple Myeloma: Drs Fonseca and Patel

Module 4 — Chronic Lymphocytic Leukemia and Lymphomas: 
Drs Kahl and Moskowitz 

Module 5 — Gastrointestinal Cancers: Drs Mehta and Philip

Module 6 — Lung Cancer: Drs Dagogo-Jack and Ramalingam



Multiple Myeloma Faculty

Rafael Fonseca, MD
Chief Innovation Officer
Getz Family Professor of Cancer
Distinguished Mayo Investigator
Mayo Clinic in Arizona
Phoenix, Arizona

Krina Patel, MD, MSc
Associate Professor
Department of Lymphoma/Myeloma
The University of Texas
MD Anderson Cancer Center
Houston, Texas



Breast Cancer
Stephen “Fred” Divers, MD
American Oncology Network
Hot Springs, Arkansas

Co-Moderators

Genitourinary Cancers
Michael J Castine, MD
Hematology Oncology Clinic
Baton Rouge, Louisiana

Multiple Myeloma
Taral Patel, MD
Zangmeister Cancer Center
Columbus, Ohio

CLL and Lymphomas
Jeanna L Knoble, MD
Zangmeister Cancer Center
Columbus, Ohio

Gastrointestinal Cancers
Pavani Ellipeddi, MD
Hematology Oncology Clinic
Baton Rouge, Louisiana

Lung Cancer
Ram Trehan, MD
George Washington University
Silver Spring, Maryland



Co-Moderator
Taral Patel, MD
Zangmeister Cancer Center
Columbus, Ohio

MODULE 3: Multiple Myeloma



Multiple Myeloma Agenda

Module 1: Up-Front Treatment of Multiple Myeloma (MM) 
• Current role of stem cell transplant
• Quadruplet regimens
• Use of maintenance therapy after transplant; clinical role of MRD
• Treatment of MM in transplant-ineligible patients

Module 2: Management of Relapsed/Refractory MM

Module 3: Other Novel Agents and Strategies



Multiple Myeloma Agenda

Module 1: Up-Front Treatment of Multiple Myeloma (MM) 
• Current role of stem cell transplant
• Quadruplet regimens
• Use of maintenance therapy after transplant; clinical role of MRD
• Treatment of MM in transplant-ineligible patients

Module 2: Management of Relapsed/Refractory MM

Module 3: Other Novel Agents and Strategies



Discussion Question

Regulatory and reimbursement issues aside, what would be 
your preferred induction treatment for a younger transplant-
eligible patient with standard-risk multiple myeloma (MM)?

RVd
D-RVd (daratumumab with RVd)
KRd
D-KRd
Other



Abstract LBA4

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



DETERMINATION: Best Response to Treatment and Duration of 
Response

Richardson PG et al. N Engl J Med 2022;387(2):132-47; ASCO 2022;Abstract LBA4.



DETERMINATION: Overall Survival (Key Secondary Endpoint)

Richardson PG et al. N Engl J Med 2022;387(2):132-47; ASCO 2022;Abstract LBA4.



Multiple Myeloma Agenda

Module 1: Up-Front Treatment of Multiple Myeloma (MM) 
• Current role of stem cell transplant
• Quadruplet regimens
• Use of maintenance therapy after transplant; clinical role of MRD
• Treatment of MM in transplant-ineligible patients

Module 2: Management of Relapsed/Refractory MM

Module 3: Other Novel Agents and Strategies



Abstract 8002



Touzeau C et al. ASCO 2022;Abstract 8002.

IFM 2018-04: Response Rates and MRD with Dara-KRd Induction

MRD = minimal residual disease; NGS = next-generation sequencing; ORR = overall response rate; sCR = stringent complete response; 
VGPR = very good partial response



Multiple Myeloma Agenda

Module 1: Up-Front Treatment of Multiple Myeloma (MM) 
• Current role of stem cell transplant
• Quadruplet regimens
• Use of maintenance therapy after transplant; clinical role of MRD
• Treatment of MM in transplant-ineligible patients

Module 2: Management of Relapsed/Refractory MM

Module 3: Other Novel Agents and Strategies



Discussion Question

In general, would you offer lenalidomide maintenance 
therapy to a patient who is MRD-negative after induction 
and autologous transplant?

Yes
Yes, for select patients
No
I’m not sure 



Daratumumab (DARA) plus Lenalidomide, Bortezomib, and 
Dexamethasone (RVd) in Patients (Pts) with Transplant-Eligible 
Newly Diagnosed Multiple Myeloma (NDMM): Updated 
Analysis of Griffin After 24 Months of Maintenance1

Daratumumab (DARA) + Lenalidomide, Bortezomib, and 
Dexamethasone (RVd) in Transplant-Eligible Newly Diagnosed 
Multiple Myeloma (NDMM): A Post Hoc Analysis of Sustained 
Minimal Residual Disease (MRD) Negativity from GRIFFIN2

1 Laubach JP et al. ASH 2021;Abstract 79.
2 Rodriguez C et al. ASCO 2022;Abstract 8011.



GRIFFIN: PFS by Sustained MRD Negativity

Rodriguez C et al. ASCO 2022;Abstract 8011.

PFS = progression-free survival; MRD = minimum residual disease; ITT = intent to treat; D-RVd = daratumumab with lenalidomide, 
bortezomib and dexamethasone



GRIFFIN: D-RVd Improved Rates of Durable MRD Negativity 
(10-5) Lasting ≥6 Months or ≥12 Months versus RVd

Laubach JP et al. ASH 2021;Abstract 79.



Abstract 8001



Multiple Myeloma Agenda

Module 1: Up-Front Treatment of Multiple Myeloma (MM) 
• Current role of stem cell transplant
• Quadruplet regimens
• Use of maintenance therapy after transplant; clinical role of MRD
• Treatment of MM in transplant-ineligible patients

Module 2: Management of Relapsed/Refractory MM

Module 3: Other Novel Agents and Strategies



Discussion Question

In general, what is your preferred induction regimen for an 
80-year-old patient with MM who is transplant ineligible with 
normal renal function and no high-risk features?

Rd
RVd or RVd lite
KRd
MPV/daratumumab
Rd/daratumumab
VTd
MPV, MPR or MPT
Other



Lancet Oncol 2021;22(11):1582-96.
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MAIA: Overall Survival

D-Rd demonstrated a significant benefit in OS, with a 32% reduction in the risk of death, 
for patients with NDMM who are transplant ineligible
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toxicity, future clinical role 

Module 3: Other Novel Agents and Strategies
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Cancer 2021;127(22):4198-212.



DREAMM-2: Longitudinal Outcomes

Progression-Free Survival Overall Survival

Expected median OS in triple-class refractory myeloma: 8.6 months

Lonial S et al. Cancer 2021;127(22):4198-212.



DREAMM-2: Frequency of Corneal and Vision-Related Events

Lonial S et al. Cancer 2021;127(22):4198-212.

BCVA = best corrected visual acuity



Multiple Myeloma Agenda

Module 1: Up-Front Treatment of Multiple Myeloma (MM) 

Module 2: Management of Relapsed/Refractory MM
• Belantamab mafodotin: Mechanism of action (MOA), sequencing for younger and older 

patients, toxicity
• CAR T-cell therapy: Idecabtegene vicleucel, ciltacabtagene autoleucel — Similarities and 

differences in efficacy and toxicity
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Discussion Question

Based on your knowledge of available data and personal 
clinical experience, how would you compare the efficacy of 
idecabtagene vicleucel to that of ciltacabtagene autoleucel
for patients with relapsed/refractory MM?

Ide-cel is more efficacious
Cilta-cel is more efficacious 
Efficacy is similar with both agents
I’m not sure 



Discussion Question

Based on your knowledge of available data and personal clinical 
experience, how would you compare the tolerability of 
ciltacabtagene autoleucel to that of idecabtagene vicleucel for 
patients with relapsed/refractory MM?

Ciltacabtagene autoleucel is more tolerable 
Idecabtagene vicleucel is more tolerable
Tolerability is similar with both agents
I’m not sure



Idecabtagene Vicleucel (Ide-Cel, bb2121), a BCMA 
CAR T Cell Therapy, in Relapsed and Refractory 
Multiple Myeloma: Updated KarMMa Results

Anderson LD et al.
ASCO 2021;Abstract 8016.



KarMMa: Best Overall Response

Anderson LD et al. ASCO 2021;Abstract 8016.



FDA Approves Cilta-Cel for Relapsed/Refractory MM
Press Release: February 28, 2022

The FDA has approved the use of ciltacabtagene autoleucel for the treatment of relapsed/refractory 
MM after 4 or more lines of therapy, including a proteasome inhibitor, an immunomodulatory agent 
and an anti-CD38 monoclonal antibody.

The approval was based on findings from the Phase Ib/II CARTITUDE-1 trial (NCT03548207), in which 
one-time treatment with cilta-cel resulted in an overall response rate of 98% (95% CI, 92.7%-99.7%). 
Investigators also reported a stringent complete response rate of 78% (95% CI, 68.8%-86.1%). The 
median duration of response was 21.8 months after a median follow-up of 18 months.

The CARTITUDE trial enrolled 97 patients, with a median turnaround time for cilta-cel therapy of 29 
days. Patients had received a median of 6.0 lines of prior therapy. Of the 97 patients, 87.6% (n = 85) 
were triple-class refractory and 42.3% (n = 41) were penta-drug refractory. Nearly all patients (99%; 
n = 96) were refractory to their last line of therapy.

www.cancernetwork.com/view/fda-approves-cilta-cel-for-relapsed-refractory-multiple-myeloma?utm_source=sfmc&utm_
medium=email&utm_campaign=3.01.22_CN_Breaking_A&eKey=cmthZGVybWFuQHJlc2VhcmNodG9wcmFjdGljZS5jb20=



Phase 1b/2 Study of Ciltacabtagene Autoleucel, 
a BCMA-Directed CAR-T Cell Therapy, in Patients 
with Relapsed/Refractory Multiple Myeloma 
(CARTITUDE-1): 2 Years Post LPI

Usmani SZ et al.
ASCO 2022;Abstract 8028.



CARTITUDE-1: PFS and OS at 27.7 Months Follow-Up by MRD Status

Usmani SZ et al. ASCO 2022;Abstract 8028.

PFS OS



CARTITUDE-2: Efficacy and Safety of 
Ciltacabtagene Autoleucel (Cilta-Cel), a BCMA-
Directed CAR T-Cell Therapy, in Patients with 
Progressive Multiple Myeloma (MM) After One 
to Three Prior Lines of Therapy

Agha ME et al.
ASCO 2021;Abstract 8013.



CARTITUDE-2: Ciltacabtagene Autoleucel 
After 1 to 3 Prior Lines of Therapy

Agha M et al. ASCO 2021;Abstract 8013. 



Multiple Myeloma Agenda

Module 1: Up-Front Treatment of Multiple Myeloma (MM) 

Module 2: Management of Relapsed/Refractory MM
• Belantamab mafodotin: Mechanism of action (MOA), sequencing for younger and older 

patients, toxicity
• CAR T-cell therapy: Idecabtegene vicleucel, ciltacabtagene autoleucel — Similarities and 

differences in efficacy and toxicity
• Bispecific antibodies (teclistamab, talquetamab): Similarities and differences in MOA; efficacy, 

toxicity, future clinical role 

Module 3: Other Novel Agents and Strategies



Discussion Question

In general, would you use another BCMA-directed 
therapy prior to a patient receiving CAR T-cell therapy?

Yes
No 
I’m not sure



Discussion Question

The first dose of teclistamab and of talquetamab require 
inpatient administration. 

Agree
Disagree
I’m not sure 



Bispecific Antibodies for R/R MM

Krishnan AY et al. ASCO 2021;Abstract 8007;
Berdeja JG et al. ASCO 2021;Abstract 8008;
Cohen AD et al. ASH 2020;Abstract 292. 



N Engl J Med 2022;[Online ahead of print].

ASCO 2022;Abstract 8007.



MajesTEC-1: Response to Teclistamab in Patients with R/R MM

Moreau P et al. N Engl J Med 2022;[Online ahead of print].



FDA Grants Breakthrough Therapy Designation to Talquetamab
for Relapsed/Refractory Multiple Myeloma
Press Release: July 1, 2022

“Talquetamab was granted breakthrough therapy designation by the FDA for the treatment of patients 
with relapsed/refractory multiple myeloma who were treated with a minimum of 4 previous lines of 
therapy, including a proteasome inhibitor, an immunomodulatory drug, and an anti-CD38 antibody.

The designation is supported by findings from the phase 1/2 MonumenTAL-1 trial (NCT03399799; 
NCT04634552), which assessed the agent in patients with relapsed/refractory disease. Data from the 
study, which were presented at the 2022 American Society of Clinical Oncology Annual Meeting, 
indicated that patients who were treated with 405 μg/kg of talquetamab (n = 30) experienced an overall 
response rate (ORR) of 70.0%, including a very good partial response (VGPR) rate or better of 56.7%. 
Additionally, the ORR among patients treated at the 800 μg/kg dose was 63.6%, including a VGPR or 
better of 56.8%. Moreover, the stringent complete response (CR) rates were 23.3% and 9.1%, CR rates 
were 6.7% and 11.4%, the VGPR rates were 26.7% and 36.4%, and PR rates were 13.3% and 6.8% in each 
respective arm.

Talquetamab is an off-the-shelf T-cell–redirecting bispecific antibody that targets GPRC5D on myeloma 
cells and CD3 on T cells.”

https://www.cancernetwork.com/view/fda-grants-breakthrough-therapy-designation-to-talquentamab-for-relapsed-refractory-
multiple-myeloma



ASCO 2022;Abstract 8015.



MonumenTAL-1: Duration of Response with Talquetamab
for R/R MM

Minnema MC et al. ASCO 2022;Abstract 8015.



ASH 2021;Abstract 161



TRIMM-2: Duration of Response

Chari A et al. ASH 2021;Abstract 161.



ICARIA-MM: Median PFS on Subsequent Therapy or Death

Richardson PD et al. Lancet Oncol 2022;23(3):416-27.



Multiple Myeloma Agenda

Module 1: Up-Front Treatment of Multiple Myeloma (MM) 

Module 2: Management of Relapsed/Refractory MM

Module 3: Other Novel Agents and Strategies
• Available data and ongoing trials evaluating venetoclax for patients with t(11;14) MM or Bcl-2 

overexpression
• Sequencing of agents (eg, selinexor, isatuximab) alone or in combination for patients with 

relapsed/refractory MM
• Mechanism of action and potential clinical role of the CELMoDs (cereblon E3 ligase inhibitors) 

iberdomide and CC-92480



Multiple Myeloma Agenda

Module 1: Up-Front Treatment of Multiple Myeloma (MM) 

Module 2: Management of Relapsed/Refractory MM

Module 3: Other Novel Agents and Strategies
• Available data and ongoing trials evaluating venetoclax for patients with t(11;14) MM or Bcl-2 

overexpression
• Sequencing of agents (eg, selinexor, isatuximab) alone or in combination for patients with 

relapsed/refractory MM
• Mechanism of action and potential clinical role of the CELMoDs (cereblon E3 ligase inhibitors) 

iberdomide and CC-92480



Discussion Question

Venetoclax is efficacious in patients with MM and which of 
the following biomarkers?

t(11;14)
Bcl-2 overexpression 
Efficacy is similar for both 
I’m not sure 



ASH 2021;Abstract 84



BELLINI: Updated Survival Results

Kumar SK et al. 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.



Multiple Myeloma Agenda
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Module 2: Management of Relapsed/Refractory MM
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• Sequencing of agents (eg, selinexor, isatuximab) alone or in combination for patients with 

relapsed/refractory MM
• Mechanism of action and potential clinical role of the CELMoDs (cereblon E3 ligase inhibitors) 

iberdomide and CC-92480



Discussion Question

In general, how would you prefer to use selinexor in the 
treatment of relapsed/refractory MM?

Twice a week in combination with dexamethasone
Once a week in combination with dexamethasone  
Once a week in combination with bortezomib and dexamethasone
I do not use selinexor
Other



Lancet 2020;396:1563-73



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)
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CC-92480/Dexamethasone Combined with Bortezomib 
or Daratumumab or Carfilzomib

IMiD® Indication Clinical trials CELMoDs®

Thalidomide
Erythema Nodosum
Erythema Leprosum
Multiple Myeloma

Lenalidomide
Mantle Cell Lymphoma
Multiple Myeloma
Myelodysplastic
Syndrome (5q-)

Pomalidomide
Multiple Myeloma
Kaposi Sarcoma

Abbreviation: CK1a: casein kinase 1a;
CELMods: Cereblon E3 Ligase Modulation Drugs;
CRL4: cullin-4 RING E3 ligase;
CRBN: Cereblon; CNS: Central Nervous System;
CUL4: Cullin-4; DDB1: DNA damage-binding protein 1;
GSPT1: G1 To S Phase Transition 1;
IKZF1: Ikaros zinc-finger protein 1;
IKZF3: Aiolos zonc-finger protein 3;
IMiDs: Immunomodulatory Drugs; 
MDS: Myelodysplastic Syndrome;
Roc1: Ring finger protein;
UB: Ubiquitination
UBE2G1/2D3: Ubiquitin-conjugating enzymes

Multiple Myeloma
Diffuse Large B-Cell Lymphoma
CNS Lymphoma
Glioblastoma
Hepatocellular Carcinoma
Chronic Lymphocytic Leukemia

Multiple Myeloma
Systemic Lupus Erythematosus

Acute Myeloid Leukemia

Multiple Myeloma

Acute Myeloid Leukemia?
(in vitro)

Holstein et al, Next-Generation Drugs. Targeting 
the Cereblon Ubiquitin Ligase. JCO 2018. 
Lu G et al eLife 2018
Gandhi AK et al Br Haem 2014
Krönke J et al Science 2014
Hansen JD et al J Med Chem 2020
Uehara T et al Nat Chem Biol 2017

CC-122

CC-220

CC-90009

CC-92480
Indisulam

CC-885

Lenalidomide

Thalidomide
Lenalidomide
Pomalidomide
Iberdomide
(CC-220)
CC-92480
CC-885

CC-885
CC-90009
Avadomide
(CC-122)

MDS del 5q Anti-Tumor
Anti-AML, -Lymphoma

Anti-Myeloma

Activity

McCarthy P. ASCO 2020 Discussant



Iberdomide (IBER) in Combination with
Dexamethasone (DEX) in Patients (pts) with
Relapsed/Refractory Multiple Myeloma 
(RRMM): Results from the Dose-Expansion 
Phase of the CC-220-MM-001 Trial

Lonial S et al.
ASH 2021;Abstract 162. 



CC-220-MM-001: Responses with IBER + DEX for R/R MM

Lonial S et al. ASH 2021;Abstract 162. 



First-in-Human Phase I Study of the Novel 
CELMoD Agent CC-92480 Combined with 
Dexamethasone (DEX) in Patients (pts) with 
Relapsed/Refractory Multiple Myeloma (RRMM) 

Richardson PG et al.
ASCO 2020;Abstract 8500. 



CC-92480 with Dexamethasone: Response

Richardson PG et al. ASCO 2020;Abstract 8500. 

MTD = maximum tolerated dose; RP2D = recommended Phase II dose



Thank you for joining us!

CME/MOC and NCPD credit information will be 
emailed to each participant within 5 business days.



We are taking a short break!

The program will resume at 1:05 PM PT (4:05 PM ET)

Up Next…

Drs Brad Kahl and Craig Moskowitz discuss the management 
of chronic lymphocytic leukemia and lymphomas


