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Supplementary Table 1. Additional descriptive characteristics of included study sites

Site Mean Age+SD No.(%) Missing Endometriosis No.(%) Missing OC Use or Parity
Cases/Controls Cases/Controls Cases/Controls Case Ascertainment Control Ascertainment
5654108 / Major surgical treatment centres throughout Australia, state-based cancer
AUS - 93 (5:6%) /9 (0-6%) 21 (1-4%) /7 (0-5%) registries of Queensland S. Australia & W. Australia (AOCS), and state-based ~ Australian Electoral Roll (~95% complete for target age-group)
56-0+12-0 L o
cancer registries of New South Wales & Victoria (ACS)
Case subjects were living in the two study regions. They were identified Random selection from a list of 5000 female residents for each study
55:1+12.6 / through frequent monitoring of hospital admission, surgery schedule, and region obtained from the population registries and invited by letter to
CER 55.1+12.2 0(0-0%) /0 (0-0%) 8 (1-2%) /6 (1-1%) pathology records of all 26 hospitals in the study regions, with periodic checks participate. They were individually matched by age and study region to
made against pathology institutes serving these hospitals. the study cases.
Women aged 35-79 years scheduled for an explorative laparotomy or
laparoscopy because of suspicion of an ovarian tumor were requested to
participate in the study with blood and tissue samples and a personal interview
from 16 gy_necologlcal departments ln_Denmark (municipalities o_f Copenhagen Controls from the general female population, 35 to 79 years of age in the
58:9+10-7 / . and Frederiksberg as well as the counties of Copenhagen, Frederiksber, study area, were drawn by means of the computerized Civil Registration
MAL 57.1111.3 109 (16-7%) /11 (0-7%) 4 (0-7%) / 6 (0-4%) Roskilde, Western Zealand, Funen, Southern Jutland, and Northern Jutland). To Svst - s . . . e .
+ L . . ystem (all inhabitants in Denmark have a unique personal identification
ensure that all eligible cases in the study area were included the study database number, which is registered in the Civil Registration System)
was linked to the Danish Cancer Registry every second month. If a woman was ! ’
registered in the Danish Cancer Registry with ovarian cancer but had not
primarily been included in the study, she was contacted by letter and asked to
particpiate in the study.
Controls were apparently healthy postmenopausal women aged 50 to 74
from the general population participating in the United Kingdom
60-8+10-5/ Cases attending ten major Gynaecological Oncology NHS centers in England,  Collaborative Trial of Ovarian Cancer Screening (UKCTOCS). All
UKO 64-8+5.7 153 (29-9%) / 141 (23-6%) 30 (8:4%) 128 (6-1%) Wales and Northern Ireland. women are followed up for cancers through the NHS Information Centre
for Health and Social Care in England and Wales and Central Services
Agency and Cancer Registry in Northern Ireland for cancer registration.
Controls under age 65 were identified by list-based random-digit dialing
(RDD) methods. To improve participation, sampled telephone numbers
Case subjects were identified by use of a rapid-reporting system in which staff  found to have addresses in reverse telephone directories were mailed
visited pathology departments and hospital tumor registrars of all 32 study introduction letters prior to initial RDD contact. Controls 65 years
CON 57-4x11-2/ 0 (0-0%) / 0 (0-0%) 0 (0-0%) / 0 (0-0%) Connect?cut hos_pitals at 2-_4 _vveek int_ervals_. Records were also obtai_ned f_or of age and over initiglly were_randomly chosen from roste_rs of_the
53-1+10-4 Connecticut residents receiving care in major cancer referral centers in adjacent residents of Connecticut obtained from the Health Care Financing
states, and the Connecticut Tumor Registry was queried to identify any missed ~ Administration, and later were identified by the same RDD methods as
cases from the hospitals information. were used for the younger controls. All case subjects had telephone
numbers found within 1+residential blocks which validated the sampling
frame of the RDD controls.
Controls were selected by RDD using the two-stage Waksberg-Mitofsky
method with a clustering factor of 5 residences per sampling unit. We
55.340.7 Cases were identified through the Cancer Surveillance System (CSS), a used a stratified sampling design that apportioned controls into 5-year age
DOV 56-7_+9-8 6 (0-8%) /17 (1-3%) 1(0-1%) /0 (0-0%) population-based registry that is part of the Surveillance, Epidemiology, and categories, 1-year calendar intervals, and two county strata (consisting of
- End Results (SEER) program of the U.S. National Cancer Institute. the urban three counties encompassing Seattle and the more rural 10
surrounding counties), according to the anticipated distribution of these
characteristics among women with invasive epithelial ovarian cancer.
Control subjects were randomly selected from participants in an annual
55.0413.7 / Ovarian cancer cases were identified through the rapid-reporting systems of the survey of representative households in Hawaii and by random-digit
HAW 55. O‘i 14.2 0 (0-0%) / 0 (0-0%) 0 (0-0%) / 0 (0-0%) statewide Hawaii Tumor Registry and the Los Angeles county Cancer dialing in Los Angeles, and supplemented with women > 65 years

Surveillance Program.

obtained through random sampling of lists provided by the Health Care
Financing Administration.



HoP

MAY

NCO

NEC
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usc

57.74£12-8/
57-4+11-6

59-7£13-0/
60-9+13-3

54.8+11-4/
55.3+11-7

51-2+12.7/
50-9+12-8

54.7+13.7/
54.2+12-3

54.3+13-2/
53.2+13-0

0 (0-0%) / 0 (0-0%)

174 (34-6%) / 23 (4-6%)

8 (0-7%) / 11 (1-0%)

0 (0-0%) / 0 (0-0%)

58 (9-2%) / 45 (7-4%)

3(0-2%) / 0 (0-0%)

0 (0-0%) / 0 (0-0%)

17 (5-2%) / 11 (2-3%)

50 (4-6%) / 35 (3-3%)

4(0-4%) / 1 (0-1%)

3(0-5%) / 5 (0-9%)

0 (0-0%) / 0 (0-0%)

Recruitment goal was all incident incident cases in the three catchment areas,
aged 25+, with primary epithelial ovarian cancer, peritoneal cancer, cancer of
the fallopian tube and/or endometrial cancer diagnosed within 9 months of
recruitment. Cases were identified through a variety of sources including
physician offices, cancer registries and pathology databases. Hospital registries
were searched and active surveillance of practices was also used.

Cases attending Mayo Clinic Division of Surgical Gynecology and Mayo Clinic
Division of Medical Oncology residing in a six-state surrounding region.

Cases were identified through the North Carolina Central Cancer Registry by
using rapid case ascertainment in a 48 county region of NC. Pathology reports
for ovarian cancer cases were forwarded to the Central Cancer Registry and
then to the study office within two months of diagnosis.

Cases were identified through statewide cancer registries and hospital tumor
boards in eastern Massachsetts and New Hampshire.

Cases were identified through the California Cancer Registry by using rapid
case ascertainment in Orange and San Diego counties. Pathology reports for
ovarian cancer cases were forwarded to study coordinators.

Cases were identified through the Los Angeles County Cancer Surveillance
Program (part of SEER) by rapid case ascertainment.

Controls were ascertained by the University of Pittsburgh Center for
Urban and Social Research using random digit dialing.

Women from the same six-state region seen at Mayo Clinic's Department
of Family Medicine and the Department of General Internal Medicine for
general medical exams.

Controls from the same 48-county region were identified by using random
digit dialing.

Controls were identified from same regions using a combination of
random digit dailing, drivers' license lists, and town resident lists (called
townbooks).

Controls were identified by using random digit dialing from Orange and
San Diego counties.

Neighborhood controls were identifying using a well-defined algorithm or
for cases >65 for whom a neighborhood control could not be identified, a
random sample from Health Care Financing Administration was used.

" Includes 99 cases for whom no questionnaire data were provided (ie. only a blood sample was provided)



Supplementary Table 2. Number of invasive cases and per centage of each histology within each study site

Site Invasive Clear Cell Endometrioid Mucinous Serous High- SerousLow-
Invasive* Invasive* Invasive* Grade Invasive* Grade Invasive*

AUS 1221 93 (7-6%) 153 (12:5%) 47 (3-8%) 639 (52:3%) 43 (3:5%)
GER 227 6 (2:6%) 26 (11-5%) 27 (11:9%) 83 (36:6%) 15 (6:6%)
MAL 540 43 (8:0%) 73 (13:5%) 50 (9:3%) 222 (41-1%) 93 (17-2%)
UKO 329 30 (9:-1%) 56 (17:0%) 30 (9:1%) 124 (37-7%) 8 (2:4%)
CON 374 35 (9-4%) 74 (19-8%) 19 (5:1%) 184 (49-2%) 7 (1:9%)
DOV 590 34 (5:8%) 98 (16:6%) 22 (3:7%) 270 (45-8%) 14 (2-4%)
HAW 392 47 (12:0%) 69 (17-6%) 42 (10-7%) 162 (41-3%) 5(1:3%)
HOP 592 49 (8:3%) 81 (13-7%) 30 (5:1%) 283 (47-8%) 15 (2:5%)
MAY 282 21 (7-4%) 46 (16-3%) 12 (43%) 167 (59-2%) 4 (1-4%)
NCO 826 82 (9:9%) 133 (16:1%) 42 (5:1%) 424 (51-:3%) 44 (5:3%)
NEC 836 111 (13-3%) 167 (20-0%) 55 (6:6%) 439 (52-:5%) 29 (3:5%)
ucl 379 36 (9:5%) 67 (17-7%) 27 (7-1%) 178 (47-0%) 16 (42%)
usc 1323 87 (6:6%) 177 (13-4%) 113 (8:5%) 484 (36:6%) 43 (3-3%)
Total 7911 674 (8-:5%)" 1220 (15-4%)" 516 (6:5%)" 3659 (46:3%)" 336 (42%)"

" Number of observations (% of each histology within site)
T Numbers do not sum to total invasive due to some cases not being classified as one of the five histologies



Supplementary Table 3. Results from other studies that looked at endometriosis and ovarian cancer

Reported on subtype-specific

First Author” Year Study Population Overall Association associations Subtype specific findings Included in Current Manuscript Overlap

Rossing 1994 Infertility Clinic Null No N/A No

Venn 1999 Infertility Clinic 1.48 (0.48-4.59) No N/A No Venn, 1995

Olson 2002 General population cohort 0.78 (0.25-2.44) No N/A No

Ness 2002 Case-control pooled study 1.73(1.10-2.71) No N/A HAW and MAL studies Ness, 2000

Borgfeldt 2004 Registry (Sweden) 1.34 (1.03-1.75) No N/A No Melin, 2006, usedg":odu'gerem comparison
Brinton 2004 Infertility Clinic 2.48 (1.3-4.3) No N/A No Brinton, 2005
Brinton 2005 Registry (Denmark) 1.69 (1.27-2.25) Yes (no low-grade serous) ~3-fold for endometrioid and clear call, null for serous No
and mucinous
. . Brinton, 1997, Borgfeldt, 2006 (different
Melin 2006 Registry (Sweden) 1.43(1.19-1.71) No N/A No comparison group), Melin 2007
Kobayashi 2007 Cohort of endometriosis patients 8.95 (4.12-15.3) Yes (no low-grade serous) State in discussion that clear cell and endometrioid No Kobayashi, 2008
subtypes more common
Association present only for clear cell (OR=2.66, 95% CI
Merritt 2008 Case-control 1.31(0.97-1.78) Yes (no low-grade serous) 1.31-5.44) and endometrioid (OR=1.85, 95% CI 1.02- AUS study Nagle, 2008
3.38)
Endometrioid and clear cell combined OR=2.8 (95% CI
Rossing 2008 Case-control 15(1.1-2.1) Yes (no low-grade serous) 1.7-4.7) and no association for serous (OR=1.3, 95% ClI DOV study
0.9-2.1)
Wu 2009 Case-control 1.95 (1.20-3.17) Yes (no low-grade serous) Slightly higher in endometrioid and clear cell (OR=1.97) USC study

compared to other subtypes (OR=1.70)

“Aris 2010 not included above because methods unclear
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