JO urnal O f J Breast Cancer 2011 February; 14(S): S24-30 DOI: 10.4048/jbc.2011.14.5.524

Breast
Cancer

ORIGINAL ARTICLE

OL-O oo = o =T O°§ o =
G - EIIEH" - B0 - AT WM - SHIEHY - REY - O[BIS - SHRQUIRISH| "
22 28] o
-

==}
A A 2l R tiet g <, PAetietar ofuteet i elstad - ATkl gl
Aetal ofaitel o oletd - AEtiehal R4 - At o) st ol afel, ‘eqkrietal ofvitiel

oljelist ofastial, SARdisL ojzjdist elalshil ekt ojzjdist olahstil

=

R e R R g e SRS P o L A K B B e R e e L R i

The Prevalence of Ovarian Cancer in Korean Women af High-Risk for Hereditary
Breast-Ovarian Cancer

Jihyoun Lee, Eunyoung Kang', Sung-Won Kim', Boyoung Park?, Sue K. Park?, Sei-Hyun Ahn‘, Hy-De Lee’,

Joon Jeong’, Sung Hoo Jung®, Byoung Kil Lee®, Myung Chul Chang’, Young Tae Bae®, Young Up Cho?’,

Ki-Tae Hwang", Hyun-Ah Kim', Eun-Kyu Kim',, Nam Sun Paik?, Sehwan Han", Chan Seok Yoon', Min Hyuk Lee,
Korean Breast Cancer Society”

Department of Surgery, Soonchunhyang University Hospital, Seoul; 'Department of Surgery, Seoul National University Bundang Hospital,
Seoul; 2Department of Preventive Medicine, Seoul National University College of Medicine, Cancer Research Institute, Seoul National
University, Seoul; *Department of Biomedical Science, Seoul National University College of Medicine, Seoul; “Department of Surgery,
Asan Medical Center, University of Ulsan College of Medicine, Seoul; “Department of Surgery, Yonsei University College of Medicine,
Seoul; “Department of Surgery, Chonbuk National University Medical School and Hospital, Jeonju; "Department of Surgery, Dankook
University Hospital, Cheonan; ®Department of Surgery, Pusan National University School of Medicine, Busan; *Department of Surgery, Inha
University College of Medicine, Incheon; ®Department of Surgery, Seoul National University Boramae Hospital, Seoul; "Department of
Surgery, Korea Cancer Center Hospital, Korea Institute of Radiological and Medical Sciences, Seoul; “Department of Surgery, Konkuk
University Hospital, Seoul; ®*Department of Surgery, Inje University Sanggye Paik Hospital, Seoul; “Department of Surgery, Cheil General
Hospital and Women'’s Healthcare Center, Kwandong University College of Medicine, Seoul; “Korean Breast Cancer Society, Seoul, Korea

Purpose: Few studies have reported ovarian cancer risks The questionnaire included a personal and family history of
in Korean patients with the BRCA1/2 mutation. We investi- cancer. The BRCA1/2 mutation and CA-125 level were
gated the prevalence of ovarian cancer in Korean women at tested at the time of enrollment. A transvaginal ultrasono-
high risk for hereditary breast-ovarian cancer (HBOC) syn- gram (TVUS) was recommended for subjects with an elevated
drome and reviewed the clinicopathological factors of ovarian CA-125 level. Results: A total of 1,689 patients were included.
cancer. Methods: Female subjects who were enrolled in No ovarian cancer was newly diagnosed by CA-125 level
the Korean Hereditary Breast Cancer study were included. or TVUS during the enroliment. The prevalence of ovarian

cancer was 1.71% in BRCA1/2 mutation carriers and 0.39%

BQIRR: 0falsy

140-743 A& A BARF AR 92, 2238y slm A2 Y o)t in non-carriers. Among 11 patients with ovarian cancer, five
Tel: 02-709-9499, Fax: 02-795-1682 had the BRCA1 mutation and one had the BRCA2 mutation.
E-mail: min@sch.ac kr The most common histopathological type was serous cyst-
e 20109 129 319 ARfSY: 20119 2€ 109 adenocarcinoma. No difference in clinicopathological find-
H ol B AR A oy R oi 1] o] 2] Hhol AlE| Qe A B ings between BRCA1/2 mutation carriers and non-carriers
0720450). was observed. Conclusion: The prevalence of ovarian can-
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cer was 58-fold elevated in women at high-risk for HBOC
syndrome and 146-fold elevated in the BRCA1 subgroup,
compared with the Korean general population. Further inves-
tigation with a long-term follow-up is required to evaluate

BRCA1/2 gene penetrance.
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Table 1. Characteristics and age distribution of the female A Y AR o Aol ] A EES
KOHBRA subjects (n=1,689) enrolled from May 2007 to 0.68% (95% confidence interval [CI], 0.27-1.07)2 el

December 2010 t}. BRCA1/2 o] ojio] nh2 \hagto] 8-S el Belx)
No. (%) T2 1.71% (95% CI, 0.35-3.07), BIE{IAE2 0.39% (95% CI,

Early onset breast cancer 911 (53.9) 0.05-0.74) 2 HRIR|of|A gt -fHEo] 7 LERITE £3]

Bllatgral Ibreast cancer 198 (11.7) HolzF2ol A BRCAT Wolo] A2 3.70% (95% CI, 0.51-6.89),

Family history of breast cancer 720 (42.6)

Family history of ovarian cancer 85 (5.0) BRCA2 Wo]9] 7% 0.45% (95% CI, 0.00-1.35)% BRCAI

Bilateral oophorectomy with benign disease 55(3.3) o] Holzjol| A o] Ut SHEo] 71 =4 Taw et 7+

Risk reducing salphingo-oophorectomy 8(0.5) L o .

. FZIPE o] 83 S A HHIE el HH, 4 R

Non-carrier 1,339 (79.3) ) ’ )

BRCA1/2 mutation carrier 350 (20.7) AR ZHAINA 2] Aot |7 dRkele] Biste] 21,94 =
BRCAT 135(80) 94Tt BRCAI EA#ol7} 9 & Aulelof u]a 146u)2 i
BRCA2 218(13.9) . .

BRCA1 and BRCA2 3(0.2) orel fr8u7t ‘3&“’”% BRCA &H0)7} gli= v|welxbe] 73
Age (yr) ol whaxebel] fRul= 12.68) & 02 UEhiTh BRCA2
20-29 74 (3.9) et F23} 9| 15 10 2o Aow Ak oo Z
0.3 553 (20.5) ol o] EF3 M= =2 A EEQleL 2A

40-49 578 (30.8) A7} ofstE AR E|QITHTable 2).

50-59 328 (17.5) oflBFa UAEAL, ofd AT T2 A9 S0 o] g8 k=
60-69 122(6.5) A S HhS. B2 A9J5H CA-1952 248} ArHne
70-79 30(1.6) TaSAlEE B oral S =A15F AiHn=
>80 4(02) 1,615), 20989] F@z}olA] CA-125 A5o] TR CA-

Total 1,669 (100.0) 125 /45-2 BRCA1/2 E1H0] o oh= WAV §i3iekp=0.32).

KOHBRA=Korean Hereditary Breast Cancer Study. CA-1257} A5 BE of ol A ARRLelaba] 2zka) 74 7] =Lu)

BRCA1 BRCA1 and 2 RRSO BSO with benign disease

n=218 (139%) n=3 (02%) n=8 (04%) n=55 (33%)
Ovarian cancer

BRCA2 n=11(0.7%)

n=135 (8.0%)

Non-carrier

Intact ovary

n=1,339 (76.8%) n=1,615 (95.6%)

N=1,689 (100%) (A N=1,689 (100%) (B

Figure 1. Description of the subjects. (A) BRCA1/2 mutation of the female subjects. BRCA1 mutation was found 13.9% of the subjects.
BRCA2 mutation was associated 8.0% of the subjects. Three subjects had both BRCA 1 and BRCA2 mutation. BRCA1=BRCA 1 mutation;
BRCA2=BRCA2 mutation; BRCA1 and 2=BRCA1 and BRCA2 mutation. (B) History of oophorectomy. Eleven subjects had a history of
ovarian cancer. Subjects who underwent the risk reducing salphingoophorectomy (RRSO) was only 8. Subjects received bilateral sal-
phingooophorectomy (BSO) with benign disease was 3.2%.
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Table 2. Prevalence and standardized prevalence ratio (SPR) of ovarian cancer

Observed No. of No. of

No. of : SPR
: ovarian cancer observed expected - .
subjects . : (Lower limit-Upper limit)
prevalence (%) ovarian cancer ovarian cancer
Total 1,689 0.68 11 0.50 21.90 (19.99-36.76)
BRCA1/2 carriers 350 1.71 6 0.10 57.67 (48.44-113.05)
BRCA 1 135 3.70 5 0.03 146.00 (117.96-302.02)
BRCA 2 218 0.45 1 0.07 15.05 (0.60-59.01)
Non-carriers* 1,339 0.39 5 0.40 12.56 (10.14-25.97)

*Early onset breast cancer patients under 40 years, breast cancer patients with family history of breast cancer (1st and 2nd degrees of relatives)
and other primary cancers.

Table 3. Clinicopathologic features of ovarian cancer in high-risk Korean hereditary breast cancer families with or without BRCA1/2
mutation

' Age at - .
Mutathn diagnosis of Family history Personal history Histological types Stage*
Systemic nomenclature ) of cancer of cancer
ovarian cancer
BRCA1
¢.5470_5477delATTGGGCA 51 Breast, prostate, stomach Breast and ovary Serous cystadenocarcinoma A
€.5470_5477delATTGGGCA 43 Breast Breast and ovary Serous cystadenocarcinoma Y
€.1504_1508delTTAAA 60 Breast, ovary Ovary only Endometrioid carcinoma IA
€.5445G>A 52 Breast Breast and ovary Transitional cell carcinoma I\
€.1831delC 38 Bile duct, uterus Breast and ovary Serous cystadenocarcinoma IC
BRCA2
€.5576_5579delTTAA 62 None Breast and ovary Serous cystadenocarcinoma 1B
Non-carrier 42 Larynx, liver Breastand ovary ~ Endometrioid adenocarcinoma 1B
58 Breast, ovary Breast and ovary Granulosa cell tumor IC
50 None Breast and ovary Unknown Unknown
47 Breast Ovary only Unknown Unknown
78 None Breast and ovary Endometrioid carcinoma 1]

*Current International Federation of Obstetrics and Gynecology (FIGO) staging for cancer of the vagina, fallopian tube, ovary, and gestational
trophoblastic neoplasia.
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Table 4. Comparison of reproductive risk factors

BRCA1/2 Non-
Total . )
mutation carrier
No. of patients 11 6 5
Age at diagnosis of 51.00 51.00
ovarian cancer (mean yr)
Age at menarche (mean yr) 154 154
Oral contraceptives
Never 8 5 3
Ever 3 1 2
No. of birth
0 1 1 0
1-2 5 4 1
>3 5 1 4
Breastfeeding
Never 0 0 0
Ever (mean mo) 11 6(22.8) 5(37.8)
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