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’Department of Nursing Siriraj Hospital

ABSTRACT

BACKGROUND: Cancer continues to be the leading
cause of death. Breast cancer is the most common
cancer in women. Early cancer detection can improve
overall survival, quality of life and reduce healthcare
expenses. However, hereditary breast cancer
syndromes can cause cancer at an early age before
screening recommendations in clinical guidelines.
OBJECTIVES: Asymptomatic family member
screening provides health benefits through breast
cancer early detection.

METHODS: A prospective observational study enrolled
breast cancer patients clinically indicated for genetic
testing according to NCCN Guideline for Genetic/
Familial High - Risk Assessment. Demographic data,
cancer, and treatment data were collected. Blood
samples were sent for cancer gene panel tests by
next - generation sequencing. The significant
association between clinical data and pathogenic
variants or likely pathogenic variants (P/LP) in cancer

genes was evaluated by x2 or Fisher’s exact test.

RESULTS: Forty - one participants were enrolled in
the study. Six patients had pathogenic variants in
BRCA1, BRCA2, CDH1, PMS2, and WRN genes,
and 15 patients had Variant of uncertain significance
(VUS) in APC, ATM, BRCA1, CHEK2, FANCA,
MLH1, MSH2, and NF1 gene. None of the patients
had a family history of cancer. Histology grade of
cancer was associated with gene mutation status.
CONCLUSIONS: Hereditary breast cancer can be
identified in patients without a family history of cancer.
Pathogenic mutations associated with breast cancer
can be identified in several cancer genes. Therefore,
cancer screening in asymptomatic high - risk family
members can detect breast cancer early, improve
survival and quality of life and reduce healthcare
costs.

KEYWORDS: breast cancer, genomics, hereditary
breast, ovarian cancer syndrome, familial cancer

syndrome
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406

o = J aa v
NITITHUINMTANY N NIMIAATADUN TIsemennansgi/nna

1171 38 avun 4 .0, - 5.9. 2564

U = v dl v 1 a v [l g

Athouznsudunfidhiulasims Sdededlu
MIEIATIITATAUINITY Y9WNQ 5 T8 I@ﬂ@?ﬂm
vzisaduailaany laiiiu 45 U wu Pathogenic
mutation Fapaz 8.7 uuziSaduuiliaayluifiu 50
T uazfidszifidunziToenuusn (second primary)
WU Pathogenic mutation Jaziaz 100 ;:J:ﬂ’aslmﬁd
wWnwusha Triple negative Lﬁamgjvlmﬁu 60 1 wu
Pathogenic mutation 38eas 20 HilouziTad Uy
waawuud VUS uaz fihodunziiiaiud 2 oiia
WU Pathogenic mutation 38882 20 (AN319LEIUN 3)

MNMIAANzRdaya iNaniANENRUS
FeRINTRYAN U ULALAN B IUEN9UTETINTV RS
X R o o ¢ A Ao o go
Arhongudans AunsnaoRuiasdwiFuRET
NZATIEUN WU Jies Histology grading LNt
Aa e o fa o & A Aa P
ffianwduiuiiunnanorutvesiuiilonagd

o v a = v a ISI
azmlmn@mmmmu (ALRINUN 4)

=Y
anilsema
=1 2!’ 1 U = U ;:' .

nsdninud gihpunsadunfinninm
Tulsawenuaaynidiims uaziidedsdlunsasa
mInmoRuiveidunanzTIRuInITNAINAUUIh
289 NCCN' a71awumIina1u#uizad BRCA1/2

9 o & A A a
3 au (Fouaz 7) uaznanansnuizesdududn 3 au
(Favaz 7) Tydnindayaan Systematic review
WU AnwgnvaInInaRuslubu BRCA lungu
HEHRRHPGH QﬁﬁﬂiﬁamﬁaLﬁmulumaua%’a
winiduuziisiduusiia Triple negative a1g
wasnin 60 U wu'ldsesaz 10 - 20° msdnulu
Uszinalnedainisasanisnaiswuivesi
1 = v dl 1 U Q. U a
Aanziiadunfidnonaalanswugnisn ludied
PUITONNALUEHNUDI NCCN LouLa8In Wuin
fimIinansWuivasdn BRCA1/2 ldTauaz 18 uaz

a 6 a 4{ 2 6 d'
nInasiutvasBudusivienas 23.9° Galunns

Anudiwy VUS De3asaz 51

X e , 4,
“anNaINW 834 Pathogenic variant Nvinanla
1éur CDH1 mutation $IWUIN HANMUFURUTAY
Hereditary diffuse gastric cancer syndrome’ L&

' o oA o o o X
GBNTBIWLIN UANUINAWDNY Hereditary lobular

a_ v g = &
breast cancer syndrome ana7g lavlunsdnsnii
wulugthendgs lifidseTauzssluaseuaia asia
WU Locally advanced triple negative breast cancer,
invasive ductal carcinoma histology Y=g 42 gl
le3unssinda laaflaile Adjuvant treatment #d9an
% & Local recurrence VDY) 437 e Neoadjuvant
doxorubicin/Cyclophosphamide L8z Paclitaxel lasn

dad  a _ o
MInauakeINiafigana Stable disease uaz &
Clinical progression during neoadjuvant therapy LLas
5 . . A [ a
4 Systemic progression melu2 LAURAINY ABILAA
11a

PMS2 mutation wutasls Lynch syndrome
FaunwWU Microsatellite - unstable colorectal cancer
wazwuldlugihoengden wazeraiduawdoalu
> 9 a A2 ' A e o €
avauas?’® laafinnsdnsnuin enalanuFuAus
92W379 Lynch syndrome AUNNIIAQNzIIIE ML
laglunisdnsnit wulugihondgs Liduseiuasadlu
ATAUATI MIIANU Locally advanced luminal A like
breast cancer Utuzany 43 i laSumseinda was
Adjuvant doxorubicin/Cyclophosphamide W8
Paclitaxel lasluumeiile Adjuvant hormonal
treatment Uazlsa ﬁaaauayj’auﬁaﬂa@ﬁu
WRN mutation G3wui1 nalsa Werner's
syndrome Fa1fu Autosomal recessive disorder 4
V‘iﬂﬁamwinmm,l,ﬁﬁaui'ﬂmmé’aﬁﬁgﬁ'ﬂju U
o Y a a s a '
MmlmAaanuianeluszdu Cell waztianinuly
a a Ha_ < a =2 v o ¢
LEHEIVRI3 N BNV BRMIANIWLANUFURUT
921319 WRN protein expression LazazlIdwaan
dru” lalunsdnmit wuludthendgs liddseTa
uz159lunsauaT a9y Early breast cancer e
a1g) 66 T uazdaNIWy Advanced lung cancer Utwe
011 68 T
& | A = o A =2 A A
audadnandiidegiu Insfinwuaiasile
P 4 A A - A o
WaldvinuwsanuidsinazianuiaUnfvesnsd
s 6 = ::' o v a = v =
msnmmwugﬂlaaﬂuﬂﬂﬂﬁm(ﬂmmmmmaww:ﬂu
BRCA ldun PENN Il model™™ uaz BRCAPro'™
I3 v o A ) a € A a
Wudu lasiladofziundmimeiiiNesdseIa
a wna PN e o o
asauai laslimsnmeadiamaasidudeulunis



Vol.38 No.4 Oct. - Dec. 2021

407

J Prapokklao Hosp Clin Med Educat Center

[

o 1 I =1 == v
fMurmANUIzL e Tun1sdnuiilslaiany
A & L. .. =
wangIunazAnNE Clinical predictive marker Nag
FwsaNuReINIzianuialnfvasmsimInany
o 6 = d' o v Aa 3 v ' - .
wu'gmaazmwm‘l,w,ﬂ@mml,muu LAWLLNE Histol-
. \ & doe o gwo a .
ogy grading LNWUBNIRUANUINUNIIN Pathogenic
variant V898w aNL3
1 A A o > ' lﬂl lal tg
2819 13AA WINTI1WINVBIFIDENINLANNT 1
mw‘hlﬁé’mwmmumiﬂmﬂﬁuﬁfgﬂﬂﬁlﬁmﬁ'u
Toyaluafa uazaravilidunwy Clinical predictive
4 \ 4 4 a o A
model A&V UIBANULREINzTANNRAUNG
°naamiﬁmﬁﬂmﬂﬁuhfmaaﬁuﬁﬁﬂﬁt,ﬁ@uzﬁaLﬁmu
lanenslnpddyneadale
mﬁ\‘lLé’mwmmmmwwmmslﬁuﬁjmmﬁu
ﬁamﬁdﬁuqﬂﬁﬂﬁ lag'lidndudasdidsTa
ATALAIY Lm:miﬂmmﬁuﬁmaaﬁuﬁﬁmsdwm@
=4 U £ o =) k2 A a
mmmmuﬂ@mawu‘gmm Fleviaotn uazaziain
gralunisasianansadvzSadunluasauasives
EH vilwananduwulsa ldasndseuzdun niaus
N33 Premalignant lesion S9anansafiazilasnuns
AauztSadnyla s‘ﬁoﬁwmgjmﬂﬁuiamamﬁaﬂ
Fia Lﬁuqmmw%ﬁm wazaaa TNy dneay
LA v A v = =
Imﬂgaawmamumm: fa MIPLILNTANEN
e vi  aa ¥ o4 ¥
lwawuaumaagﬂm'«aslmmuﬁﬂmmim:mwaq
X { &‘ o v v
U2 InTANNNWNRAINAA18T% a1avn lrauny
Clinical predictive model N&NNTARIWIBAINLTE
ISI a a a a o 6 A ISI
fazlianuialnduesnsinmsnateWuivaddui
liiienziSaduy leadifinudadynesiale
LLa:midammmiﬂmUﬁu'nfmaaﬁuﬁﬁmiﬁwm@
< £ £ % l:ﬂl oA 1
mnumuﬂ@mawugﬂﬁu I@mvlmaaﬂmgu
Usz11ns m’«aaa:vl,oi’wué'mﬂmﬂﬁ@msnmmﬁufmm
A = Py v » A
AunanzSilutszndlng lasnaradasdinuisas
mm@im;u’éﬂﬂ%fa
nalsslaninudon: Tl
O EE I ITE DS TE IS "Lﬁ%’umsaﬁumgu@hmmLﬁamm‘qm
Funauzi3e ’a]'mIﬂS{m’]S Genomics Thailand
LONANID19D9
1. Daly MB, Pal T, Berry MP, Buys SS, Dickson P, Domchek

SM, et al. Genetic/Familial high-risk assessment: breast,

7.

ovarian, and pancreatic, version 2.2021, NCCN clinical
practice guidelines in oncology. J Natl Compr Canc Netw
2021;19:77-102.

Daly MB, Pilarski R, Yurgelun MB, Berry MP, Buys SS,
Dickson P, et al. NCCN guidelines Insights: genetic/
familial high-risk assessment: breast, ovarian, and
pancreatic, version 1.2020. J Natl Compr Canc Netw
2020;18:380-91.

Soliman NA, Yussif SM. Ki-67 as a prognostic marker
according to breast cancer molecular subtype. Cancer
Biol Med 2016;13:496-504.

Kanyilmaz G, Yavuz BB, Aktan M, Karaaga¢ M, Uyar M,
Findik S. Prognostic Importance of Ki-67 in breast
cancer and its relationship with other prognostic factors.
Eur J Breast Health 2019; 15:256-61.

Armstrong N, Ryder S, Forbes C, Ross J, Quek RG.
A systematic review of the international prevalence of
BRCA mutation in breast cancer. Clin Epidemiol
2019;11:543-61.

Lertwilaiwittaya P, Roothumnong E, Nakthong P, Dungort
P, Meesamarnpong C, Tansa-Nga W, et al. Thai patients
who fulfilled NCCN criteria for breast/ovarian cancer
genetic assessment demonstrated high prevalence of
germline mutations in cancer susceptibility genes:
implication to Asian population testing. Breast Cancer
Res Treat 2021;188:237-48.

Shenoy S. CDH1 (E-Cadherin) mutation and gastric
cancer: genetics, molecular mechanisms and guidelines
for management. Cancer Manag Res 2019;11:10477-86.
Corso G, Montagna G, Figueiredo J, La Vecchia C,
Romario UF, Fernandes MS, et al. Hereditary gastric and
breast cancer syndromes related to CDH1 germline
mutation: a multidisciplinary clinical review. Cancers
(Basel) [Internet]. 2020 [cited 2020 July 31] ;12(6):1598.
Available form: https://www.mdpi.com/2072-
6694/12/6/1598/htm

Lee CT, Chow NH, Chen YL, Ho CL, Yeh YM, Lin SC,

et al. Clinicopathological features of mismatch repair



408

o = J aa v
NITITHUINMTANY N NIMIAATADUN TIsemennansgi/nna

'
v A

1171 38 avun 4 .0, - 5.9. 2564

10.

1.

12.

13.

protein expression patterns in colorectal cancer. Pathol
Res Pract [Internet]. 2021 [cited 2021 Apri 18];
217:153288. Available form: https://www.sciencedirect.
com/science/article/pii/S03440338203214397?via%3Dihub
Sheehan M, Heald B, Yanda C, Kelly ED, Grobmyer S,
Eng C, et al. Investigating the link between lynch
syndrome and breast cancer. Eur J Breast Health
2020;16:106-9.

Oshima J, Sidorova JM, Monnat RJ Jr. Werner syndrome:
clinical features, pathogenesis and potential therapeutic
interventions. Ageing Res Rev 2017;33:105-14.

Savva C, Sadiq M, Sheikh O, Karim S, Trivedi S, Green
AR, et al. Werner syndrome protein expression in breast

cancer. Clin Breast Cancer 2021;21:57- 73. e7.

Lindor NM, Johnson KJ, Harvey H, Pankratz VS,

14.

15.

Domchek SM, Hunt K, et al. Predicting BRCA1 and
BRCAZ2 gene mutation carriers: comparison of PENN I
model to previous study. Fam Cancer 2010;9:495-502.
Panchal SM, Ennis M, Canon S, Bordeleau LJ. Selecting
a BRCA risk assessment model for use in a familial
cancer clinic. BMC Med Genet [Internet]. 2008[cited
2020July 31]; 9:116. Available form: https://bmcmedgen-
et.biomedcentral.com/track/pdf/10.1186/1471-2350-9-
116.pdf

Parmigiani G, Berry D, Aguilar O. Determining carrier
probabilities for breast cancer-susceptibility genes

BRCA1 and BRCA2. Am J Hum Genet 1998;62:145-58.



