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Goal: A study of feasibility and predictive value of CA125 models of screening for ovarian cancer in high risk women.
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Protocol for High Risk Women with No

Recruit subject, obtain pedigree
and family history of breast and
ovarian cancer, provide genetic
counseling per standard clinical
practice at si te

Calculate baseline risk of BRCA 1/2
_> carrier based on age and Family History
of breast and ovarian cancer
(BRCAPRO), or mutation status known

<

If all eligibility criteria met,

Consent and Register Subject in database

v

Obtain blood samples for CA125 assay at baseline & every 3 months

for the first 2 years of study at site and once duringthe 3 rd year of
study at site. Batch frozen serum and plasma tubes weekly to central
lab. Central lab calculates Ovarian Cancer Risk (longitudinal

CA125)and reports Ov. Ca. Risk to site within two weeks of blood

draw
\ e —
Normal Ov. Elevated Ov. Ca. | Nolntervention
Ca. Risk < 5% Risk > 5% (discretion of
A 4 Gyn. Onc.)
Confirmatory CA125
h 4
i Refer to Gyn. Onc.
Intervention via
(discretion of Gyn. Onc.) primary care

Standard clinical intervention
for potential ovarian cancer,

including work -up for
recurrence of any previous
cancer (subject is considered
to be under standard clinical

No

_» Malignancy:
Malignancy

off-study

practice, and is not on
research pro tocol during this
intervention)




OVARIAN CANCER SCREENING PILOT STUDY
INHIGH RISK WOMEN

Study Objectives

Determine the feasibility of prospective screening studies of high risk subjects within the CGN network,
and identify the logistical issues of screening and their solutions within this framework.

Establish normal ranges and distributions within and between high risk women for CA125 values over time,
with sub-classification by pre/post-menopausal status, ERT usage (yes/no), and prophylactic oophorectomy
(yes/no).

Obtain estimates of the specificity and positive predictive value suitable for designing a definitive trial of
screening for ovarian cancer in high risk women.

Establish alongitudina serum and plasma bio-repository for retrospective evauation of other promising
biomarkers with specia relevance to inherited ovarian and breast cancer risk.

Eligibility Criteria

Inclusion

Age? 30years
Elevated risk of ovarian cancer, indicated by one of these criteria
0 Proband, or I or 2" degree relative has tested positive for BRCA 1/2 mutation
o Women with afamily containing at least two ovarian or breast cancers among the themselves and 1%
and 2 degree relatives”
o0 Women of Ashkenazi descent with one first degree or two second degree relatives with breast or
ovarian cancer, or women of Ashkenazi ancestry and has had breast cancer”
o0 Women with a probability of carrying a BRCA1/2 mutation given family pedigree of breast and
ovarian cancers exceeds 20%, as calculated by BRCAPRO 2

Exclusion

Accrual

Prior/current diagnosis of ovarian cancer or peritoneal carcinomatosis

Negative test for same BRCA 1/2 mutation present in a 1™ or 2 degree relative

Currently pregnant or anticipating pregnancy during the study

Currently receiving adjuvant chemotherapy or radiation therapy for cancer (excluding tamoxifen or other
hormonal therapy)

Prior treatment for metastatic malignancy within the past five years

Intraperitoneal surgery within the last 3 months (laparoscopy or laparotomy)

Prior bilateral oophorectomy "~

" If breast cancer is required to satisfy this condition, at least one breast cancer is pre-menopausal (age less than or equal to
50 if menopausal status is unknown)
" Asof October, 2003

Asof January 23, 2005: 2255



