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TALK OVERVIEW

• General GYN cancer numbers
• Endometrial cancer treatment overview
• Overall NCCN general guidelines for initial treatment of advanced cancers

• Overall recommendations for initial treatment of advanced cancer
• MMR deficient endometrial cancer
• MMR proficient endometrial cancer

• Beyond paclitaxel/carboplatin and immunotherapy
• ADC’s
• Hormonal combinations
• Other pipeline options
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U.S. FEMALE CANCER STATISTICS 2025

Site   Number  Deaths
Breast  316,950  42,170
Uterus    69,120  13,860
Ovary    20,890  12,730
Cervix    13,360    4,320
Vulva      7,480    1,770
American Cancer Society.  Cancer Facts and Figures 2025
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ENDOMETRIAL CANCER INITIAL TREATMENT OPTIONS

• Surgery

• Radiation

• Chemotherapy*

*Includes standard cytotoxic chemotherapy,
 hormones, targeted therapy, immunotherapy 
etc.

Surgery:  A chance to 
cut is a chance to cure
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SURGERY STILL REIGNS SUPREME FOR EARLY STAGE 
DISEASE….DESPITE EVERYTHING THAT DR. LONIAL SAYS
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A VARIETY OF “TARGETED” TREATMENT MODALITIES ARE USED IN THE 
TREATMENT OF ENDOMETRIAL CANCER 

a Megestrol acetate and pembrolizumab (for MSI-H/dMMR tumors) are the only systemic therapies with FDA approval for the treatment of endometrial 
cancer.2,3

BSO, bilateral salpingo-oophorectomy; dMMR, deficient mismatch repair; MSI-H, high microsatellite instability; FDA, US Food and Drug Administration; 
mTOR, mammalian target of rapamycin.

• Progestational agents (hydroxyprogesterone, medroxyprogesterone, or megestrola)
• Tamoxifen
• Aromatase inhibitors, CD4/6, COMBINATIONS; NEED to develop further especially for NSMP

Hormone
therapy

• Vaginal brachytherapy
• External-beam radiation therapy
• SBRT when oligo-metastatic recurrences happen

Radiotherapy

• Hysterectomy with BSO
• SNL vs. Pelvic and periaortic lymph node dissection vs NO NODES (level 1 data for NO nodes)
• With a better understanding of the immune system interaction with EC should consider NO NODES

Surgery

• Multiple regimens including
○ Carboplatin and paclitaxel (including carcinosarcoma)
○ Cyclophosphamide, doxorubicin, weekly paclitaxel and cisplatin 

Chemotherapy

• mTOR inhibitors, anti-VEGF (Bevacizumab, Lenvatinib, others), HER2 targeted therapies
• Immune CPIs (including dual therapy, and combination with chemotherapy 

Biologic/
targeted
therapy
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Kandoth C, Schultz N, Cherniack AD, et al. Integrated genomic 
characterization of endometrial carcinoma. Nature. 
2013;497(7447):67-73.
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PROMISE MOLECULAR CLASSIFICATION 
Proactive Molecular Risk Classifier for Endometrial Cancer 
Four subtypes analogous to TCGA based on FFPE tissue analysis

Kommoss et al., Ann Onc 2018
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LACK OF OVERLAP BETWEEN LOW, INTERMEDIATE, AND HIGH RISK 
PATHOLOGY AND MOLECULAR CLASSIFICATIONS

ESMO 2013 Risk groups 

Kommoss et al., Ann Onc 2018
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TALK OVERVIEW

• General GYN cancer numbers
• Endometrial cancer treatment overview
• Overall NCCN general guidelines for initial treatment of advanced cancers

• Overall recommendations for initial treatment of advanced cancer
• MMR deficient endometrial cancer
• MMR proficient endometrial cancer

• Beyond paclitaxel/carboplatin and immunotherapy
• ADC’s
• Hormonal combinations
• Other pipeline options
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GOG 258: CHEMORADIOTHERAPY VS. CHEMOTHERAPY

Locally Advanced Endometrial Cancer
• Any Histology (except carcinosarcoma) – III, IVA
• Serous – I, II with positive cytology
• Clear Cell – I, II with positive cytology
• Gross residual disease < 2 cm ok (about 2%)

Matei et al., NEJM 2019
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GOG 258: MOLECULAR ANALYSIS 

Slight improvement in RFS with ChemoXRT in P53wt 
subgroup 

77% vs 60%, HR 0.54 (95% CI, 0.32, 0.94)
Clements et al., Gynecol Oncol 2025

P53wt (49%) P53abn (24%)
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IMMUNOTHERAPY IS NOW FIRMLY ESTABLISHED AS KEY THERAPY
 IN ENDOMETRIAL CANCER
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MMR PROFICIENT, P53 WILD TYPE TUMORS DON’T SEEM TO BENEFIT
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GOG-3031/RUBY: PHASE 3 TRIAL OF DOSTARLIMAB + CHEMO 
FOR PRIMARY ADVANCED/RECURRENT EC – PFS
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WHAT ABOUT HIGH RISK WITH NO RESIDUAL DISEASE 
AFTER SURGERY?  

SHOULD WE ADD IMMUNOTHERAPY?
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ENGOT-EN11/GOG-3053/KEYNOTE-B21:  CHEMOTHERAPY 
WITH PLACEBO OR PEMBRO 

High Risk Endometrial Cancer
• Endometrioid - Stage I, II with myometrial invasion, abnormal P53

• Non-endometrioid – Stage I, II with myometrial invasion
• Any histology – Stage III, IVA without residual disease

Van Gorp et al., Annals Oncol 2024

DFS is not improved by adding pembrolizumab in ITT 
population or the MMRp group but was in MMRd 
HR 0.31 (95% CI, 0.14, 0.69)

Improved DFS in MMRd subgroup
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SUMMARY: IMMUNOTHERAPY IN ENDOMETRIAL CANCER FIRST LINE (PLUS PARP)
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• All studies need PROMIS+ (HER2,ER, type of p53mut, maybe HRD score, PDL-1) for all studies 
including 775-LEN/PEM (it’s very suspicious they haven’t released PROMIS for 775

• Anti-PD1 (pembrolizumab and dostarlimab) likely better than Anti-PDL-1(atezolizumab, avelumab 
and durvalumab) both in dMMR (trend) and pMMR (fairly convincing); 
• Trends are consistent with improved PFS, OS with anti-PD1 without significant increases in toxicity

• PARP therapy is NOT adding much
• Small subgroup of HRD+/HRRm/p53mut may have a PFS signal but concerning OS may be showing 

harm.  
• Need OS from DUO-E and RUBY part 2 to consider moving forward with confirmatory + PARP trial?

• Acute need for HER2 assessment of the subgroups
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TALK OVERVIEW

• General GYN cancer numbers
• Endometrial cancer treatment overview
• Overall NCCN general guidelines for initial treatment of advanced cancers
• Overall recommendations for initial treatment of advanced cancer

• MMR deficient endometrial cancer
• MMR proficient endometrial cancer
• Beyond paclitaxel/carboplatin and immunotherapy

• Maintenance selinexor
• ADC’s
• Hormonal combinations
• Other clinical trial and pipeline options
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HER-2 NEU EXPRESSION IN ENDOMETRIAL CANCERS

• HER2 overexpression ranges from 14-80% 

• HER2 gene amplification from 21-47% 

• Uterine papillary serous with 25-30% expression

Buza, N.  HER2 testing in endometrial serous carcinoma: Time for standardized pathology practice to meet the 
clinical demand.  Arch Pathol Lab Med 145(6):687-91, 2021 
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HUMAN EPIDERMAL GROWTH FACTOR 2 (HER2) IN STAGE1 
UTERINE SEROUS CARCINOMA (OUTCOMES 2X WORSE!)

HER2 positive tumors were associated with inferior PFS (aHR 3.50, 95%CI 1.84-6.67; p < .001) and OS 
(aHR 2.00, 95%CI 1.04-3.88; p = .039) compared to HER2-negative tumors even when given 
Carbo/paclitaxel

Erickson et al Gynecol Oncol 2020.
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RANDOMIZED PHASE II TRIAL OF TRASTUZUMAB IN UPSC
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Fader, AN et al.  JCO 36(20), 2018
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TRASTUZUMAB DERUXTECAN
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Unique features
• High potency payload
• High drug to antibody ratio (8ish)
• Payload with short systemic half-life
• Tumor selective (cleavable linker)
• Membrane permeable payload

Slide adapted with permission from Dr. Jane Meisel
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Efficacy
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HORMONAL TREATMENT OPTIONS IN RECURRENT ENDOMETRIAL CANCER
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ORR CBR PFS 
(months)

OS (months) DOR 
(months)

ref

Progesterone 
single agent

25% 46% 7.6 8.9 8.9 Lentz, Thigpen

Progesterone/ 
tamoxifen

19-33% 69% 2.7-4 8.6-17 31 Pandya, Fiorica, 
Whitney, Slomovitz

SERM/SERD 10% 34% 1.9-2.3 8.8-18.9 1.9 Thigpen, Covens, 
Emons

Aromatase 
inhibitor

9-17% 17-44% 1-3.9 6-10.9 6.7 Rose, Heudel, 
Lindemann

Aromatase and 
mTOR inhibitor

22-32% 40-78% 3-6 14-31 30 Slomovitz, Heudel

Aromatase and 
CDK4/6 inhibitor

10-30% 64-73% 5.4-9.7 15.7-21.6 7.4 Colon-Otero, 
Konstantinopoulos, 
Mirza
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QUESTIONS?


