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This educational activity contains discussion of 
non-FDA-approved uses of agents and regimens. 
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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.

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.

Answer Survey Questions: Complete the pre- and postmeeting surveys. Survey 
questions will be discussed throughout the meeting.

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. Survey 
questions will be discussed throughout the meeting.

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

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

Clinicians Attending via Zoom



Clinicians, Please Complete 
the Pre- and Postmeeting Surveys

Quick Survey Quick Poll



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



“What I Tell My Patients”
Sixteenth Annual RTP-ONS NCPD Symposium Series



How was it different to take care of this patient 
versus another patient in the same oncologic setting? 

What unique biopsychosocial factors (eg, attitude, 
comorbidities, social support) were considered 

in the overall management of this case? 
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People with newly diagnosed cancer

Kimberly A Spickes, MNSc, RN, APRN, OCN, ACNP-BC
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• Incidence and prognosis of EC in the United States and the rest of the world

• Appreciation of various molecular subtypes of EC and implications for 
prognosis and current management

• Frequency of microsatellite instability (MSI)/mismatch repair (MMR) 
deficiency in patients with EC

• Optimal timing of and approach to MSI/MMR assessment

Dr Westin
Houston, Texas

Incidence and Biology of 
Endometrial Cancer (EC)

Dr O’Malley
Columbus, Ohio



High MSI Across 39 Cancer Types
Whole-exome data from 11,139 tumor-normal pairs from The Cancer Genome Atlas and Therapeutically 
Applicable Research to Generate Effective Treatments projects

Bonneville R et al. JCO Precis Oncol 2017;1:1-15; Green AK et al. ASCO Educational Book 2020.

UCEC = uterine corpus endometrial carcinoma

Endometrial cancer was recently shown to have
the highest prevalence of MSI across 39 human cancer types
• ~30% of primary endometrial cancers are MSI high 
• 13% to 30% of recurrent endometrial cancers are MSI high or MMR deficient

Tumor type
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• Mechanism of action of anti-PD-1/PD-L1 antibodies

• Similarities and differences among different currently available anti-PD-1/
PD-L1 antibodies

• Published efficacy and safety data with anti-PD-1/PD-L1 antibody 
monotherapy for MSI-high (MSI-H)/MMR-deficient (dMMR) recurrent EC

• Optimal integration of pembrolizumab and dostarlimab into the care of 
patients with recurrent MSI-H/dMMR EC

Dr O’Malley
Columbus, Ohio

Use of Immune Checkpoint Inhibitors for EC

Dr Westin
Houston, Texas



Dostarlimab Mechanism of Action

https://us.gsk.com/media/5875/dostarlimab-infographic_approved-0422.pdf



Dostarlimab

Mechanism of acRon
• AnR-PD-1 monoclonal anRbody

IndicaRon as single agent 

• For paRents with mismatch repair deficient (dMMR) recurrent or 
advanced endometrial cancer that has progressed during or aVer a 
prior plaRnum-containing regimen in any seWng who are not 
candidates for curaRve surgery or radiaRon

Recommended dose as single agent
• 500 mg IV q3wk doses 1-4, then 1,000 mg IV q6wk

Dostarlimab package insert, 3/2024. 



Pembrolizumab

Mechanism of action
• Anti-PD-1 monoclonal antibody

Indication as single agent
• For patients with advanced MSI-H or dMMR EC who have disease 

progression after prior systemic therapy in any setting and are not 
candidates for curative surgery or radiation

Recommended dose
• 200 mg IV every 3 weeks or 400 mg IV every 6 weeks

Pembrolizumab package insert, 3/2024. 



Kathryn M Lyle, MSN, WHNP-BC, AGNP-C

What I tell my patients with MSI-H/dMMR EC about to begin 
treatment with an anti-PD-1/PD-L1 antibody
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• Historical role of and outcomes achieved with chemotherapy as first-line treatment for 
primary advanced or recurrent EC

• Biological rationale for the evaluation of anti-PD-1/PD-L1 antibodies in combination with 
chemotherapy for patients with EC

• Similarities and differences among the Phase III RUBY, NRG-GY018 and AtTEnd trials 
evaluating dostarlimab, pembrolizumab and atezolizumab, respectively, in combination with 
chemotherapy as first-line treatment for primary advanced or recurrent EC

• Key efficacy findings from the RUBY, NRG-GY018 and AtTEnd trials; outcomes reported in the 
MSI-H/dMMR and microsatellite-stable (MSS)/MMR-proficient (pMMR) cohorts

• Recent FDA approval of dostarlimab in combination with carboplatin and paclitaxel, followed 
by single-agent dostarlimab, for primary advanced or recurrent dMMR/MSI-H EC; optimal 
integration into current management

First-Line Therapy for Primary Advanced or 
Recurrent EC

Dr Westin
Houston, Texas

Dr O’Malley
Columbus, Ohio



Dostarlimab

Mechanism of action
• Anti-PD-1 monoclonal antibody

Indication as combination therapy
• In combination with carboplatin and paclitaxel, followed by single-

agent dostarlimab, for patients with primary advanced or recurrent 
endometrial cancer (EC) whose disease is mismatch repair deficient 
(dMMR) or microsatellite instability high (MSI-H).

Recommended dose as combination therapy
• In combination with carboplatin/paclitaxel: 500 mg IV q3wk doses 1-6, 

then as monotherapy 1,000 mg IV q6wk

Dostarlimab package insert, 3/2024. 



Hypophysitis 
(fatigue)

Thyroiditis
(over/underactive thyroid)

Adrenal Insufficiency 
(fatigue)

Diabetes Mellitus
(type I, II, fatigue, DKA)

Colitis
(diarrhea, abd pain)

Dermatitis 
(rash, itch, blistering)

Pneumonitis
(dyspnea, cough) 

Myocarditis
(chest pain, dyspnea) 

Hepatitis
(abn LFTs, jaundice)

Pancreatitis
(abd pain)

Neurotoxicities
(MG, encephalitis)

Arthritis 
(joint pain)

Symptoms of Immunotherapy Toxicity



Jennifer Filipi, MSN, NP

What I tell my patients with EC about to begin treatment with 
an anti-PD-1/PD-L1 antibody in combination with 
chemotherapy



Consulting Nursing Faculty Comments

Patient self-advocacy and shared treatment decision-making

Tiffany A Richards, PhD, ANP-BC, AOCNP



• Mechanism of an-tumor ac-vity of PARP inhibitors and biological ra-onale for their 
inves-ga-on for EC; poten-al therapeu-c synergy between PARP inhibitors and 
immune checkpoint inhibitors (ICIs)

• Key efficacy findings from the Phase III DUO-E trial evalua-ng first-line durvalumab in 
combina-on with chemotherapy followed by maintenance durvalumab with or 
without olaparib for newly diagnosed advanced or recurrent EC

• Similari-es and differences between the designs of the DUO-E trial and part 2 of the 
RUBY trial; recently presented data with maintenance dostarlimab/niraparib in RUBY 
part 2

• Poten-al role of an--PD-1/PD-L1 an-bodies in combina-on with PARP inhibitors in 
the future care of pa-ents with EC 

PARP Inhibitors Combined with 
Immunotherapy for Advanced EC

Dr Westin
Houston, Texas

Dr O’Malley
Columbus, Ohio



Biological Rationale for Combining a PARP Inhibitor (PARPi) 
with an Immune Checkpoint Inhibitor

Konstantinopoulos P et al. ASCO 2018;Abstract 106.

Preclinical data demonstrate synergy with PARPi and anti-PD-1 combinations. 

Preclinical models indicate synergy 
between PARPi and anti-PD-1 

agents regardless of BRCA 
mutation status or PD-L1 status
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Point mutations
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STING pathway 
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Type I IFN 
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• Pathophysiology, incidence and spectrum of immune-mediated and other adverse events 
(AEs) observed with anti-PD-1/PD-L1 antibodies as monotherapy or in combination with 
chemotherapy or a PARP inhibitor

• Recommended monitoring and management paradigms for immune-related and other AEs 
with ICIs for gynecologic cancers

• Strategies to discern whether toxicities relate to chemotherapy, a PARP inhibitor, immune 
checkpoint inhibition or combinations of these agents

• Role of rechallenge for patients for whom ICI therapy has been held due to immune-mediated 
toxicity

• Relative and absolute contraindications to anti-PD-1/PD-L1 antibody therapy; role, if any, in 
therapy for patients with preexisting autoimmune conditions or a history of solid organ 
transplant 

Practical Considerations with Anti-PD-1/
PD-L1 Antibodies Alone or in Combination 

with Chemotherapy or a PARP Inhibitor

Dr WesKn
Houston, Texas

Dr O’Malley
Columbus, Ohio



Kathryn M Lyle, MSN, WHNP-BC, AGNP-C

What I tell my patients with EC who are being considered for or 
are about to enroll on a clinical trial with a PARP inhibitor
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• Biological rationale for combining ICIs with agents targeting the VEGF pathway for EC

• Major findings, including overall survival data, supporting the use of lenvatinib in 
combination with pembrolizumab for patients with advanced pMMR EC with disease 
progression after prior systemic therapy

• Optimal integration of pembrolizumab/lenvatinib into current EC management 
algorithms

• Recent announcement of failure of the Phase III LEAP-001 trial evaluating 
lenvatinib/pembrolizumab in the up-front setting; implications for current practice 
and future research

Lenvatinib/Pembrolizumab in the 
Management of Mismatch Repair Proficient 

(pMMR) Metastatic EC

Dr WesKn
Houston, Texas

Dr O’Malley
Columbus, Ohio



• Orally available inhibitor of 
multiple tyrosine kinases 
including VEGF receptors, FGFR, 
RET, PDGFR and KIT

• Demonstrated promising 
radiographic response rates and 
survival results in Phase II and III 
trials in hepatocellular 
carcinoma

Mechanism of Action of Lenvatinib

VEGFR FGFR

Angiogenesis

X

T202/Y204

S235/S236

T389

T421/S424

RAS

RAF

MEK

ERK1/2

LenvaWnib

PI3K

AKT

mTOR

S6K

S6

P
P P

P

Finn RS et al. Proc ASCO 2014;Abstract TPS4153; Stjepanovic N et al. Biologics 2014;8:129-39; Cheng AL et al. Proc ASCO 2017;Abstract 4001; 
Ikeda K et al. J Gastroenterol 2017;52(4):512-9.



Biological Rationale for Combining Immune Checkpoint Inhibitors 
with VEGF Pathway Targeted Agents

Oaknin A. ASCO 2022; Education Session. 

• Reduction in Treg activity
• Reversal of immunosuppressive effects of VEGF
• Improved T-cell trafficking and infiltration of CD8+ into the tumor bed



Lenvatinib

Mechanism of action
• Oral multikinase inhibitor 

Indication in combination with pembrolizumab
• For patients with advanced endometrial carcinoma that is pMMR or not MSI-H 

who have disease progression after prior systemic therapy in any setting and 
are not candidates for curative surgery or radiation

Recommended dose in combination with pembrolizumab
• 20 mg orally once daily

Lenva\nib package insert, 4/2024. 



Pembrolizumab

Mechanism of action
• Anti-PD-1 monoclonal antibody

Indication in combination with lenvatinib
• For patients with for advanced EC that is pMMR or not MSI-H who 

have disease progression after prior systemic therapy in any setting 
and are not candidates for curative surgery or radiation

Recommended dose in combination with lenvatinib
• 200 mg IV every 3 weeks or 400 mg IV every 6 weeks

Pembrolizumab package insert, 3/2024. 



Update on Phase III LEAP-001 Trial Evaluating Pembrolizumab 
Plus Lenvatinib as First-Line Treatment for Patients with 
Advanced or Recurrent Endometrial Carcinoma
Press Release – December 8, 2023 

“…the Phase 3 LEAP-001 trial evaluating pembrolizumab plus lenvatinib did not meet its dual primary 
endpoints of overall survival (OS) and progression-free survival (PFS) for the first-line treatment of 
patients with advanced or recurrent endometrial carcinoma whose disease is mismatch repair proficient 
(pMMR)/not microsatellite instability-high (MSI-H) or mismatch repair deficient (dMMR)/MSI-H.

At the final analysis, pembrolizumab plus lenvatinib did not improve OS or PFS sufficiently to meet the 
study’s prespecified statistical criteria in the first-line treatment of certain patients with advanced or 
recurrent endometrial carcinoma versus a standard of care, platinum-based chemotherapy doublet 
(carboplatin plus paclitaxel). The safety profile of pembrolizumab plus lenvatinib was consistent with 
that observed in previously reported studies evaluating the combination. A full evaluation of the data 
from this study is ongoing.”

https://www.merck.com/news/merck-and-eisai-provide-update-on-phase-3-leap-001-trial-evaluating-pembrolizumab-plus-
lenvima-lenvatinib-as-first-line-treatment-for-patients-with-advanced-or-recurrent-endometrial-carcinom/



• Incidence, severity, timing and management of AEs observed in patients with EC 
receiving lenvatinib/pembrolizumab, such as hypertension, gastrointestinal issues, 
weight loss and hand-foot syndrome

• Approaches to encourage adequate nutrition among patients receiving the 
combination of lenvatinib and pembrolizumab

• Initial dosing and dose-modification strategies for pembrolizumab/lenvatinib for EC; 
available data exploring the effect of lenvatinib dose reductions on antitumor activity

• Strategies to determine the cause of toxicities that could stem from either lenvatinib 
or pembrolizumab 

ToxiciKes with LenvaKnib/Pembrolizumab

Dr Westin
Houston, Texas

Dr O’Malley
Columbus, Ohio



Jennifer Filipi, MSN, NP

What I tell my patients with EC about to begin treatment with 
lenvatinib/pembrolizumab
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• Mechanism of antitumor activity of selinexor and biological rationale for its 
investigation as maintenance therapy for EC

• Progression-free survival advantage documented with selinexor as maintenance 
therapy after first-line chemotherapy in patients with advanced or recurrent EC in 
the SIENDO trial; outcomes achieved in the p53 wild-type subgroup

• Design, eligibility criteria and key endpoints of the Phase III XPORT-EC-042 trial 
assessing selinexor maintenance after first-line chemotherapy for p53 wild-type 
advanced EC

• Spectrum, frequency, severity and management of commonly encountered toxicities 
with selinexor for EC; lessons learned from the multiple myeloma experience

PotenKal Role of Selinexor in the 
Management of EC

Dr Westin
Houston, Texas

Dr O’Malley
Columbus, Ohio



Mechanism of Action of Selinexor

Makker V et al. ASCO 2022;Abstract 5511.



Selinexor

Mechanism of action
• Inhibitor of the nuclear exporter XPO1

Indication
• Investigational in endometrial cancer

Key clinical trial
• Phase III SIENDO trial evaluating selinexor as front-line maintenance 

therapy in advanced or recurrent endometrial cancer

Vergote I et al. J Clin Oncol 2023;41(35):5400-10.



Kathryn M Lyle, MSN, WHNP-BC, AGNP-C

What I tell my patients with EC who are being considered for or 
are about to enroll on a clinical trial with selinexor 
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• Frequency of HER2 expression in advanced EC; optimal timing of and approach to 
testing

• Published clinical research studies supporting the use of trastuzumab as a 
component of therapy for HER2-positive uterine serous carcinoma and 
carcinosarcoma

• Efficacy and safety outcomes achieved with T-DXd among patients with advanced EC 
in the DESTINY-PanTumor02 study

• Potential implications of DESTINY-PanTumor02 for biomarker evaluation and clinical 
management for advanced EC

Incidence and Management of HER2-
Positive EC

Dr WesKn
Houston, Texas

Dr O’Malley
Columbus, Ohio



HER2/neu in Endometrial Cancer

Courtesy of Matthew A Powell, MD.

USC = uterine serous carcinoma



Trastuzumab Deruxtecan

Courtesy of Matthew A Powell, MD.



Trastuzumab Deruxtecan

Mechanism of action
• Antibody-drug conjugate directed against HER2

Indication
• Unresectable or metastatic HER2-positive (IHC 3+) solid tumors who have 

received prior systemic treatment and have no satisfactory alternative 
treatment options

Key clinical trial
• Phase II DESTINY-PanTumor02 trial evaluating trastuzumab deruxtecan in 

patients with HER2-expressing solid tumors

Meric-Bernstam F et al. J Clin Oncol 2024;42(1):47-58. 



Jennifer Filipi, MSN, NP

What I tell my patients with EC about being tested for HER2 and 
potentially enrolling on a trial of trastuzumab deruxtecan 



APPENDIX



Use of Immune Checkpoint Inhibitors as Monotherapy for EC



2023;29(22):4564-74



GARNET: Phase I Study of Dostarlimab for Advanced EC

Oaknin A et al. Clin Cancer Res 2023;29(22):4564-74.



Ann Oncol 2022;33(9):929-38



KEYNOTE-158 Cohort K: Objective Responses with Pembrolizumab 
in the Efficacy Analysis Population

Maio M et al. Ann Oncol 2022;33(9):929-38.



First-Line Therapy for Primary Advanced or Recurrent EC



J Clin Oncol 2024;42(3):283-99



DUO-E Study Design

Westin SN et al. ESMO 2023;Abstract LBA41.



DUO-E: Progression-Free Survival (PFS) in the Intent-to-Treat
Population

Westin SN et al. J Clin Oncol 2024;42(3):283-99.



DUO-E: PFS in dMMR and pMMR Populations

Westin SN et al. J Clin Oncol 2024;42(3):283-99.

dMMR pMMR



DUO-E: PFS in PD-L1-PosiKve and PD-L1-NegaKve PopulaKons

Westin SN et al. J Clin Oncol 2024;42(3):283-99.

PD-L1-Positive PD-L1-Negative



DUO-E: Safety Summary

Westin SN et al. ESMO 2023;Abstract LBA41.Courtesy of Shannon Westin, MD, MPH.



SGO 2024 Late-Breaking Abstract



RUBY Part 1: Trial Schema

Powell MA et al. SGO 2024.



RUBY Part 1: Overall Survival in Intent-to-Treat Population

Powell MA et al. SGO 2024.



RUBY Part 1: Overall Survival in dMMR/MSI-H and 
pMMR/MSS Populations

Powell MA et al. SGO 2024.

dMMR/MSI-H pMMR/MSS



SGO 2024 Late-Breaking Abstract



RUBY Part 2: Trial Schema

Mirza MA et al. SGO 2024.



RUBY Part 2: Progression-Free Survival in Overall Population

Mirza MA et al. SGO 2024.



RUBY Part 2: Progression-Free Survival in pMMR/MSS Population

Mirza MA et al. SGO 2024.



Lenvatinib/Pembrolizumab in the Management of Metastatic EC



J Clin Oncol 2023;41(16):2904-10



KEYNOTE-775: Overall Survival in pMMR and All-Comer
Patient Populations

Makker V et al. J Clin Oncol 2023;41(16):2904-10.

pMMR population All-Comer population



KEYNOTE-775: Progression-Free Survival in pMMR and All-Comer
Patient Populations

Makker V et al. J Clin Oncol 2023;41(16):2904-10.

pMMR population All-comer populaKon



KEYNOTE-775: Treatment-Emergent Adverse Events

Makker V et al. J Clin Oncol 2023;41(16):2904-10.



Abstract 525MO 



KEYNOTE-775: Lenvatinib and Pembrolizumab for Advanced, 
Metastatic or Recurrent EC Following Chemotherapy

© M R Mirza
Makker V et al. ESMO 2022;Abstract 525MO.



KEYNOTE-775: ConKnued Tumor Responses in pMMR and 
All-Comer PaKents

Makker V et al. ESMO 2022;Abstract 525MO.



Potential Role of Selinexor in the Management of EC



J Clin Oncol 2023;41(35):5400-10



SIENDO: PFS with Selinexor in the Intent-to-Treat Population

Vergote I et al. J Clin Oncol 2023;41(35):5400-10.



SIENDO: PFS with Selinexor in the p53 Wild-Type PopulaKon

Vergote I et al. J Clin Oncol 2023;41(35):5400-10.



Incidence and Management of HER2-PosiKve EC



J Clin Oncol 2024;42(1):47-58

Abstract LBA3000



DESTINY-PanTumor02: Phase II Basket Trial Schema

Meric-Bernstam F et al. ASCO 2023;Abstract LBA3000; Meric-Bernstam F et al. J Clin Oncol 2024;42(1):47-58. 



DESTINY-PanTumor02: Objective Response Rate by HER2 Status

Meric-Bernstam F et al. ASCO 2023;Abstract LBA3000; Meric-Bernstam F et al. J Clin Oncol 2024;42(1):47-58. 



DESTINY-PanTumor02: Duration of Response

Meric-Bernstam F et al. J Clin Oncol 2024;42(1):47-58. 



Endometrial Cancer
Thursday, April 25, 2024

6:00 AM – 7:30 AM

Moderator
Neil Love, MD

Jennifer Filipi, MSN, NP
Kathryn M Lyle, MSN, WHNP-BC, AGNP-C

David M O’Malley, MD
Shannon N Westin, MD, MPH, FASCO, FACOG

Faculty 

A Complimentary NCPD Hybrid Symposium Series Held During the 49th Annual ONS Congress

What I Tell My Pa-ents: 
Integra-ng New Research Informa-on 

into Current Clinical Care



Optimal Implementation of Antibody-Drug Conjugates
Thursday, April 25, 2024

12:15 PM – 1:45 PM

Moderator
Neil Love, MD

Jamie Carroll, APRN, MSN, CNP
Kelly EH Goodwin, MSN, RN, ANP-BC

Erika Hamilton, MD
Hope S Rugo, MD

Faculty 

A Complimentary NCPD Hybrid Symposium Series Held During the 49th Annual ONS Congress

What I Tell My Patients: 
Integrating New Research Information 

into Current Clinical Care



Thank you for joining us! Please take a moment to complete the 
survey currently up on Zoom. Your feedback is very important to us. 
The survey will remain open up to 5 minutes after the meeting ends.

To Claim NCPD Credit
In-person attendees: Please refer to the program syllabus

for the NCPD credit link or QR code.

Virtual attendees: The NCPD credit link is posted in the chat room.

NCPD/ONCC credit information will be emailed to each participant 
within 1 to 2 business days.


