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U.S. FEMALE CANCER STATISTICS 2024

Site   Number  Deaths
Breast  310,720  42,250
Uterus    67,880  13,250
Ovary    19,680  12,740
Cervix    13,820    4,360
Vulva      6,900    1,630
American Cancer Society.  Cancer Facts and Figures 2024
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HER-2 NEU EXPRESSION IN GYNECOLOGIC CANCERS
• Ovarian Cancer

- Range from 8-66%: estimated at under 25% with HER2 overexpression.  
• Endometrial Cancer

- HER2 overexpression ranges from 14-80% and HER2 gene amplification from 
21-47% 

- Uterine papillary serous cancer has 25-30% overexpression

• Cervical Cancer (range from 0-87% depending on study)
- HER2 overexpression 5.7% in ASCO/CAP compliant studies and 27% in 

ASCO/CAP non-compliant 

Tuefferd M et al. Her2 status in ovarian carcinomas.  PLoS One. 2007; 2(11): e1138.
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 
Itkin B et al. Prevalence of HER2 overexpression and amplification in cervical cancer: A systematic review and meta-
analysis. PLoS ONE 16(9): e0257976), 2021
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TRASTUZUMAB

• Monoclonal antibody

• Binds to domain IV of the 
extracellular segment of the HER2 
receptor

• Mediates antibody-dependent 
cellular cytotoxicity (ADCC) by 
inhibiting proliferation of cells that 
overexpress HER2

Slide adapted with permission from Dr. Jane Meisel
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WHAT ABOUT DUAL ANTI-HER2 THERAPY? 
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TRASTUZUMAB DERUXTECAN

Chem Pharm Bull (Tokyo). 2019; 67 (3): 173-185.  Clin Cancer Res 2016; 22 (20): 5097-5108.  Pharmacol Ther. 2018; 181:126-142.  Cancer Sci 2016; 107 (7): 1039-1046.

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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TRASTUZUMAB IN GYNECOLOGIC CANCERS
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• Endometrial Cancer
• Trastuzumab for advanced stage uterine papillary serous cancers
• NRG-18: Current Phase 3 evaluating trastuzumab in all stages of UPSC
• Fam-trastuzumab deruxtecan-nxki in recurrent disease (HER2 positive)

• Ovarian Cancer
• Fam-trastuzumab deruxtecan-nxki in recurrent disease (HER2 positive)

• Cervical Cancer
• Fam-trastuzumab deruxtecan-nxki in recurrent disease (HER2 positive)



HISTORY OF MANAGEMENT OF ENDOMETRIAL CANCER:

JOURNEY FROM PROGNOSTIC TO PREDICTIVE MARKERS
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WORSE SURVIVAL OUTCOMES IN HER 2 POSITIVE STAGE 1 
UTERINE PAPILLARY SEROUS CARCINOMA 

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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ANTIBODY DRUG CONJUGATES APPROVED/USED IN GYN

• Ovarian Cancer
• Mirvetuximab
• Trastuzumab deruxtecan 

• Endometrial Cancer
• Trastuzumab deruxtecan

• Cervical Cancer
• Tisotumab vedotin
• Trastuzumab deruxtecan

13



FDA approved ADC as of January 2024

nature reviews clinical oncology 
https://doi.org/10.1038/s41571-023-00850-2
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NCCN UTERINE/OVARIAN/CERVICAL CANCER GUIDELINES 
2024
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Efficacy



NCI Designated Comprehensive Cancer CenterWINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

TRASTUZUMAB-DERUXTECAN: GYN TUMORS
Efficacy
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TOXICITY
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TRASTUZUMAB DERUXTECAN FOR HUMAN EPIDERMAL 
GROWTH FACTOR RECEPTOR 2-EXPRESSING ADVANCED OR 
RECURRENT UTERINE CARCINOSARCOMA (NCCH1615): THE 
STATICE TRIAL

21

• Phase II trial, patients were classified as HER2-high (IHC 3 or 2+) or 
HER2-low (IHC 1+) regardless of FISH status. 
• The overall response rates in the HER2-high and HER2-low groups 

were 54.5% and 70.0% respectively
• No difference in duration of response, PFS  (6.2 vs. 6.7 months) or OS 

in the two groups 
• Grades 1-2 and 3 pneumonitis/interstitial lung disease occurred in 

eight (24%) and one (3%) patient, respectively

Nishikawa T et al. . JCO 2023 May 20;41(15):2789-2799. 

•.
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DESTINY-02 TOXICITY IN GYN CANCER PATIENTS
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Meric-Bernstam, F et al.  J Clin Oncol. 2024 Jan 1; 42(1): 47–58.

*** Interstitial lung disease-10.5%, majority grade 1-2 but three 
were fatal (one endometrial, one biliary, one other)



NCI Designated Comprehensive Cancer CenterWINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

NEW DIRECTIONS TO IMPROVE ADC’S
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DAC, protein degrader–antibody conjugate; FcγR; Fcγ receptor; ISAC, immune-stimulating antibody 
conjugate; NK, natural killer; PDC, probody–drug conjugate; w/o, without

nature reviews clinical oncology 
https://doi.org/10.1038/s41571-023-00850-2
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QUESTIONS?


