YGYNO-976842; No. of pages: 7; 4C:

Gynecologic Oncology xxx (2017) XXX-XXX

Contents lists available at ScienceDirect

Gynecologic Oncology

journal homepage: www.elsevier.com/locate/ygyno

An evaluation of progression free survival and overall survival of ovarian
cancer patients with clear cell carcinoma versus serous carcinoma
treated with platinum therapy: An NRG Oncology/Gynecologic Oncology
Group experience

Kate E. Oliver ¢, William E. Brady ®, Michael Birrer ¢, David M. Gershenson ¢, Gini Fleming ¢, Larry J. Copeland |,
Krishnansu Tewari &, Peter A. Argenta ", Robert S. Mannel !, Angeles Alvarez Secord’, Jean-Marie Stephan ¥,
David G. Mutch !, Frederick B. Stehman ™, Franco M. Muggia ", Peter G. Rose °, Deborah K. Armstrong P,
Michael A. Bookman 9, Robert A. Burger ', John H. Farley **

@ Division of Gynecologic Oncology, Department of Obstetrics and Gynecology, Naval Medical Center Portsmouth, 620 John Paul Jones Cir, Portsmouth, VA 23708, United States
> NRG Oncology Statistics and Data Management Center, Roswell Park Cancer Institute, Buffalo, NY 14263, United States

€ Massachusetts General Hospital, Boston, MA 02114, United States

4 Department of Gynecologic Oncology, University of Texas, MD Anderson Cancer Center, Houston, TX, United States

€ University of Chicago, 5841 S. Maryland Avenue, Chicago, IL, United States

T The Ohio State University, Columbus, OH, United States

& Obstetrics-Gynecology, University of California, Irvine, Orange, CA, United States

" University of Minnesota Medical Center, Minneapolis, MN, United States

! University of Oklahoma Health Sciences Center, Oklahoma City, OK, United States

J Gynecologic Oncology, Duke Medical Center, Durham, NC, United States

X University of lowa Hospitals and Clinics, Iowa City, IA, United States

! Washington University, United States

™ Indiana University Hospital, Indianapolis, IN, United States

™ NYU Clinical Cancer Center, New York, NY, United States

° Cleveland Clinic, Cleveland, OH, United States

P Medical Oncology and Gynecology and Obstetrics, Johns Hopkins Kimmel Cancer Center, Baltimore, MD, United States

4 US Oncology Research and Arizona Oncology, Tucson, AZ, United States

" University of Pennsylvania, Abramson Cancer Center, Philadelphia, PA, United States

* Department of Obstetrics and Gynecology, Uniformed Services University of the Health Sciences, Bethesda, MD 20814, United States

HIGHLIGHTS

« In early stage patients, PFS was better for OCCC than for SOC.
« In late-stage patients, OCCC was significantly associated with decreased OS.
 Treatment effect was influenced by histology.

% The following National Cancer Institute grants also supported this study: NRG Oncology Operations grant number U10 CA180868 as well as NRG SDMC grant U10 CA180822,
Gynecologic Oncology Group (GOG) Administrative Office and the GOG Tissue Bank (CA 27469) and the GOG Statistical and Data Center (CA 37517). The views expressed in this
article are those of the authors and do not necessarily reflect the official policy or opinion of the Department of Defense the United States Army or Navy, or the United States Government.

* Corresponding author at: Division of Gynecologic Oncology, Dept. of Obstet Gynecol, Creighton University School of Medicine at St. Joseph's Hospital and Medical Center, 500 W.
Thomas Road, Suite 600, Phoenix, AZ 85013, United States.

E-mail addresses: kate.e.oliver.mil@mail.mil (K.E. Oliver), bbrady@gogstats.org (W.E. Brady), MBIRRER@mgh.harvard.edu (M. Birrer), dgershen@mdanderson.org (D.M. Gershenson),
gfleming@medicine.bsd.uchicago.edu (G. Fleming), larry.copeland@osumc.edu (L.J. Copeland), ktewari@uci.edu (K. Tewari), argenta@umn.edu (P.A. Argenta), robert-mannel@ouhsc.edu
(R.S. Mannel), angeles.secord@duke.edu (A.A. Secord), jean-marie-stephan@uiowa.edu (J.-M. Stephan), mutchd@wudosis.wustl.edu (D.G. Mutch), fstehman@iupui.edu (F.B. Stehman),
franco.muggia@nyumc.org (F.M. Muggia), rosep@ccf.org (P.G. Rose), ARMSTDE@jhmi.edu (D.K. Armstrong), Michael.bookman@usoncology.com (M.A. Bookman),
Robert.burger@uphs.upenn.edu (R.A. Burger), John.farley@chw.edu (J.H. Farley).

http://dx.doi.org/10.1016/j.ygyno.2017.08.004
0090-8258/© 2017 Elsevier Inc. All rights reserved.

Please cite this article as: K.E. Oliver, et al., An evaluation of progression free survival and overall survival of ovarian cancer patients with clear cell
carcinoma versus serous..., Gynecol Oncol (2017), http://dx.doi.org/10.1016/j.ygyno0.2017.08.004



http://dx.doi.org/10.1016/j.ygyno.2017.08.004
mailto:John.farley@chw.edu
Journal logo
http://dx.doi.org/10.1016/j.ygyno.2017.08.004
http://www.sciencedirect.com/science/journal/00908258
www.elsevier.com/locate/ygyno
http://dx.doi.org/10.1016/j.ygyno.2017.08.004

ARTICLE INFO

Article history:

Received 11 July 2017

Received in revised form 3 August 2017
Accepted 4 August 2017

Available online xxxx

Keywords:
Ovarian
Cancer
Clear cell
Survival
Histology

K.E. Oliver et al. / Gynecologic Oncology xxx (2017) XXx-XXx

ABSTRACT

Purpose. We examined disparities in prognosis between patients with ovarian clear cell carcinoma (OCCC)
and serous epithelial ovarian cancer (SOC).

Methods. We reviewed data from FIGO stage I-1V epithelial ovarian cancer patients who participated in 12
prospective randomized GOG protocols. Proportional hazards models were used to compare progression-free
survival (PFS) and overall survival (OS) by cell type (clear cell versus serous).

Results. There were 10,803 patients enrolled, 9531 were eligible, evaluable and treated with platinum, of
whom 544 (6%) had OCCC, 7054 (74%) had SOC, and 1933 (20%) had other histologies and are not included fur-
ther. In early stage (I-II) patients, PFS was significantly better in OCCC than in SOC patients. For late stage (III, IV)
patients, OCCC had worse PFS and OS compared to SOC, OS HR = 1.66 (1.43, 1.91; p < 0.001). After adjusting for
age and stratifying by protocol and treatment arm, stage, performance status, and race, OCCC had a significantly
decreased OS, HR = 1.53 (1.33, 1.76; p < 0.001). In early stage cases, there was a significantly decreased treat-
ment effect on PFS for consolidative therapy with weekly Paclitaxel versus observation in OCCC compared to
SOC (p = 0.048).

Conclusions. This is one of the largest analyses to date of OCCC treated on multiple cooperative group trials.
OCCC histology is more common than SOC in early stage disease. When adjusted for prognostic factors, in
early stage patients, PFS was better for OCCC than for SOC; however, in late-stage patients, OCCC was significantly

associated with decreased OS. Finally, treatment effect was influenced by histology.

© 2017 Elsevier Inc. All rights reserved.

1. Introduction

Ovarian tumors are classified into three categories based on progen-
itor cell type: surface-epithelial, sex cord-stromal and germ cell
neoplasms [1]. Of these, epithelial ovarian cancers (EOCs which may,
in fact, often originate from the fallopian tube) comprise the majority
of cases, and these are usually diagnosed at an advanced stage with an
associated poor prognosis. Serous epithelial ovarian carcinoma (SOC)
is the most commonly observed subtype of EOC both in the United
States [2] and worldwide [3,4]. In the United States, ovarian clear cell
carcinoma (OCCC) accounts for approximately 4-9.5% [2] of ovarian tu-
mors, whereas in Japan, the rate is upwards of 15-25% [3,5]. Meanwhile,
Asians, as defined in the SEER registry, in the United States account for a
disproportionate share of OCCC cases with a percentage of SOC rate of
11.1% when compared with whites (4.8%) [6].

Controversy exists in the literature regarding the prognostic effect of
the clear cell histology, although it has been generally accepted as unfavor-
able when compared with SOC. In long-term follow-up of two early Gyne-
cologic Oncology Group (GOG) studies, multivariate analysis revealed
histology other than clear cell or mucinous to be a statistically significant
favorable characteristic for overall survival (OS) in advanced stage disease
[7]. Several other retrospective studies have highlighted the relatively poor
prognosis conferred by clear cell histology, when compared to other histo-
logic subtypes of epithelial ovarian cancer (EOC) [8-10]. However, these
observations have been refuted by some retrospective studies [11,12].

We sought to clarify the suggested differences in prognosis between
0OCCC and SOC by leveraging the robust data obtained during the course
of twelve prospective cooperative group studies. The objectives of this
analysis were to confirm whether disparity exists with regard to out-
come between ovarian cancer patients with OCCC and SOC in prospec-
tively enrolled clinical trials, to identify factors associated with
survival, and to identify factors related to response to chemotherapy.
Factors considered included age, stage, performance status, clear cell
versus serous histology, and race.

2. Methods

We reviewed data from International Federation of Gynecology and
Obstetrics (FIGO) stage I-IV EOC patients who participated in twelve
prospective, randomized GOG chemotherapy protocols (GOG protocol
95, 157 (both early stage), 111, 114, 132, 152, 158, 162, 172, 175, 182,
218 (all late stage) Table 1) conducted between 1992 and 2009, all of
which were IRB approved. All patients included in these protocols
were diagnosed with primary, histologically-confirmed by central

Table 1
Baseline characteristics by cell type - all clear cell and serous patients on platinum-con-
taining regimens treated (N = 7598).

Histology p-Value*
N Clear cell n (%)* Serous n (%)

Total 7598 544 (7%) 7054 (93%)

Age (y)

<30 58 2 (0%) 56 (1%) <0.001

30-39 282 35 (6%) 247 (4%)

40-49 1374 140 (26%) 1234 (17%)

50-59 2347 196 (36%) 2151 (30%)

60-69 2280 121 (22%) 2159 (31%)

270 1257 50 (9%) 1207 (17%)

Race

Asian 240 43 (8%) 197 (3%) <0.001
Black 351 7 (1%) 344 (5%)

Other 202 16 (3%) 186 (3%)

White 6805 478 (88%) 6327 (90%)

Stage

[Missing] 7 0 7

I 355 226 (42%) 129 (2%) <0.001
11 143 43 (8%) 100 (1%)

11 5808 230 (42%) 5578 (79%)

v 1285 45 (8%) 1240 (18%)

Performance status

[Missing] 62 2 60

0 3442 290 (54%) 3152 (45%) <0.001
1 3497 229 (42%) 3268 (47%)

2 593 22 (4%) 571 (8%)

3 4 1 (0%) 3 (0%)

Debulking”

[Missing] 2961 355 2606

Optimal 3413 151 (80%) 3262 (73%) 0.045
Suboptimal 1224 38 (20%) 1186 (27%)

Grade

[Missing] 329 296 33

1 511 5(2%) 506 (7%) <0.001
2 2394 30 (12%) 2364 (34%)

3 4364 213 (86%) 4151 (59%)

Protocols 95, 157, and 175 include only early stage (I-1I) cancers. All other protocols
include only late stage (IlI-IV) cancers.

2 Percentages are column percentages except for the total row, which are row percentages.
Highlighted arms, excluded from analysis.

b Debulking was assessed in advanced stage (IlI-IV) patients not early stage (I-II) patients
and thus in only protocols 0111, 0132, 0158, 0172, and 0182.

+ p-Value is from Pearson chi-square test and excludes missing values.
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