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“We hold these truths to be self evident”

“Surgery provides optimum benefit when all gross tumor 
can be removed safely”



AJOG, 1994

Confirmed the prognostic 
significance of residual 
disease in patients with 
advanced ovarian cancer from 
GOG protocols 52 and 97



Evolution of an Ovarian Cancer 
Surgeon 



EORTC-NCIC:  OS (ITT)

Median  29 m
Median  30 m 

HR for IDS (95% CI):  0.98 (0.85, 1.13)

Vergote I, et al. N Engl J Med 363:943-53, 2010



CHORUS SURVIVAL CURVES

Kehoe, et al, Lancet  2015



Picture of mad kid





Trends in the use of Neoadjuvant 
Chemotherapy for Advanced Ovarian Cancer in 

the United States

Melamed, et al, Gynecol Oncol 2016



Combined Analysis of GOG 114 and 172



2935 per group, 
matched cohort



Vergote, et al, 2010



Much like targeted therapeutic 
strategies, there are predictive 
and prognostic biomarkers for 
the role of surgery….and we 

should use them”



Surgical Biomarkers
(here come the “alternative facts”)

1. A good night’s sleep

2. First case of the day



Surgical Biomarkers

1. Good night’s sleep
2. First case of the day
3. Get a CT scan



Imaging Predictors

18

In 137 patients, “preoperative imaging predicted suboptimal cytoreduction
with a sensitivity of 76%, specificity of 99%, a positive predictive value of 
94%, and a negative predictive value of 96%.”

Qayyum, et al, Gyn Onc, 2005



Surgical Biomarkers

1. Good night’s sleep
2. First case of the day
3. Get a CT scan
4. Assess laparoscopically



Olympia MITO-13

Fagotti, et al, AJOG 2013



Olympia MITO-13

Fagotti, et al, AJOG 2013



PCS vs Laparoscopic Triage
“Current, noninvasive diagnostic 
methods such as physical 
examination, ultrasonography, 
abdominal computed tomography 
(CT), and serum tumor markers like 
CA125 and carcinoembryonic antigen 
fail to predict completeness of surgery 
accurately.”

Rutten, et al, JCO 2017



PCS vs Laparoscopic Triage 
Approach

Rutten, et al, JCO 2017



Surgical Biomarkers

1. Good night’s sleep
2. First case of the day
3. Get a CT scan
4. Assess laparoscopically
5. Make an accurate assessment



Make an Accurate Assessment

Burger, et al, Gynecol Oncol 2015



Surgical Biomarkers

1. Good night’s sleep
2. First case of the day
3. Get a CT scan
4. Assess laparoscopically
5. Make an accurate assessment
6. Be willing to perform upper abdominal 

procedures



Cytoreduction:  Extent of Initial Disease

• Does pre-surgical tumor distribution predict post-surgical 
outcomes?

• All patients achieved optimal (microscopic) residual disease
• Combined analysis GOG 114, 158, 172 intravenous chemo (n = 417)

“These findings support that other factors and perhaps tumor biology are important in
predicting survival, but the importance of these factors do not preclude benefit from 
aggressive cytoreductive surgery.”

Hamilton CA, et al. Gynecol Oncol 122:521-6, 2011



Cytoreduction:  Beyond the Pelvis 
• Stg IIIC-IV Ovarian, Fallopian, and Peritoneal

Cohort 1:  Jan-96 through Dec-99
Cohort 2: Jan-01 through Dec-04

Chi DS, et al. Gynecol Oncol 114:26-31, 2009

“This study demonstrates that the incorporation of extensive upper abdominal 
surgery into the operative strategy can lead to a significant increase in optimal 
cytoreduction rates and consequent improved PFS and OS”

HR (95% CI) =
0.757 (0.601-0.953) p=0.01

HR (95% CI) =
0.764 (0.592-0.987) p=0.03



Surgical Biomarkers

1. Good night’s sleep
2. First case of the day
3. Get a CT scan
4. Assess laparoscopically
5. Make an accurate assessment
6. Be willing to perform upper abdominal 

procedures
7. If unwilling to do #6, send to someone 

else



High vs Low Volume Centers

Cliby, et al, Gynecol Oncol,  2015



Surgical Biomarkers

1. Good night’s sleep
2. First case of the day
3. Get a CT scan
4. Assess laparoscopically
5. Make an accurate assessment
6. Be willing to perform upper abdominal 

procedures
7. If unwilling to do #6, send to someone else
8. Check their identification



Age and Surgical Co-morbidity

Tew, et al, Gynecol Oncol 2015



“What would you want done for 
your loved one?”







What are the future questions?

1. Will we drop the IDS in NACT treated 
patients? 

2. What other role could surgery play in 
advancing the science?

1. Window of opportunity studies
2. Image guided resection
3. Accelerated drug approval



FDA Breast Cancer model 2014

• Rationale to support accelerated 
approval of new agents in breast cancer 
therapy

• Define pCR
• Define relationship between pCR and 

survival
• Lend guidance to trial design to confirm 

clinical benefit if pCR rates support 
accelerated approval



Definition of pCR in Breast Cancer 
Model

• Absence of residual invasive cancer on H 
& E evaluation of the complete resected 
breast specimen and all sampled regional 
lymph nodes (18% rate)

or
• Absence of residual invasive and in situ 

cancer as described above (13% rate)



Ovarian/FT/PP Model Background

• Rates of pCR ranged from 6 to 23% in 
prior studies but were hampered by small 
numbers and variability of pre- and post-
surgery chemotherapy

• At least two larger clinical trials have 
reported on pCR rates, i.e. CHORUS and 
GOG 152

• Nature of the disease differs greatly from 
neoadjuvant breast cancer model



GOG 152 Analysis



CHORUS

Timepoint of 
Surgery

No gross residual Macro ≤ 1cm Macro > 1m

PCS 2% 6% 92%

Interval 4% 12% 84%

Kehoe, SGO 2016

The recommended surgical procedures were: a midline incision; sampling of free 
fluid or peritoneal washings for cytology; a thorough inspection of the abdomen 
and pelvis including upper abdominal viscera, diaphragm, and retroperitoneal 
spaces; and hysterectomy, bilateral oophorectomy, and omentectomy.
Pelvic and para-aortic nodes were to be sampled for
women who were thought to have FIGO stage IIIB
disease or less.



• Epithelial ovarian, peritoneal, or fallopian carcinoma (EOPFC)
• Stage IIIC-IV and suitable for NACT with interval cytoreductive surgery
• Phase I to evaluate acute toxicity (C1) and cumulative tolerability
• Maintenance ruxolitinib permitted in patients tolerating concurrent therapy
• Primary Endpoints:  PFS and molecular targeting (stem cells and IL6)

CP (x3) ICS CP (x3) Observation

CP (x3)
+ Rux

CP (x3)
+ Rux

Rux Maint
(optional)ICS

Core Bx R

CP = Carboplatin AUC 5 or 6 (D1), Paclitaxel 80 mg/m2 (D1,8,15)
Rux = Ruxolitinib 10-15 mg PO BID (pending Phase 1)
ICS = Interval Cytoreductive Surgery

1:2

PI: R Burger

NRG-GY007:  NACT +/- Ruxolitinib



Evolution of an Ovarian Cancer 
Surgeon



THANK YOU
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