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PAC PIEM PHA HE CAC TRUONG HOP MAC HOI CH’NG LYNCH
Bui Bich Mai'2, Pham Cam Phwong!2, Poan Thi Kim Phuong?

TOM TAT

HG6i chiing Lynch la mét r6i loan di truyén lam
tadng nguy cd mac cac loai ung thu, dac biét la ung
thu' dai truc trang, ndi mac tr cung va mét s6 loai ung
thu' khac. Nguyén nhéan chl yéu do mang céc bién thé
gay bénh gen stra chifa bat cap sai DNA (gen MMR)
gom MLH1, MSH2, MSH6, PMS2 va EPCAM. Viéc phat
hién cac trudng hdp mac hdi chling Lynch c6 y nghia
quan trong trong séng loc, tu van di truyén va du
phong ung thu cho benh nhan va ngugi than trong gia
dinh. Nghién clru mé ta 8 trudng hgp ngudi bénh
dugc chan doan mic hoi cerng Lynch thong qua xet
nghiém di truyén phat hién bién the gdy bénh trén cac
gen MMR. Trong 8 trudng hdp, cic gen dot bién dudc
xac dinh bao gom: MLH1: 4 trudng hop, MSH2: 1
trudng hgp, PMS2: 2 trutng hgp va EPCAM: 1 trudng
hdp Cas ngu’d| bénh déu c6 it nhat 1 ngudi thén thé
hé th& nhat hodc thu hai mac ung thu hodc t&r vong
sém do bénh. Dac diém v& pha hé cho thay su I3p lai
ung thu qua cac thé hé trong cac gia dinh hodc nhiéu
ngu‘d| dugc chan doan mac ung thu. Hoi chiing Lynch
cd biéu hién rd rang qua tién sir ung thu gia dinh va
dugc xac dinh théng qua xét nghiém gen MMR. Viéc
phat hién sém cac trudng hop mang dot bién MMR
gilip can thiép kip thdi, nang cao hiéu qua diéu tri va
tam soat ung thu cho nger| bénh cling nhu than
nhan. Khuyen ngh| can mg@ rong xét nghiém di truyén
cho cac thanh vién trong gia dinh bénh nhan dé
phong nglra va phat hién s6m ung thu. 7o khod: Ung
thu di truyén, Hoi chiing Lynch, Pha hé, Gen MMR

SUMMARY
FAMILIAL PEDIGREE CHARACTERISTICS

IN CASES OF LYNCH SYNDROME

Lynch syndrome is a hereditary disorder that
increases the risk of various cancers, particularly
colorectal cancer, endometrial cancer, and several
other types. It is primarily caused by mutations in DNA
mismatch repair (MMR) genes, including MLH1, MSH2,
MSH6, PMS2, and EPCAM. Identifying cases of Lynch
syndrome is crucial for cancer screening, genetic
counseling, and prevention in both patients and their
relatives. This study describes eight cases of
individuals diagnosed with Lynch syndrome through
genetic testing that detected mutations in MMR genes.
Among the eight cases, the mutated genes identified
were: MLH1 in 4 cases, MSH2 in 1 case, PMS2 in 2
cases, and EPCAM in 1 case. All eight patients had at
least one first- or second-degree relative who had
cancer or died prematurely from the disease. The
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pedigree characteristics showed a recurrence of
cancer across generations within families or multiple
family members being diagnosed with cancer. Lynch
syndrome is clearly reflected in family cancer history
and can be confirmed through MMR gene testing.
Early detection of individuals carrying MMR mutations
enables timely intervention, improves treatment
outcomes, and enhances cancer screening for both
patients and their relatives. It is recommended that
genetic testing be extended to family members of
affected individuals to help prevent and detect cancer
at an early stage. Keywords: Cancer Genetics, MMR
gene, Lynch Syndrome, Pedigree

I. PAT VAN PE

Hoi chirng Lynch hay con goi la ung thu dai
truc trang di truyén khong polyp (Hereditary
nonpolyp05|s colorectal cancer - HNPCC), la mot
roi loan di truyen trdi trén nhiém sic thé thufdng,
gay ra bdi cac dot bién trong cac gen slra chita
ghép cadp sai DNA (MMR — Mismatch repair) nhu
MLH1, MSH2, MSH6, PMS2 va EPCAM. Nhifng dot
bién nay lam tdng nguy cd mac nhiéu loai ung
thu, dac biét la ung thu dai truc trang va ndi mac
tir cung, cung vdi cac loai ung thu khac nhu da
day, bubng triing, tuy, dudng tiét niéu va ndo.!

Dic diém phd hé cla hdi chliing Lynch
thudng thé hién qua su hién dién cia nhiéu
ngudi mac ung thu trong cung mét gia dinh, vdi
cac loai ung thu lién quan xay ra & dd tudi sém
hon so véi dan s chung, thudng trudc 50 tudi.
Bénh co thé xuat hién lién tuc qua nhiéu thé hé,
vGi ty |€ di truyén khoang 50% tir b6 hoac me
mang gen dot bién sang con cadi, khong phan
biét giGi tinh. Cac d3c diém pha hé nay la co s&
dé ap dung cac tiéu chudn chan doan nhu tiéu
chudn Amsterdam II va Bethesda, gilip nhan
dién céac gia dinh c6 nguy cc cao va hudng dan
cac bién phap tam soat sém, tu van di truyén va
quan ly diéu tri hiéu qua.?

Dé xac dinh nguy cd mac hdi chiing Lynch,
viéc thu thap lich s ung thu gia dinh chi ti€t qua
it nhat ba thé& hé la can thiét. Cac tiéu chudn nhu
Amsterdam II yéu cau co6 it nhat ba ngudi than
mac ung thu lién quan dén hdi chldng Lynch,
trong dé mot ngudi la ho hang bac mot cla hai
ngudi con lai, va it nhat moét ngudi dudc chan
dodan trudc tudi 50. Tiéu chudn Bethesda sira doi
cling dugc st dung dé xac dinh cac trudng hop
can xét nghiém di truyén.®> Mot nghién clu gan
day tai Trung Qudc da mo ta mét gia dinh bon
th€ hé vdi hoi chiing Lynch, trong dé cé thanh
vién mac nhiéu loai ung thu déng thdi va lién
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ti€p, bao gobm ung thu dai truc tréng, bang
quang, buong tru’ng, ndi mac tor cung, vU, tuyén
giap, ph6i, gan va ndo ac tinh. Piéu nay cho thay
su da dang va phuc tap trong bi€u hién 1dm
sang cua hoi chirng nay.* Viéc nhan dién sém
cac gia dinh ¢ nguy cd cao mac hdi chiing
Lynch théng qua phan tich pha hé dong vai tro
quan trong trong viéc huéng dan sang loc, tu
van di truyén va quan ly y t€ phu hgp. Diéu nay
giup cai thién tién lugng va chat lugng cudc séng
cho nhitng ngudi c6 nguy cg cao.

Il. DOI TUONG VA PHU'O'NG PHAP NGHIEN CU'U

2.1. Pdi tugng va dia diém nghién ciru.
08 trudng hop chan doan ung thu dai truc trang
da dugc xac dinh mac Hoi chirng Lynch tai Trung
tdm Y hoc hat nhan va Ung budu, Bénh vién
Bach Mai

2.2. Phuong phap nghién ciru

- Thiét k€ ngh|en ctru; Nghién clru mé ta

- C¥ mau va chon mau: C3 mau nghién cliu
dugc chon theo phufdng phap Iay mau thudn tién.

2.3. Cac bién s0, chi s6 nghién ciru

- Tudi, gidi

- Céc bién thé gen gay bénh

- DP3c diém Vvé tién s gia dinh cla nhiing
trudng hgp mac Hoi chirng Lynch

2.3. Pao dirc nghién ciru

- Tat ca thong tin nghién ctu dugc thu thap
mot cach trung thuc va khoa hoc.

- Ngugi bénh dong y tham gia nghién ciru va
moi thong tin cd nhan cla ngudi bénh sé dugc
gilr bi mat va chi dung cho muc dich nghién clu.

1. KET QUA NGHIEN cUU

3.1. Pac diém tudi, gidi va tién s gia
dinh cta ngudi bénh. Trong 08 trudng hgp
chan doan héi chiing Lynch, c6 6 nit, 2 nam; 4
trudng hgp dudc chan doan dudi 50 tudi va 4
trudng hop trén 50 tudi.

Cac bién thé gen gay bénh da xac dinh & cac
trudng hgp nay nhu sau:

Bang 1. Cic bién thé gen giy bénh 6 8

truong hop méac Héi ching Lynch

Gen N %
MLH1 4 50
MSH2 1 12,5
MSH6 0 0
PMS2 2 25
EPCAM 1 12,5
Tong 8 100

Bang 1 cho thdy, c6 4/8 trudng hgp (chiém
50%) cac trudng hdp mac Lynch lién quan dén
gen MLH1, sau do la 2/8 trudng hdp (chiém
25%) lién quan dén gen PMS2, 1/8 trudng hgp
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lién quan dén gen MSH2 hodc EPCAM. Chua ghi
nhan trudng hgp nao mac hdi chiing Lynch lién
quan dén gen MSH6.

Ching toi tim hi€u tién s gia dinh & 08
truGng hgp mac Hoi chirng Lynch (Bang 2)

Bang 2. Tién su’ gia dinh o cac truong
hop mac Lynch (n=8)

Nguci
bénh Tién sur gia dinh
(NB)
NB 1 Ba n6i mat do ung thu' di cdn phdi ndm
71 tudi (khong ro loai ung ter)
NB 2 |Me rudot mat nam 40 tudi (khdng ro bénh)
NB 3 Ong ndi, bac ruét bén bé mat do di ngoai
phén den (khoang nam 40 tuoi)
Em gai rudt ung thu dai trang mat nam
NB 4 49 tudi, me dé mat ndm 51 tudi
(khdéng rd bénh)
NB 5 | C6 rudt mac ung thu da day ndm 46 tudi
Anh trai rudt mac ung thu dai trang nam
NB 6 38 tudi, me dé méat ndm 37 tudi
(khong ro bénh)
BG rudt mac ung thu truc trang nam 54
NB 7 |tudi, 2 bac bén b3 chan doan ung thu dai
trang mat trudc 60 tudi
NB 8 |Me rudt mat ndm 60 tudi (khdng ro bénh)

Qua khai thac thong tin tién st gia dinh, tat
ca cac truong hdp méc Lynch déu co tién sur gia
dinh mac cac ung thu lién quan dén hdi chirng
Lynch, cu th€: cd 5/8 ngudi bénh mac hdi
chirng Lynch c6 nguGi than bac 1 va 4/8 ngudi
bénh cd ngudi than bac 2 dugc chan doan cac
ung thu lién quan Hoi chifng Lynch hodc tr vong
tré tudi lién quan dén bénh.

3.2. Cac ca bénh minh hoa

Ca bénh 1: H6i chirng Lynch mang bién
thé gay bénh trén gen MLH1. Ngudi bénh
nam dudc chan doan ung thu dai trang sigma tur
nam 29 tudi. Mé bénh hoc xac dinh ung thu biéu
mo tuyén ché nhéy kém biét hda, cd xam nhap
mach, than kinh va di cdn hach. K&t qua nhuém
héa md mién dich cho thdy khGi u mét biéu hién
protein MLH1 va PMS2. Xét nghiém di truyén
phat hién bién thé dudc phan I3p gdy bénh trén

gen MLH1.
&

nljé

Hinh 1. Pha hé nguoi bénh mac héi ching
Lynch mang bién thé gdy bénh trén gen MLH1
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VE tién st ca nhan, ngudi bénh khong co tién
st ung thu hodc bénh ly man tinh truéc dé. Trong
gia dinh, cd rudt tirng dugc chan doan ung thu da
day & tudi 48, con dng ndi méat khoang nam 30
tudi nhung khdng rd nguyén nhan.

Ca bénh 2: Hoi chirng Lynch mang bién
thé giy bénh trén gen MSH2. Ngudi bénh nit
dugc chan doén ung thu' dai trang ndm 69 tudi.
Thé giai phau bénh thudc dang Ung thu bi€u md
ché nhay kém bi€t héa, xam nhap mach, than
kinh va di can hach. Két qua Nhudm hdéa mo mien
dich cho th8y khdi u mét bi€u hién protein MSH2
va MSH6. Xét nghiém di truyén phat hién bién thé
dugc phéan I8p gay bénh trén gen MSH2.

Tién s ban than: ngudi bénh tang huyét ap
5 ndm va chua dugc ghi nhan mac ung thu & bat
ky cg quan nao trudc do.

Tién st gia dinh: C6 me dé méat ndm 51 tudi,
nguyén nhan mat do bénh (khong rd bénh tat), em
gai rudt mat ndm 49 tu("jgo ung thu dai trang.
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Hinh 2. Pha hé nguoi bénh méc hdi chirng
Lynch mang bién thé géy bénh trén gen MSH2

IV. BAN LUAN

4.1. Pac diém tién sir gia dinh cha
ngu'di bénh. Cac gen stra chifa sai st bat cap
DNA (MMR) nhu MLH1, MSH2, MSH6, PMS2 va
EPCAM ddng vai trd quan trong trong viéc duy tri
tinh toan ven cta bd gen. Céc bién thé gay bénh
dong mam trén cac gen nay la nguyén nhan
chinh gay ra hoi chiing Lynch - hoi chdng di
truyén lam tdng nguy cd mac UTDTT va cac loai
ung thu khac nhu ndi mac tr cung, da day va
dudng tiét niéu. Tién sr gia dinh la yéu t6 quan
trong trong viéc phat hién cac bién thé gay bénh
dong mam MMR. Nghién ciru cho thdy mét biéu
hién ctia gen MSH2 c6 lién quan dén tién sir gia
dinh phl hgp vdi tiéu chi chdn doan Lynch. Tuy
nhién, viéc dua vao tién st gia dinh dé sang loc
MSI-H trong UTDTT ¢4 thé bd sét mét s6 trudng
hop, do do, khuye”zn nghi thuc hién sang loc
Lynch cho tat ca cac trudng hgp UTDTT.>

Tién st gia dinh khong chi ho trg phét hién
doét bién MMR ma con anh hudng dén nguy co
phat trién ung thu & ngudi mang dét bién. Nguy
cd ung thu ndi mac tir cung tang gap doéi ¢ phu

nit co tién st gia dinh mac Lynch. Tudng tu,
nguy cd ung thu dudng tiét niéu ciling tang dang
k&€ & ngudi mang dot bién MSH2 cd tién s gia
dinh mdc bénh.® Viéc danh gia tién st gia dinh
két hgp véi xét nghiém di truyén gilp xac dinh
nguy ¢ va xay dung chién lugc sang loc phu
hgp. Trén thé gidi, mot s6 mo hinh du doan nhu
MMRPredict, MMRPro va PREMM da dugc phat
trién dé udc tinh nguy cd mang doét bién MMR
dua trén tién st ca nhan va gia dinh . Tuy nhién,
do han ché cla viéc chi dua vao tién sir gia dinh,
viéc sang loc toan dién, bao gom ca xét nghiém
MSI va IHC, dugc khuyén nghi d& phat hién
Lynch mot cach hiéu qua.

Trong 08 trudng hdp phat hién mang bién
th& gen MMR — chan doan xac dinh hdi chiing
Lynch, tat ca cac truGng hgp déu co tién sl gia
dinh c6 ngudi thdn bac 1 va 2 mac ung thu hodc
méat do bénh khi tré tudi. Mdi lién quan gilta dot
bi€én gen MMR va tién sir gia dinh la yéu t6 then
chét trong viéc phat hién va quan ly héi chiing
Lynch. Tién st gia dinh cung cap thong tin quan
trong nhung khdng du dé phét hién tat ca cac
trudng hgp Lynch. Do dé, két hgp danh gia tién
sir gia dinh véi cac phuong phdp sang loc di
truyén hién dai la can thiét dé dam bao phat hién
va diéu tri kip thdi, tir d6 cai thién tién lugng cho
ngudi bénh va ngudi than trong gia dinh.

4.2. Cac ca bénh minh hoa

Ca bénh 1:Ngudi bénh nam, 32 tudi, mang
bién thé gay bénh trén gen MLH1

Ngugi bénh co chi dinh tu van di truyén va
xét nghiém di truyén vi chén doan ung thu tré
tudi, co tién sur gla dinh mac ung thu lién quan,
nhuém hda md mién dich c6 mat bi€u hién cla
protein lién quan hdi chiing Lynch (theo hudng
dan clia NCCN - Mang Iudi ung thu qudc gia My).
Két qua xét nghiém gidi trinh tu’ gen thé hé mdi
(NGS) phat hién 01 bién thé gay bénh trén gen
MLH1. NguGi bénh dugc tu van di truyén vé dac
diém bénh va nguy cd ung thu cac co quan khac
va dugc khuyén cdo lam xét nghiém di truyén
trén ngudi than dé cd k& hoach tdm soat va can
thiép s6m phu hgp.

Ca bénh 2: NguSi bénh ni¥, 69 tudi, mang
bién thé gay bénh trén gen MSH2

Ngugi bénh cé chi dinh tu van di truyen xét
ngh|em di truyén theo cac tiéu chuén chan doan
va hudng dan hlen nay nhu co tién sir gia dinh
céd ngu‘dl than mac ung. thu dai truc trang trudc
50 tudi, nhudm hdéa mé mién dich c6 mét biéu
hién cua protein lién quan héi chirng Lynch (Hoi
chirng ung thu dai truc trang di truyén). Két qua
xét nghiém giai trinh tu gen thé hé mdi (NGS)
phat hién 01 bién thé gdy bénh trén gen MSH2.
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