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Talk Objectives 
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• Discuss clinical advancements in the field of gynecologic 
oncology 
§ Ovarian Cancer 

o PARP inhibition 
o De-escalation treatment for low-grade disease

§ Endometrial Cancer
o Immunotherapy 
o HER2 
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Amanda Fader, MD 

The Decade of Gynecologic Cancer 
Advances
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CASE #1
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• A 31 year old presents with 
abdominal bloating and pain 
and early satiety. On CT 
scan has a bilateral, large 
cystic and solid ovarian 
masses and an omental 
cake. HER CA-125 is 360. 
What is the next best step? 
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5Two-Tiered Histologic Criteria
Variable LGSC

(Grade 1)
HGSC

(Grade 2/3)
Nuclear atypia Uniform round to oval 

with little variation
+++

Marked variation

Mitotic Index <12 mitosis per 10 hpf >12 mitoses per 10 
hpf

Chromatin and 
variation in size of 
nucleus 

Little Marked (nuclear size 
ratio ≥3)

Mutation KRAS ++
BRAF +

ER/PR +++
PAX2 +

P53 +++

Precursor Serous borderline 
tumor

Tubal intraepithelial 
neoplasiaMalpica et al, Am J Path, 2007 ; Kurman et al, Am J Path, 2007 
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Low-grade Serous Ovarian Carcinoma, 
Granulosa Cell, Low-Grade 

Endometrioid, Low-grade Endometrial 
Stromal Sarcoma Tumor Characteristics

Relatively indolent growth pattern, low mitotic activity, 
and more likely to express estrogen (80-90%+) and 

progesterone receptors (55%) than other cancer 
subtypes
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More Cancers Being Treated 
without Chemotherapy
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• A growing number of cancers treated with targeted 
therapy and without chemotherapy
§ Breast
§ Prostate
§ Bladder
§ Lung
§ Ovarian 
§ Melanoma
§ Non-Hodgkins Lymphoma

• Leveraging endocrine (and other targeted) therapies 
may be as—or more—effective than conventional 
cytotoxic treatments

Amanda Fader, MD
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12Breast Cancer Treatment Landscape: 
The Last 25 Years

• NCI and NCCN Guidelines recommended 
chemotherapy for >80-90% of patients with breast 
cancer

• Understanding of molecular basis of the disease & 
development of targeted therapies and genomic 
scoring systems began a shift in treatment paradigms

• Sequential endocrine therapy regimens comprise the 
standard of care for hormone receptor-positive (HR+) 
advanced breast cancer
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Endocrine Therapies We Use in GYN Oncology
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• Aromatase inhibitors: 
§ Letrozole, Anastrozole, Exemestane

• Fulvestrant +/- CDK4/6 inhibiton 
• Leuprorelin
• Progesterone agents
• SERDs/SERMs
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Amanda Fader, MD

Fader et al, Obstet Gynecol, 2013

GOG 182
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15Ancillary Analysis of GOG 182

• An ancillary analysis of women with stage III-
IV epithelial ovarian cancer 

• Treated with primary cytoreductive surgery
• T/C compared with triplet or sequential 

doublet regimens

• 189 had Grade 1 serous disease (surrogate 
for LGSOC)

• On multivariate analysis, only residual 
disease status after primary 

• debulking was significantly associated 
(p=.006) with survival (p=.006) Fader et al, Obstet Gynecol, 2013
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Median PFS carbo/paclitaxel/OBS vs. carbo/paclitaxel/HMT=26.4 vs.
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NRG-019: 
One of the first adjuvant 

trials in advanced ovarian 
cancer that does not 

contain a platinum/taxane 
treatment arms

• Moving beyond the “Add on" 
clinical trial design model (i.e., 
building upon a chemo backbone)

• 65% of patients enrolled to date
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Case #2
A 55-year old woman 
presents with 
carcinomatosis and lung 
metastases and on 
percutaneous biopsy is 
diagnosed with low-grade 
serous ovarian carcinoma? 
What is the next best step 
in treatment? 
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Background
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• LGSOC has similarities to hormone receptor positive breast 
cancer

• Based on the activity of anti-estrogen + CDK4/6 inhibitor 
combination therapy in HR+ breast cancer (e.g., the Monarch 2 
and 3 trials, PFS benefit to combo therapy), this pilot phase II 
study was performed. 

Amanda Fader, MD

Sledge et al, J Clin Oncol, 2017
Stephens, Nature, 2019
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Abstract ID: 5522
A Pilot Phase II Study of Neoadjuvant Fulvestrant plus 
Abemaciclib in Women with Advanced Low Grade Serous 
Carcinoma
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Results
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Best overall response N=15: 
Partial response – 9/15 (60%)
     * One with radiologic PR but with pathologic CR at 
ICS
Stable disease – 6/15 (40%)
BOR Clinical Benefit Rate – 100%

Interval cytoreductive surgery:
Underwent surgical resection to date – 7/15 (47%)
Achieved complete gross resection – 5/7 (71%)
Achieved optimal cytoreduction – 7/7 (100%)

Most patients who achieved a PR did so between 
4-8 months. 

*Adverse events (grade 3 or 4) possibly related to 
abemaciclib occurred in 2 patients (13.3%) and 
included acute kidney injury (6.7%) and neutropenia 
(6.7%). 
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Results are Very Exciting…
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• The first neoadjuvant treatment trial in advanced ovarian cancer to omit 
cytotoxic chemotherapy with promising results

• Small, physician selected, incompletely assessed patient cohort, 
unprecedented response rates in neoadjuvantly-treated population
§ 60% ORR and 100% CBR!
§ Expansion cohort data eagerly anticipated
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Case #3
24

• A 64-year-old woman presents to 
her gynecologist with 
postmenopausal bleeding. 
Endometrial biopsy demonstrates a 
high-grade carcinoma of the 
endometrium with serous features. 
CT scan shows 2 enlarged pelvic 
lymph nodes but no other metastatic 
disease. What should the next best 
step in management be? 
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Endometrial Cancer Trends: Rare Tumors Matter
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• Incidence of many cancers (i.e., solid tumors) has 
plateaued or decreased in last two decades1

• Endometrial cancer (EC) incidence has increased 
annually, and mortality has more than doubled, 
from 1978-2013

• Rare tumor histologies account for 40-50% of 
deaths! 

• Carbo/paclitaxel was SOC—GOG 209 (Miller, JCO 
2012)

• There is a high unmet need for effective therapies to 
treat advanced/recurrent EC.

Jemal A, et al. Cancer Statistics 2013. CA Cancer J Clin 2018; 61:212-36

1.Lortet-Tieutent J et al, 
JNCI, 2017 
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TCGA Mutation Spectra for Endometrial 
Carcinoma

Levine et al, Nature, 2013
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Courtesy of Christian Marth, MD
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Treatment Based Upon 
Molecular Make Up: 
HER2

• Her2/neu overexpression by IHC demonstrated in 14-
60% of USC.  Estimates vary widely due to lack of 
standardized algorithms for interpretation and scoring 
of Her2 immunostains in endometrial cancer 

• Dysregulation of Her2/neu oncogene reported in 27% 
of USC in Whole Exome Sequencing (WES) studies 
performed by TCGA network (Levine DA , Nature 
2013)

• HER2/neu functions as preferred partner for 
heterodimerisation with any of the other members of 
the EGF receptor family (HER1, HER3 and HER4) 
and responsible for regulating cell growth and 
differentiation
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 Randomized phase II trial of carboplatin-paclitaxel versus carboplatin-paclitaxel-
trastuzumab in uterine serous carcinomas that overexpress Her2/neu 

(NCT01367002)

 Amanda N. Fader, Dana M. Roque, Eric Siegel, Natalia Buza, Pei Hui, Osama 
Abdelghany, Setsuko K. Chambers, Angeles Alvarez Secord, Laura 4 Havrilesky, David 

M. O’Malley, Floor Backes, Nicole Nevadunsky, Babak Edraki, Dirk Pikaart, William 
Lowery, Karim S. ElSahwi, Paul Celano, Stefania Bellone, Masoud Azodi, Babak 

Litkouhi, Elena Ratner, Dan-Arin Silasi, Peter E. Schwartz, and
Alessandro D. Santin

Yale University School of Medicine, New Haven, CT; John Hopkins School of Medicine, Baltimore, MD; University of Arkansas for 
Medical Sciences, Little Rock, AR; University of Arizona, Tucson, AZ; Duke University School of Medicine, Durham, NC; The Ohio 
State University School of Medicine, Columbus, OH; Montefiore Medical Center, Bronx, NY John Muir Medical Center, Brentwood, 

CA Penrose Cancer Center-St. Francis, Colorado Springs, CO, Walter Reed Medical Center, Bethesda, MD

Fader et al, J Clin Oncol, 2018
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31Improvement in PFS and OS for 
Advanced-Stage Disease with addition of 
Trastuzumab

Fader AN, Clin Cancer Res, 2020Fader AN, JCO, 2018
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Summary
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• A one-size-fits-all strategy does not work for advanced ovarian or uterine cancer 
treatments

• Precision-based medicine and identification of actionable molecular targets is one of 
the best way to personalize and improve treatment options for women with GYN 
malignancies

• Major advances have occurred in rare tumor science for gynecologic cancers with 
more trials than ever and several changes in standards of care in the last decade

• Endocrine therapy effective for low grade, hormone-positive tumors
• Targeted strategies with anti-HER2 and anti-angiogenesis and immunotherapy 

treatments helpful in management of highest risk endometrial cancer subtypes 
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Thank you! 
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• Dr. Santos
•  

• afader1@jhmi.edu


