PFE U72JR RS ANCH LT, BE OIS
AMERBOBEBEF TP TWY S, — 7,
BRCA1/2 #fZTERE AT HIEBICHLT,
ZTOREENHE L0 FERREESNF I
Twh, PARP BHERIZ, —A$E DNA BB ©
EELRBERBECHLIEEREBECEDL S
DNA BHEBE L L CH#ET 5 PARP(Poly
ADP ribose polymerase) # FHE$ 5 RHTh
b, PARP HEAI 2595 &, BEIX BRCA
BIETOHFFEICL ) DNA BEIThbILS 7S,
BRCA BIZT ORBEMET LT B EEICH
LT, ARIFED A H =X 22X Yt
BEOLDED, PAREBRHICHETESLLE
b TwsY, PARP HER 03813,
BRCA1/2 DEFEMRER 2B TEBADAE
57, LR BRCAL/2 DFEBUETIC X
% “BRCAness” DR EAETHIBACH LT
DRBRVEBLLEZDNT WS, BE, EHAN
T PARP [HEH 2 V7= R RE B ET LT
w59, PARP HEH OB 2 HB§ 5 o v 8
=F VEBHoOBRRLER, WEFPARINI TNV
AHF 4 TR ANH LT OEEERENOR A
s hs,

4. BRCA1/2 BIGFERERE~DWS

BE R RIEEN B BICD 0 b 5T BRCAL/2
BEFEEFPABIN o 254, DEBL
ERETFRECIERBTELRVWERRD 5,
2)BRCA1/2 BIEFTREVERTFFEBRLT
W5, IRANICEEERR D 205, £E%
FARI-BRIIBRESATHo 72, 4)BEERN
BE5LTw5, 5)BRADERIIBXRTH 7,
hEOTREERZ 2 T DERD 59,

BHOIC

==

LR L00T, BRABSECIBVT
HBOC BE LMD LIREPSHIETETHER
TW ZePFFEEINS, HBOCDY A 7955
wekBbhaLHicy L Cid, BERRLUTE
BAT VYV TRBATHILIRDLN

!Wsl

JTAE, HBOC % U A 7 EIHFM DS 7

%o BFED & & A RRSO ASHadT W R 72 2% 13 IR
BRTWAY, FliROKEEELORA LA
TEBEED TR BHEHRIHEZ Tb, T
BABE L LT HBOC BEIH LTS ik
&, BIERY A 25, RRSO OALRLF, R
7Y —= V7, BOBERIC X 2LE%F,
RRSO#% D HRT % &, £ ichb7/zbZ &% FR
BT AUEND S,

—J5C, bAEICBWTIE, EEEEEICH
THBEAY VY ¥, BRCAL/2 BIZFH
A&, RRSO ICB3 2B E IRBINERS L TE
59, TRTHEZETITbhTwAE WS i
Db, BERGENA VR THY RS,
BRAPEENZEREE Y, EETHRE, 20
BOWRERIT) CLEBETIREIEATS
ZEid, RRSOICE o THZ=HENEPADY
AZIRRIREE LB L, SHBOBEL T
THHEEZ 5o

T/, HEAANCBIF 2BIEFEEOBERCR
EHELZEDBRIZVERZTSTRERL, Heko
BHREHNCEERICD 2o TWEOPHIRTD
b0 DAREIZBWTD, BREEICHTS7T—
FR— A DEEPLHEFT LN TR B, #EIR
HEFEIZHERICEE TS LD, 55BI3H
BARMT 2D AP BETH 5,
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HUBHIC

—RICEOFAECIZIEFERTLRERTFOTE
FEET . LA —EORRTIIINEESTF
BREL COMBEEESSHET A LML
TWwh, BEHICEETHIIEEL L TCIE, 2E
PIEIED H\VTINERE, ERESLEEICHEE
5 & {5 M 2L 9 I0 B JE (hereditary breast and
ovarian cancer ; HBOC) MR TH 5. —F, &=
BOTFEMEE LTI TEAREPHEIEEL EIC
VPP BN A IR S 3T A Lynch SEER R
EWTH 5. HBOC H %\ & Lynch IEREEITH T
EAMEEREOBEERERE LA LD, RRA
OEFOWRECHERREESFEL, Fl%
REBOBUSCORROWE L 25 LHFE
v, INRLEEERAFEEORY TN T T4
<Y T EREUCEBBROBETHLILEH
LT RTESEWTH 5.

BiEEIENEEQEREETF
HBOC ®EREET & LTI, 1994 $b:2}‘:$130>

SR PHIERARORETHTZBLTRELL
BRCAI &7, ZORIZHE S 7z BRCA2 #°H1 b

LT w %% HBOC I BRCAI F 7= X BRCA2

(BRCA1/2) BEFOEBEHMBRATIZER S ERO
BEERBTHY, BRCAY 2 BETEEREE
(mutant carrier) DF % TR IAE LI EE IS
P EREERELED) 2 CEHEBEE~DOREAE
EVFBREIEEL, KE VBE BEIEO
UAZ BE.

HBOC R EREAEEREOEEENZ L 5.
ZO0FHEPROEETEE R ZIIH OWRE
X 50% TH 52, %L OREEEE & RiRCEE
FEEZALTWTHREE(EIBIET AHE)
12 100% TiZZ . BRCAI BETEER2ET ALK
P 35% %5 60% 1% 70 % % TIZ BRCA BER
NFHE JREE, INVERED 5 WIZEREMEEER) ©
BETLITEERD Y, TE—BEBERE
HELBHErLOFORNEREICHY T
599

Key Words: Hereditafy breast and ovarian cancer, Lynch syndrome, BRCA1/2, Mismatch repair genes, Microsat-
ellite instability, Genetic counseling, Risk-reducing salpingo cophorectomy
SHOMIICEEL T, BRTREFZHEIRBIZD ) F2A.
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[ 1] HBOC I 2 BBV Y A 27 §Fli (hereditary cancer risk assessment) O3 AR D O IR ALE~

A5 % BROFRE & U CHE TS WIRG ST A -5 — 0

Consider hereditary cancer risk assessment for HBOC syndrome caused by mutations in BRCA1 or BRCAZ genes, if:

Affected individual with ot least one of the following:
Breast cancer at <40 yr

Premenopausal breast cancer (<50 yr) and a close relative? with premenopausal breast cancer (<50 yr)
Premenopausal breast cancer (<50 yr) and a close relative® with ovarian, male breast, or pancreatic cancer at any age
Postmenopausal breast cancer (>50 yr) with two close relatives® diagnosed with breast cancer at any age (particularly if at

least one cancer was diagnosed at <50 yr)
Breast cancer at <50 yr and Ashkenazi Jewish descent

Postmenopausal breast cancer (>50 yr), Ashkenazi heritage, and at least one close relative® diagnosed with breast cancer at

any age (particularly if diagnosed at <50 yr)

Ovarian, fallopian, or primary peritoneal cancer at any age

Cancer at any age and a known familial mutation
Two breast primaries, including bilateral disease

Ovarian, fallopian, or primary peritoneal cancer and breast cancer at any age

Unaffected individual with:

A first- or second-degree relative who meets any of the above criteria

2A close relative is defined as a first-degree (one who is one meijosis away from a particular individual in a family, such as a
parent, sibling, offspring), second-degree (one who is two meioses away from a particular individual in a pedigree, such as a
grandparent, grandchild, uncle, aunt, nephew, niece, half-sibling), or third-degree relative (one who is three meioses away from
a particular individual in a pedigree, such as a great-grandparent, biologic first cousin).

Abbreviation: HBOC, hereditary breast/ovarian cancer.

EEEFLERIIEE IC B 1T S RIEEEN &
UR iG> CICEEhy U

CREEEE & LT [FRICHIELINEE PSS w0
THBEL7z] & v 7 — XX HBOC OW eSS
D, FEMZRBEREERET S LEFRD H. HBOC
VLM I BT R D AR T B, B4E
FEREDFLIECIPEIE, WG/ B R/
DFFE, R/ B CHIE SN EEOBEESR
iE, 7 EFRAREREEOREERIL TV
ZENEV, FLBEAEIEIETHL. &
NEDEHDI B 1oThHTIFE AEEITIE,
HBOC DB %2 &HICE K RENFDH B, E1
WIHREZINTWE T4 - F7TOHENFS
ERBESPINBA T RERRN ST X5 —%
RL72Y.

F I REFHESZEMZEE S (US. preventive
services task force ; USPSTE) i, fEDORFEE
WRLT, 794 - FTEFPEEITVEY
¥ FAEBNT BT — AR B 1 A HBOC @
YAZEM(TEARXY M) EHERT B —F,
BRCA BMERORIERE O i L EICH LT —

F VAR T k) T REETRAIIERL
BVELTWAE? LHLARAES, BIEEEED 10
~15% DN HBOC TH AL L vbTBY, &
AR EBFERCBYTRIBEBEOZERIC
HBOC DBEICHBLTWATERESES S & b
Wi b TODEGREOREHERY A2 21E
FEVC RIS 5 72 D ISR ERE O TR AR TR CTH
5.

E5I, BEEEEFOHKRGEME LT, #
%5k (sporadic) JESS & LB L C, FEESE, RE:
- BEOEEELNEY 132, ARRETET
R RIET 5 LW Z L 35% 5. HBOC BN
BRDABROMEEET LI EPALNTY A,
BRCA1/2 ZERGEIIEIE OB ¢, FEETE
B DPIRIE LB L, gradel R IEID b DF
BEEIWCAR L, #1798 Clhigh-grade serous ] 7%F
BMTHDEREENTWEY, b ETIX 2008
12, HEANENS LT 5 BRCA1/2 BETHRAE
DF L TGS 5 2k RPEsTbh, &
HOBRE L RIERED bR SN L ERGERR
TSNz, ik HERANCBW T EkE
M&ED L EENLLEDEE T BRCAL/ 2 EEGE
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BESEET B ERHLPIC o TR BY,
HBOC EEH Y &Y V7 OERTIE, ki
D& %r 4Ly NOBER, REBRL)AS
EFE2288MIcHER L, FEPIEEREICOW
TOYRAZEHZ4TH. £7- HBOC BT 5 ES
KR EHRAE AT o ot, BETHRE, PATFH
B, 75427 MR LBEER S0 TEH
L&, 79542 VOECRERZTBRT L LE
Bhb. 25T =S TV RRPEBEO /2D
DBER, R AT A HIVAFT Y 7EDI—F4
PP BT EBEETHL. ZOLHITTHH
HBEEAT VR VT E{To 72812, BRCAL/2
 RETRELEETERSET A WERESE
W L CHRERFER R LT

BRCA1/2 Bz FBREDEE

BRCA1/2 BEFHREZIRRNOALE CINEE
RRELEADPLETREZHBTACLNES
L., AREREEERY OBERTFER RN
530THY, BEEFEBCRLEZTY, EHL
FSR I O B IS 2> & DNA 23 L CEF
Th, TvarFIV-—RAFIYANRED—FHOR
H% BxvaCld, hot spot 25E7E L 72\ (R 032k
ICBWTEBEEIZBRCAL/2 DEEZ R D )

e, EEREFEHENTLZLTERZLR W, 7

VYDRRRPEBE LR EREREEVD HHAIC
i, V7T VARKYVEREFAETAHEIENT
ERVEEYHLOTEEPLETHS. 0%
121, MLPA B CRINEAT ) DEF D 5. FIF
BT 5 BRCAL/2 BEEFHREZFR) 7 7 van
4 F VAT 5 ZXHKE Myriad #4 5 %Z5E 5 5

TN %4TFo Tnwh. BRCAIIZ24 2 v ¥,

BRCA2 32T =7V VR EFTHIRELEBIEZFTH
B, Ea—F4 Iy VEFRENTT AR
7)==V FRAEORKR, BImEIC BRCAL/2 &
BEFERPLOPoI25E, TOMBEICH LT
X FIE & R CEALICERDND B PO AFS Z
LB (VT A MRE). BRCAL H 5 \WE
BRCA2 D\ § I A FEM BRG] DR £ A3
M & nB4, HBOC L2ia s, A7 1) —
=V TRERTo B OEROBRIE, UEN

HERIE L 1999

ZHEDED B & [TRNEE (deleterious) |, [
75 BLEE U (possibly deleterious) , [ R B B F AR
FEE R BB T2 E (uncertain) |, [BEFESE LA
b3 (favor polymorphism) [[BIZFEEZRD
TIO5BEHTH 5. [WHEE (deleterious) |1 5
Wik [TRBIZEEEER (possibly deleterious) |2SHH
EN/HEEITE, HBOC LB L BEWEHE 2
By LMWL 5. [RUERIDREERERZTE
£ (uncertain) 13 2247 B 12 & [variant of uncer-
tain significance : VUS]& &, Myriad #: 0 #H
T, VUS 12 2% BETHRH IS LHBEINT
W5, BERZITIIICIE, VUSAHRE S s
Pelp BAEORFICOWTHHBA L THB L LHER
%20,

BRCA1/2 BisFZEERBFEINT3EES LU
J 2 7RSI EIEREHAIC OV T

LHOEEIC B 5 IFRERERILY 14% ©
bbb TWwBY, —JF, BRCAL/2 BIZTFEE
3% (mutation carrier) T2 IV B 05 =1 5
ET2500, HBLZLHIC, 2FEFEEEN
AELWEEZRET LD TR EVEREL
BE), —BIRER L M5 LBREY R 21
P IEETH B,

% ZCBRCAI2 BfEFEERBEIIH LT
i, FOBROPATHEEREL2LERS L. B
ATFBREICE, PAREEZ 2B ST—%0)F
EBPARRBICERTAZ LI VTR
WFE| 5. BEDEZAPEESKRICHT
DERRAZ VoV T HERIRERTE ST,
BIEREUARE, MiF CA-125 BESRIPEE A
7)==V THEEREE LUTRE, BEEE DEAD
Y, FCRRIFGREIFD LN TRV, 2B
BEOCRAREICL S [PABRE] BFEERED
BRI ZERNE LTBYIEEORER 2 &HIC
BWTWADIT TRV & 2 EHRRMtd 2 NE
Bh5b. '

Z D X 9T BRCAL/2 BiEFEEERE
B RFHENHEL EN TR WERE TR,
BRCA1/2 BIETEEREE T BB A—KTF
ik & LCTU R 7RI B IFE 5 1A (risk-




2000 HOE T 1

reducing salpingo-oophorectomy ;: RRSO) 234 %
EEEDOE IR T TH 5. RRSO IZINH
FEFERE D U A Z K75 Gl L AIEDFRE Y A
7 BRI 5. FEIE, Jw AFHEMEESE, B KO
LIBTHE F B 00%, 95%, T6% KT & 87
SEPWMBFEBEINTWAEY, TN OHED B KE
NCCN (The National Comprehensive Cancer Net-
work) D A4 K9 4 7T RRSO PR & T
wHY,

FIEIZ DWW T RRSO DEPICY A 7 {RIREHL
TR (risk-reducing mastectomy ; RRM) & »
WP ABH A, L LGRS RRMIC X o TH
WEDOFAEFZE 90% BETIF S L v ) #ErH 2
OO, EarFHREEEETLPEPIVELEHL
BT TH BT, KIIED HBOC 123 LTHIH
BA-A%ATH L E 7RI < & 13 RRSO
THY, TTURIOAFEZIRTA N4 0 CTd
2011 4F%ET & Y HBOC @3 H % 817 C RRSO =
DWW THRE E T 5. 2013 4EHICIE RRSO 124
LT [U A7 KR IPBIPE LI Bl 1 & b RALREN
BROFIE) A7 BRI TE L2 TR, S
HEVA BB T A LIIHETHL] 251
[V A 7 KR IP BN E IR I X 0 RSB T3 % W,
FERDILRFEIMETHS] LERSNTY
5,

- BAERTIC RRSO %2 &M 5581, BHBREC
X 5B REREEEIGER T 28 RkEL, 20
FBESRE T A BRI E R A DR BEE O BER
FIChs, ZOLH) %R RRSOBOANNVAT TIZHE
THIFEICO VT HIATHIE A ARNETH S,

F 72 RRSO % Hi47 & L7z BRCA BIZTFE B A
FEDIRFRAICB W CIRIIE 2 S0 -2
LA RBEIDETH L. TOHBE, BHEE
I occult cancer 25H 0N, FDE L EER
PECH o2 LFIHMEEINTRE. ZOZ LI,
—ERDINEIE DI BRI EIIINETH L L)
BEDFEMETEMTAFEL LU THEENRINT
WA 5 RRSO % JifT L7z BRCA1/2 #&fR
FEEBEHRERPWB0ER7r0 -7y 7L
& = A JEE (intra-abdominal carcinomatosis) @
BETAHRBHEREIISY LETHL L) H

H REJRRR66% 8 5

Bh3d B, Lizhto T RRSO HO AT oc-
cult cancer 2SADOW B Z ERH LH Tk, Nk, B
JERE 2556 H S BT HRME DS & & L AR D
RA G VAPWERZ &, REOWThY vt
Uy T OEBCIRITBBEFDHS.

F 72 RRSO % BN L e WP Tl 35 bl b
LS EERTh o &b RWREERKICEIVWTE
B X ENARE D TR WA & CA-125 I
BAT) S RERTH LR A.

AT IC RS ¥ 2 I gm DR

HBOC BHELHPENE T 26005, BlifEo s
Z A ERIETEIR BENE & AR LR SR & A AL
FHEDIERTH 5. HIE, BRCA1/2 ZBREBEDH
W 2B L Cid PARP MBI DA Rh A AR &
nNaHZEPBIERHESNTWAS?, B, DNA
Wr& ) BB A o784, BRCAL/2 & PARP-1
(poly-adenosine diphosphate-ribose polymerase
DAMEEEEY . BRCA BIETOREEIMET LT
v BRI T A8 DNA Ol 2 554 5 5%
HESKIBELCHBY, DNABHEIZD oS PARP-
1T A AT &0 6, PARP HES
ERETHETHERBILD A I = XA X D
JFEAF SR S, BREWHETEL LY
IVEABEFEPHESPICENTWEP, Lzdts T,
PARP HER DFIRE, BRCAL/2 W AFEMZE R
EETABALETCRL, AHBREER
BRCAI/2D ZFH K TIT X 5 wbwb
“BRCAness"®DIREEZ H T BIEHIILICT LT D E)
BFHDLEEZLNTWASY, PARP HEEDE
RERIHARTHTH L.

Lynch FEIREE D ERE{EF

Lynch SEBERRZ, 7€k, FEEIFFERT R—-T X
K B % (hereditary non- polyposis colon cancer ;
HNPCC) & WhTW/RE T, HEBEOKE
L TERE (FENER) WEEOT s &R
MEEBERCH 5™, Lynch EEFIIERAMKE
HREOBRBBREZ L 5. TO0FEISROE
EFEEZZ R CTRRMIE50% TH Y, Lynch
SEBEREZR T, —IRER L B L TREBESF
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[322] LynchEEEAO 70RE CIOBELPRIETAUA Y & —BEF & O

Lynch Syndrome
Cancer Type General Population Risk _ (MLHI and MSH2 heterozygotes)
Risk Mean Age of Onset
Colon ‘ 550% 52%-82% 44.61 years
Endometrium 2.70% 25%-60% 48-62 years
Stomach <1% 6%-13% 56 years
Ovary 1.60% 49%-12% 425 years
Hepatobiliary tract <1% 1.4%-4% Not reported
Urinary tract <1% 1%-4% ~ b5 years
Small bowel <1% 3%-6% 49 years
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Abstract. Lynch syndrome is a hereditary ovarian cancer with
a prevalence of 0.9-2.7%. Lynch syndrome accounts for 10-15%
of hereditary ovarian cancers, while hereditary breast and
ovarian cancer syndrome accounts for 65-75% of these cancers.
The lifetime risk for ovarian cancer in families with Lynch
syndrome is ~8%, which is lower than colorectal and endome-
trial cancers, and ovarian cancer is not listed in the Amsterdam
Criteria II. More than half of sporadic ovarian cancers are
diagnosed in stage IIT or IV, but =80% of ovarian cancers in
Lynch syndrome are diagnosed in stage I or II. Ovarian cancers
in Lynch syndrome mostly have non-serous histology and
different properties from those of sporadic ovarian cancers. A
screening method for ovarian cancers in Lynch syndrome has
yet to be established and clinical studies of prophylactic admin-
istration of oral contraceptives are not available. However,
molecular profiles at the genetic level indicate that ovarian
cancer in Lynch syndrome has a more favorable prognosis than
sporadic ovarian cancer. Inhibitors of the phosphatidylinositol
3-kinase/mammalian target of the rapamycin pathway and
anti-epidermal growth factor antibodies may have efficacy for
the disease. To the best of our knowledge, this is the first review
focusing on ovarian cancer in Lynch syndrome.
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1. Introduction

Ovarian cancer is a gynecological malignancy with a poor
prognosis. Signs and symptoms of ovarian cancer are less
apparent in comparison with those in endometrial cancer,
and early detection is difficult due to the anatomical location
of the ovaries in the abdominal region. Early ovarian cancer
often occurs in the abdominal area, but only 30% of cases are
diagnosed in stage I or II and the majority of ovarian cancer is
diagnosed at an advanced stage (1).

Ovarian cancer is conventionally viewed as familial, and
epidemiologically the risk of development is 2- to 6-fold
higher in females that have a first-degree relative with
ovarian cancer, suggesting a strong link with their genetic
background (2). Hereditary ovarian cancer may be classified
into hereditary breast-ovarian cancer syndrome (including
site-specific ovarian cancer and breast/ovarian cancer predis-
position) and Lynch syndrome (3), while other pathogeneses
account for <2% of hereditary ovarian cancer. Although
breast cancer susceptibility gene 1 (BRCAI) and BRCA2,
which have been identified as causative genes in hereditary
breast-ovarian cancer, are involved in 65-75% of hereditary
ovarian cancers, Lynch syndrome accounts for 10-15% of
hereditary ovarian cancers (4). Lynch syndrome is an auto-
somal dominant hereditary cancer family syndrome that was
previously referred to as hereditary non-polyposis colorectal
cancer (HNPCC) (5). The present review focuses on the recent
findings regarding the association between Lynch syndrome
and hereditary ovarian cancer.

2. Etiology and diagnosis of Lynch syndrome

Patients with Lynch syndrome have high risks of familial
endometrial cancer, urinary tract cancer, and small intestinal
cancer. In 1999, the International Collaborative Group-HNPCC
published the revised Amsterdam Criteria (AC) I as the interna-
tional clinical criteria for Lynch syndrome (AC II) (Table I (5).
Lynch syndrome is mainly caused by germline mutations in
DNA mismatch repair (MMR) genes. These MMR genes,
including mutL. homolog 1 MILH1), mutS homolog 2 (MSH?2),



910

Table I. Clinical criteria for Lynch syndrome (HNPCC) (5).

NAKAMURA et al: OVARIAN CANCER IN LYNCH SYNDROME

Classic ICG-HNPCC Criteria (Amsterdam Criteria I, 1990)

There should be at least three relatives with colorectal cancer, and all the following criteria should be present.

i) One should be a first-degree relative of the other two.
ii) At least two successive generations should be affected.

iif) At least one colorectal cancer should be diagnosed before age 50.

iv) Familial adenomatous polyposis should be excluded.
v) Tumors should be verified by pathological examination.

Revised ICG-HNPCC Criteria (Amsterdam Criteria IT, 1999)

There should be at least three relatives with a Lynch/HNPCC-associated cancer (cancer of the colorectum, endometrium, small

bowel, ureter or renal pelvis).
i) One should be a first-degree relative of the other two.
ii) At least two successive generations should be affected.

iii) At least one of the relatives with cancers associated with HNPCC should be diagnosed before age 50.
iv) Familial adenomatous polyposis should be excluded in the colorectal cancer case(s) if any.

v) Tumors should be verified by pathological examination.

ICG, International Collaborative Group; HNPCC, hereditary non-polyposis colorectal cancer.

Table II. Revised Bethesda Guidelines for Lynch syndrome (9).

Tumors from individuals should be tested for MSI in the following situations:

i) Colorectal cancer diagnosed in a patient who is <50 years of age.

ii) Presence of synchronous, metachronous colorectal, or other HNPCC-associated tumors®, regardless of age.

iii) Colorectal cancer with the MSI-H histology diagnosed in a patient who is <60 years of age®.

iv) Colorectal cancer diagnosed in one or more first-degree relatives with an HNPCC-related tumor, with one of the cancers being

diagnosed under age 50 years.

v) Colorectal cancer diagnosed in two or more first- or second-degree relatives with HNPCC-related tumors, regardless of age.

“L.S-related tumors include colorectal, endometrial, gastric, ovarian, pancreatic, ureteral and renal pelvis, biliary tract, and brain (usually glio-
blastoma as observed in Turcot syndrome) tumors, sebaceous gland adenomas and keratoacanthomas in Muir-Torre syndrome, and carcinoma
of the small bowel. *Presence of tumor-infiltrating lymphocytes, Crohn's-like lymphocytic reaction, mucinous/signet-ring differentiation, or
medullary growth pattern. HNPCC, hereditary non-polyposis colorectal cancer; MSI, microsatellite instability.

MSH3, MSH6, postmeiotic segregation increased 1 (PMS1)
and PMS2, are tumor-suppressor genes involved in the repair
of errors that occur during DNA replication (6). While muta-
tions in MLHI1 and MSH2 account for 90% of cases of Lynch
syndrome, MSH6 and PMS2 mutations occur in in 7-10% and
<5% of cases, respectively (7,8). Patients with Lynch syndrome
have a monoallelic germline mutation in one of these genes.
When the other allele is somatically mutated, the two alleles
are inactivated and normal expression of the MMR protein is
lost. This causes a phenomenon referred to as microsatellite
instability (MSI). Microsatellites are multiple tandem repeats
of 1-6 nucleotides in the genome. MMR proteins repair abnor-
malities in microsatellite repeat numbers that occur during
DNA replication. In cells without MMR proteins, this repair
is not usually performed and MSI develops due to an accu-
mulation of abnormal microsatellite repeats (6). This aberrant
MMR system leads to the development of various types of
cancer, including colorectal, endometrial, small intestinal,
renal pelvis, ureteral, gastric and ovarian cancers. A definite

diagnosis of Lynch syndrome requires the fulfillment of AC II
or the Revised Bethesda Guidelines (Table IT), high MSI or the
abnormal immunostaining of MMR proteins and confirmation
of a germline mutation of an MMR gene (9).

3. Characteristics of ovarian cancer in Lynch syndrome

Lynch syndrome has a prevalence of 0.9-2.7% and accounts
for 10-15% of hereditary ovarian cancers (10). The lifetime
risks and age at onset of Lynch syndrome-associated cancers
are presented in Table IIL. The lifetime risk of ovarian
cancer for females in families with Lynch syndrome is 8%
(95% confidence interval, 5.8-10.3), which is significantly
higher than the 1.4% risk of ovarian cancer in the general
population (10,11). The age at onset of ovarian cancer in Lynch
syndrome is 42-49 years and that of sporadic ovarian cancer is
60-65 years (12-14). Although Lyuch syndrome is diagnosed
based on the germline mutations of MMR genes, 50% of cases
are diagnosed at the onset of endometrial and ovarian cancer,
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Table III. Lifetime risks and age at onset in Lynch syndrome-associated cancers (10,11).

General population Lynch/HNPCC Age at onset,
Cancer type lifetime risk, % lifetime risk, % years
Colon 5.5 43-48 44-61
Endometrium 2.6 40-62 27-72
Ovary 14 5.8-10.3 42-49

HNPCC, hereditary non-polyposis colorectal cancer.

as ‘sentinel’ cancers (15). This is clinically valuable in the
identification of Lynch syndrome among young females with
endometrial or ovarian cancer. However, the AC II criteria
(Table I) do not include ovarian cancer as a sentinel cancer,
and careful establishment of a family history by gynecologists
or gynecological oncologists is required in these cases.

A study by Vasen er al (16) found a significantly higher
lifetime risk of the development of ovarian cancer in 10.4%
of MSH?2 mutation carriers, compared with an ~3-fold lower
risk of 3.4% in MLHI1 mutation carriers (P=0.003). The
study also reported a small difference in the mean age of
onset between the MSH2 mutation carriers (45 years; range,
37-58 years) and the MLH1 mutation carriers (51 years; range,
35-75 years) (16). By contrast, the onset of ovarian cancer is
also more frequent (33%) in families with an MSH6 muta-
tion, although the lifetime risk of this mutation has not been
established (17). The majority of ovarian cancers in Lynch
syndrome are well- or moderately-differentiated and at the
International Federation of Gynecology and Obstetrics stage I
or II at diagnosis. In a large-scale analysis of 80 patients regis-
tered between 1936 and 1997, 61% of cases were at stage I, 23%
at stage 11, 14% at stage III and 2% at stage I'V; and a number
of the cases were early-stage ovarian cancer (14). Synchronous
endometrial cancer was identified in 21.5% of these cases (14).

Sporadic ovarian tumors are pathologically subdivided
into epithelial, gender cord stromal and germ cell tumors, with
epithelial tumors being the most common. Among the epithe-
lial tumors, high-grade serous carcinoma is the most common,
and other subtypes include clear cell carcinoma (CCC),
mucinous carcinoma and transitional cell carcinoma. In a
retrospective study of ovarian cancer in Lynch syndrome,
Watson et al (14) analyzed the clinical records of 79 patients
with ovarian cancer from 11 countries. Of these patients,
44 were members of families with known Lynch syndrome
mutations and the remaining patients had a family history
corresponding to Lynch syndrome. Epithelial tumors were
identified in 74 cases, including serous, mucous, endometrioid
and mixed-type carcinomas and CCC. Non-epithelial ovarian
tumors were also identified in 5 cases, and there were 2 cases
each of granulosa cell, gender cord and endodermal sinus
tumors and dysgerminoma. Immunohistochemical screening
of MSH2, MLH1, MSH3, MSH6, PMS1 and PMS2 and MSI
analysis was not performed. Thus, it cannot be concluded with
certainty that these non-epithelial ovarian tumors were associ-
ated with Lynch syndrome.

Several studies, including the immunohistochemical
examination and MSI analysis of MMR genes in ovarian

cancer (18-23), have reported a wide variety of epithelial
tumors associated with a high MSI status, such as malignant
Miillerian mixed tumor, CCC, mucinous tumor, endometrioid
tumor and mixed-type carcinomas. However, the association of
pure high-grade serous carcinoma with high MSI caused by the
germline mutation of MMR genes is unclear. In a large-scale
study, Rosen et al (21) did not identify a case with high MSI
among 168 cases of pure high-grade serous carcinoma.
High-grade serous carcinoma is almost the sole histological
type of hereditary ovarian cancer in hereditary breast-ovarian
cancer syndrome with BRCA mutation (24,25). For ovarian
cancer caused by MMR mutation, Crijnen et al (26) found
non-serous adenocarcinoma in seven of 19 cases (37%) and
‘Watson and Lynch (27) found this type in 31 of 48 cases (65%).
Thus, various histological types of ovarian cancer are caused
by MMR mutation, while serous adenocarcinoma is the main
histological type of ovarian cancer caused by BRCA mutation.
This indicates that hereditary breast-ovarian cancer and ovarian
cancer in Lynch syndrome may have different properties.

In an examination of prognosis, Grindedal et al (28) found
that the 5-, 10-, 20- and 30-year survival rates of ovarian cancer
in Lynch syndrome were 82.7, 80.6, 78 and 71.5%, respectively.
Crijnen et al (26) compared the prognoses of 26 patients with
ovarian cancer and Lynch syndrome that fulfilled AC1I criteria
or had MMR mutations with those of 52 age- and stage-matched
patients with sporadic ovarian cancer. The 5-year survival
rates were 64.2 and 58.1%, respectively, and they did not differ
significantly (P=0.56). However, this may have been due to
the similar effects of platinum-based chemotherapy and it was
concluded that a further prospective study was required. Cancer
cells with MMR mutations cannot undergo apoptosis in vitro
and are resistan to platinum drugs (29,30). However, an analysis
of clinical data showed that the sensitivity of ovarian cancer
with MMR gene mutations to platinum-based chemotherapy
was similar to that of sporadic ovarian cancer (31). Varions
mechanisms may underlie resistance to platinum-based agents,
including genetic or epigenetic changes of MMR genes, and
further in vitro and in vivo studies are required.

4. Surveillance and prevention of ovarian cancer in Lynch
syndrome

Appropriate methods for the surveillance of gynecological
cancers in females of familes with a history of Lynch syndrome
have not been fully established. The current guidelines are
presented in Table IV (32). Annual endometrial sampling and
transvaginal ultrasound in gynecological examinations are
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Table IV. Recommended management for at-risk members of families with Lynch syndrome (33).

Type of intervention

Recommendation

Screening colonoscopy

Every 1-2 years beginning at age 20-25 years (age 30 years in MSHG6 families),

or 10 years younger than the youngest age at diagnosis in the family,
whichever comes first

Endometrial sampling

Transvaginal ultrasound for endometrial

and ovarian cancer

Urinalysis with cytology

History and examination with detailed review
of systems, education, and counseling
regarding Lynch syndrome

Colorectal resection

Hvery year beginning at age 30-35 years
BEvery year beginning at age 30-35 years

Every 1-2 years beginning at age 25-35 years
Every year beginning at age 21 years

For persons with a diagnosed cancer or polyp not resectable by colonoscopy,

subtotal colectomy favored with preferences of well-informed patient

activity elicited
Discuss as an option after childbearing

Hysterectomy or oophorectomy

MSHG6, mutS homolog 6.

recommended, although the level of evidence is not high. It is
also unclear at what age screening for gynecological cancers
should commence. This age should be determined based on
the cumulative incidence of cancers in a family history of
ovarian and endometrial cancers. In a review of retrospective
studies, the ages of cancer onset and cumulative incidences
in 90 families with Lynch syndrome, based on AC II criteria
registered at the Royal Melbourne Hospital, were compared
with those in the general population (33). The mean age at
diagnosis of ovarian cancer was 48.3 years, and the cumula-
tive incidences of the cancer were 0.2% at age 30, 0.5% at 35,
and 0.7% at 40 years. Thus, effective screening for ovarian
cancer is preferably commenced prior to age 30, since the
initiation of screening between age 30 and 35 would result in
3-7% of gynecological cancers being overlooked.

Cancer antigen 125 (CA125) may be the most useful tumor
marker for the detection of ovarian cancer. The CA125 tumor
antigen is a glycoprotein found in the coelomic epithelium
during the development of the majority of non-mucous ovarian
cancers. The antigen is detected using a monoclonal antibody.
One benefit of CA125 detection is that there is little elevation of
the level at 10-60 months prior to the clinical diagnosis of ovarian
cancer (34). A retrospective study conducted using the JANUS
serum bank showed that half of the serum samples collected
18 months prior to the diagnosis of ovarian cancer had CA125
levels >35 U/ml (the normal level), providing a sensitivity of
50% (34,35). In asymptomatic and postmenopausal females, the
positive predictive value was 2% for detecting ovarian cancer
using CA125 alone (36,37). Furthermore, in alarge-scale ovarian
cancer screening study of 22,000 subjects using CA125 alone,
the sensitivity was 58% and the specificity was 98.5% (38). The
specificity is extremely significant for ovarian cancer screening.
The specificity of CA125 is limited as CA125 can be elevated in
non-malignant and malignant diseases, including fibroid, endo-
metriosis, menses, endometrial cancer and breast cancer, as well
as other diseases, such as cirrhosis, congestive cardiac failure,
diverticulitis and pancreatitis (39,40). Thus, the CA125 level

may provide a false-positive or -negative finding in screening
for early detection and risk prediction of ovarian cancer in the
general population, and thus is of limited practical utility. A
combination of ultrasound and CA125 detection has also been
found to be of limited value in ovarian cancer screening. Thus,
the US Preventative Services Task Force indicated that routine
screening for ovarian cancer with ultrasound, serum tumor
markers or internal examination cannot be recommended,
and that obtaining the best health care is the most practical
approach (37,41).

Although screening for ovarian cancer with ultrasound
and CA125 may not be useful in the general population, it has
been shown to be effective in the high-risk population with a
BRCA1/2 mutation (42). BRCA mutation carriers are recom-
mended to undergo screening with CA125 and transvaginal
ultrasound twice a year, starting at age 30-35 or 5-20 years
prior to the age at which a relative was diagnosed with ovarian
cancer (42,43). Although there is no consensus on the benefits
of screening for ovarian cancer, zlarge-scale prospective
trials exploring the benefits of screening for ovarian cancer
in high-risk women are now in progress (44). There has been
no clinical study with a focus on screening for hereditary
ovarian cancer in females from families with Lynch syndrome
and similar guidelines for these females have not been estab-
lished. As aforementioned, the majority of ovarian cancers in
Lynch syndrome are found at a relatively early stage and are
frequently accompanied by endometrial cancer. Clarification
of the pathology and clinical course is required to establish
the optimal screening procedure for ovarian cancer in Lynch
syndrome.

5. Chemoprevention of Lynch syndrome

The Concerted Action Polyp Prevention (CAPP2) trial was
performed as a multinational collaborative prospective study of
the chemoprevention of Lynch syndrome. Aspirin (600 mg/day)
and resistant starch (30 g/day) were randomly administered and
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the chemopreventive effects on colorectal cancer were compared
in MLHI1 and MSH?2 mutation carriers. The study concluded
that aspirin reduced the incidence of colorectal cancer by 50%
in females with Lynch syndrome (45). A CAPP3 study using a
reduced dose of aspirin is planned. These results indicate that
aspirin may also have a preventive effect for ovarian cancer in
Lynch syndrome. Numerous case-conirol studies have inves-
tigated the chemoprevention of ovarian cancer in the general
population, including use of Cancer and Steroid Hormone data
collected by the Surveillance, Epidemiology, and End Results
program. These results showed that the use of oral contracep-
tives reduces the development of endometrial and ovarian
cancers by 50% (46,47). The effects of oral contraceptives on
the prevention of ovarian cancer in Lynch syndrome are not
clear, but their efficacy in females with a BRCA1/2 mutation,
another high-risk population for ovarian cancer, indicates
that oral contraceptives may reduce the incidence of Lynch
syndrome-associated ovarian cancer (48-51). More studies are
required to identify the efficacy of chemoprevention against
Lynch syndrome-associated ovarian cancer.

6.Risk-reducing surgery for the prevention of Lynch syndrome

Risk-reducing gynecological surgery is another option for
the prevention of ovarian cancer in Lynch syndrome. In
1997, the Cancer Genetics Studies Consortium reviewed
evidence regarding prophylactic hysterectomy and bilat-
eral salpingo-oophorectomy (BSO) for risk reduction, and
published a consensus statement concluding that there was
insufficient evidence to recommend that females with Lynch
syndrome should undergo prophylactic surgery to reduce the
risk of gynecological cancer (52). Despite this lack of evidence,
hysterectomy with BSO has been indicated to be a reason-
able preventive strategy for females with Lynch syndrome
following completion of childbearing (53-55).

A study by Schmeler et al (56) provided evidence for the
benefits of risk-reducing gynecological surgery in females
with Lynch syndrome. A retrospective comparison was
performed in 315 females with a documented germline muta-
tion in MLH1, MSH2 or MSHS, including 61 females who had
undergone prophylactic hysterectomy or had a benign disorder
and had undergone hysterectomy with or without BSO, and
210 age-matched females who had not undergone this proce-
dure. There were no cases of endometrial or ovarian cancer
among the females who had undergone prophylactic surgery,
but endometrial cancer developed in 69 females (33%) and
ovarian cancer in 12 females (5.5%) among those who had not
undergone prophylactic surgery. Females who had undergone
prophylactic hysterectomy (61 females) and women who had
undergone prophylactic BSO (47 females) were matched with
mutation-positive women who had not undergone the proce-
dure in question (210 females for the analysis of endometrial
cancer and 223 for the analysis of ovarian cancer). Thus,
risk-reducing surgery completely prevented new onset of endo-
metrial and ovarian cancers in the cohort. The median age at
diagnosis was 46 years for endometrial cancer and 42 years
for ovarian cancer. These results are consistent with those
obtained in previous studies of females with Lynch syndrome,
with a mean age at diagnosis of 48-49 years for endometrial
cancer (57,58) and 42 years for ovarian cancer. These results
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support the performance of a risk-reducing hysterectomy with
BSO in females with Lynch syndrome after the age of 35 or
once childbearing is completed (56).

Lindor et al (32) discussed the recommendations for the
care of individuals with an inherited predisposition to Lynch
syndrome based on a review of the data and the opinions
of specialists. In the study, risk-reducing hysterectomy
and BSO was suggested for females at age =35 years after
childbearing, with hereditary counseling prior to surgery,
including a discussion of the risks of the surgery, benefits and
technical restrictions. Chen et gl (59) compared three arms of
annual gynecological examination, annual screening (trans-
vaginal ultrasound + endometrial biopsy + CA125 level) and
risk-reduncing hysterectomy and BSO in a theoretical cohort of
10,000 females with Lynch syndrome to determine manage-
ment strategies for preventing gynecological cancers. This
analysis indicated that 75 surgeries would be required to save
one life, in comparison with the screening arm. However, for
cancer prevention, only 28 and 6 risk-reducing surgeries were
required to prevent one case of ovarian and endometrial cancer,
respectively. These results provide evidence that risk-reducing
hysterectomy and BSO can reduce mortality from cancer and
the incidence of cancer in females with Lynch syndrome.

The incidence of primary peritoneal cancer following
risk-reducing BSO in females with a BRCA mutation is
0.8-1.0% (60,61). Primary peritoneal cancers have also been
reported in females with Lynch syndrome who received
risk-reducing BSO and long-term follow-up is required in
these patients (62). In addition, females with Lynch syndrome
are at a high risk of developing cancers metachronously or
synchronously (54,63). Once females with Lynch syndrome
are affected with colorectal cancer, it is highly possible that
they may develop endometrial or ovarian cancer. Similarly, in
females with Lynch syndrome who are first diagnosed with
endometrial or ovarian cancer, it is highly possible that they
may develop colorectal cancer. In a study of 117 females with
Lynch syndrome who developed dual cancers, Lu ez al (55)
identified 16 cases (14%) of colon cancer and gynecological
cancer (endometrial or ovarian cancer) that were diagnosed
simultaneously. Of the remaining 101 women, 52 (51%) with an
initial diagnosis of endometrial or ovarian cancer, and 49 (49%)
with an initial diagnosis of colon cancer. In a similar study
in 41 females (13%), Schmeler et al (58) found a synchronous
diagnosis of colon cancer and endometrial or ovarian cancer
in three cases and metachronous diagnosis in 38 cases. Of
these 41 cases, 21 (51%) had gynecological cancer diagnosed
following surgical treatment for colon cancer. Risk-reducing
hysterectomy and BSO in these cases would have prevented
gynecological cancer, which indicates that this risk-reduction
surgery could be performed in females undergoing colorectal
cancer surgery.

The disadvantages of risk-reducing hysterectomy and
BSO include surgical complications and premature meno-
pause. The common complications are bleeding, infection and
injuries to the urinary tract and bowel. These complications
have been found in 1-9% of females with a benign disease
following hysterectomy and BSO (56). In premenopausal
females, risk-reducing BSO results in premature menopause,
with symptoms including hot flashes, vaginal dryness, sexual
dysfunction, sleep disturbance and an increased risk of osteo-



914

porosis (56). A number of these conditions can be managed
with hormonal or non-hormonal medications and there is
no risk of uterine body cancer. Furthermore, an estrogen
preparation can be used following hysterectomy and BSO.
Parker et al (64) compared females who underwent oopho-
rectormy at the time of hysterectomy for benign disease with
females who underwent ovarian conservation. In the study,
females undergoing oophorectomy prior to 55 years of age
have an 8.58% excess mortality by age 80, compared with
3.92% excess mortality in those undergoing oophorectomy
prior to age 59. These findings do not necessarily apply to
Lynch syndrome, and risk-reducing hysterectomy and BSO
are reasonable options for females with Lynch syndrome,
particularly those who are >35 years after childbearing. The
risk-reduction for cancers, risks associated with surgery,
side-effects and uncertainty of screening for gynecological
cancers should be explained in patient counseling prior to
surgery. Females undergoing colorectal cancer surgery should
receive risk-reducing hysterectomy and BSO simultaneously.

7. Geneties and epigenetics of ovarian cancer in Lynch
syndrome

Lynch syndrome-associated ovarian cancers mostly have
non-serous histology and ~82-84% are found in stage I or II,
whereas only 30% of sporadic cancers are present in
stage I or II (14). This aspect of ovarian cancer in Lynch
syndrome is significantly different from findings for sporadic
ovarian cancer and hereditary breast-ovarian cancer syndrome
with BRCA1/2 mutation. In a recent comparison of patients
with Lynch syndrome-associated ovarian cancer (n=20) and
sporadic ovarian cancer (n=87), Niskakoski et al (65) found
differences in genetic and epigenetic mutations in the analysis
of p53, KRAS/BRAF, phosphatidylinositol 3-kinase, catalytic
subunit a (PTK3CA) and cyclin-dependent kinase inhibitor 2B
(CDKN2B) (tumor-suppressor genes), and long interspersed
nucleotide element 1 (LINE1). PIK3CA is a cancer gene coding
pl110a, a catalytic subunit of PI3K (66). PIK3 and the mamma-
lian target of rapamycin (mTOR) lie downstream of the Ras
signaling pathway, which is activated in numerous tumors. The
PIK3/mTOR pathway is directly activated by the mutation of
PIK3CA and contributes to canceration. CDKIN2B synthesizes
a cyclin-dependent phosphoenzyme inhibitor (67) that forms
a complex with CDK4 or CDK6 and inhibits the activation of
CDK in GI phase. Transcription of CDKN2B is activated by
hypomethylation during canceration and CDKN2B in partic-
ular, plays an important role in the carcinogenesis of breast
cancers. LINEL is a retrotransposon with reverse transcriptase
activity (63). LINEI is usually methylated and inactivated, but
can be demethylated and transcribed during canceration.
Niskakoski et al (65) examined mutations of p53,
KRAS/BRAF and PIK3CA, and hypomethylation in
CDKN2B and LINE] in Lynch syndrome-associated ovarian
cancer and sporadic ovarian cancer. In a clear contrast
to sporadic cases, p53 and KRAS/BRAF mutations were
absent in Lynch syndrome cases. The rates of p53 mutation
differed significantly at 0% (0/20) in Lynch syndrome cases
vs. 37% (32/87) in sporadic ovarian cancer (P<0.0001), and
KRAS/BRAF mutations showed a similar trend of 0% (0/20)
vs. 8% (7/87). Similar results have been found in colorectal
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cancer in Lynch syndrome (69). Among histological types
of sporadic ovarian cancer, p53 mutations were found at a
frequency of 85% (17/20) in serous adenocarcinoma and at
significantly lower frequencies of 30% (8/27) in endometrioid
adenocarcinoma (P=0.00029) and 18% (7/39) in clear cell
adenocarcinoma (P<0.0001). PIK3CA mutations were found
in 30% (6/20) of Lynch syndrome-associated cases of ovarian
cancer, similar to the rates in endometrioid adenocarcinoma
(36%: 10/28) and clear cell adenocarcinoma (36%; 14/39) in
sporadic ovarian cancer. Among the histological types of
sporadic ovarian cancer, PIK3CA mutation was significantly
higher in endometrioid adenocarcinoma (P=0.013) and clear
cell adenocarcinoma (P=0.011) compared with serous adeno-
carcinoma. mTOR inhibitors may be useful for the treatment
of cases with a PIK3CA mutation (65). Hypomethylation of
CDKN2B and LINE] was significantly increased in sporadic
ovarian cancers compared with Lynch syndrome cases (both
P<0.0001). LINE] is important in advanced stages of ovarian
cancer (69) and this result is consistent with the favorable
prognosis of ovarian cancer in Lynch syndrome.

8. Conclusion

There are few clinical studies on ovarian cancer in Lynch
syndrome due to the small number of patients and relative lack
of recognition of this disease. However, differences among
histological types, stages at diagnosis and survival rates have
been described. These findings indicate that ovarian cancer
in Lynch syndrome has different properties from those of
sporadic ovarian cancer and hereditary breast-ovarian cancer
syndrome, which are other forms of hereditary ovarian cancer.
The findings in Niskakoski et al (64) provide strong evidence
for these differences. The absence of p53 and KRAS/BRAF
mutations in ovarian cancer in Lynch syndrome is similar to
the hereditary features of colorectal cancer in Lynch syndrome.
Anti-epidermal growth factor antibodies may have efficacy for
this form of colorectal cancer and may also be useful for ovarian
cancer in Lynch syndrome (69). Cases with PIK3CA mutations
may be treated effectively using mTOR inhibitors. Further
clinical studies and investigation of the genetics of ovarian
cancer in Lynch syndrome are required to improve risk assess-
ment, screening and development of novel drugs for this disease.
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