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TOM TAT

Dt vin dé: Ung the dai - true trang cé 1y 1é mdc va tir vong cao, viéc xdc dinh kiéu biéu
hién cdc protein MMR gitip lwa chon phwong phép diéu tri hiéu qua, déc biét trong héa tri va liéu
phap mién dich. Muc tiéu nghién ciru: Mé ta dic diém mé bénh hoc, xdc dinh kiéu biéu hién cdc
protein MMR va moi lién quan véi dic diém mé bénh hoc theo WHO 2019 trong ung thu dai — truc
trang. Doi tugng va phwong phdp nghién ciru:Mo ta cat ngang, doi twong nghién ciru la 109 bénh
nhén cé két qua chan dodn mé bénh hoc la ung thu dai - tryec trang tai Bénh vién Ung Budu Can
Tho tir thang 03/2025 dén thang 02/2026. Két qud: Khoi u cé dai thé dang sii chiém wu thé véi
84,4% va loai moé hoc carcinom tuyén khong dac hiéu dwoc ghi nhdn nhiéu nhat véi 89%. T Y l¢
khiém khuyét biéu hién cdc protein MMR la 25,7%. Kiéu khiém khuyét biéu hién cdc protein MMR
chii yéu la & cdp protein MLHI va PMS?2 chiém 46,5%. Méi lién quan c6 y nghia thong ké giita
khiém khuyét biéu hién cdc protein MMR véi kich thude va vi tri khoi u (p<0,05). Két lugn: Ty Ié
khiém khuyét biéu hién cdc protein MMR la 25,7% va cé moi lién quan véi kich thude va vi tri khéi u.

Tir khéa: Protein MMR, Héa mé mién dich, Ung thu dai — truc trang

ABSTRACT

THE STUDY OF MISMATCH REPAIR PROTEIN EXPRESSION AND ITS
CORRELATION WITH THE HISTOPATHOLOGICAL
CHARACTERISTICS ACCORDING TO THE WHO 2019
CLASSIFICATION IN COLORECTAL CANCER

Nguyen Thi Nam Phuong', Ho Long Hien?", Tien Thanh Liem’
1. Can Tho Central General Hospital

2. Can Tho City Oncology Hospital

3. 30-4 Hospital

Background: Colorectal cancer has a high incidence and mortality rate, and identifying
MMR protein expression patterns helps to choose effective treatment methods, especially in
chemotherapy and immunotherapy. Objectives: Describe the histopathological characteristics and
determine the mismatch repair protein expression pattern and its correlation with the
histopathological features of colorectal cancer according to the World Health Organization 2019
classification. Materials and methods: A cross-sectional descriptive study was conducted on 109
patients histopathologically diagnosed with colorectal cancer at Can Tho Oncology Hospital from
March 2025 to February 2026. Results: Tumors mainly had an exophytic gross appearance (84.4%)
and were mostly adenocarcinoma not otherwise specified (8§9%,). The rate of mismatch repair protein
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deficiency was 25.7%, predominantly involving MLHI and PMS?2 (46.5%), and was significantly
associated with tumor size and location (p<0.05). Conclusion: The rate of mismatch repair protein
deficiency was 25.7% and was associated with tumor size and location.

Keywords: Mismatch repair protein, Immunohistochemistry, Colorectal cancer

I. PAT VAN PE

Ung thu dai - trye trang (UTDTT) 1a mot trong nhiig ung thu phd bién gay ganh
nang dbi voi hé thong strc khoe trén toan thé giéi voi hon 1,9 triéu ca moi méc va 900.000
ca tu vong toan cau. Ta1 Viét Nam, véi 16.835 ca mac méi va 8.454 ca tir vong mdi nam,
UTDTT xép thir tu vé ty 1€ moi méc va xép thtr nam vé ty 1¢ tu vong [1]. UTDTT phat trién
thong qua 3 con duong mat 6n dinh Ve gen la: con duong mat 6n dinh nhlem sdc thé, con
duong si€u dot bién va con duong mét on dinh vi vé tinh. Trong do6, 15% xudt phat tir con
duong mat On dinh vi vé tinh, nguyén nhan do dot bién hé gen sira chira ghép cap sai DNA
(Mismatch Repair genes - gen MMR) giy mét chic ning stra chita ghép cip sai cia cic
protein twong Umg (Mismatch Repair protein — protein MMR). Nhiing protein quan trong
trong nhom bao gom: MLH1, MSH2, MSH6 va PMS2 [2].

Hién nay, viéc xac dinh kiéu biéu hién protein MMR 14 nguyén ven (Proficient
Mismatch Repair protein — pMMR) hay khiém khuyét (Deficient Mismatch Repair protein
— dMMR) duoc khuyén cao thuc hién & bénh nhan (BN) UTDTT bt ké tudi va giai doan.
Nhitng BN c6 dMMR s€ khong dugc huong loi tu thude 5-fluorouracil, loai thudc van duoc
sir dung phd bién trong diéu tri UTDTT. Trong UTDTT giai doan di cin nhitng BN nay déap
mg kém hon véi héa tri thong thuong nhung lai dép tmg t6t hon véi liéu phap mién dich,
kéo dai thoi gian séng thém khong c6 bénh. Do do, viéc xac dinh kiéu biéu hién protein
MMR c¢é ¥ nghia rat quan trong khong nhing cung cip cac thong tin gitp tién lugng, lya
chon phuong phép diéu tri t5i uu cho ngudi bénh ma con gitip sang loc hoi ching Lynch
gop phan quan 1y va tu van di truyén ung thu [2].

I1. POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Pdi twong nghién ciru

- Tiéu chuén chon mau: 13N du’qg chan doan xac dinh 12 UTDTT nguyén phat va
dé duoc phau thudt diéu tri, du mau mo de€ thyc hién xet nghiém héa mé mién dich dé xac
dinh kiéu biéu hién cac protein MMR va dong y tham gia nghién ctru

- Tiéu chuén loai trir: U tai phat sau cac lan diéu tri truéc hodc dugc diéu tri hoa
xa tri trudc phaq) thuat.

- Dia diém va thoi gian nghién ctru: Bénh vién Ung Budu Thanh phd Can Tho.
Thoi gian nghién curu: thang 03/2025 dén thang 02/2026.

2.2. Phwong phap nghién ciru
- Thiét ké nghién ciru: mo ta cit ngang
-CO’mall! Z]2 a/ZXPx(l—P)

n=
d?2

Trong do:

+ n: 13 ¢& mau téi thiéu

+ o 1a sai s loai 1, chung t61 chon a=5% suy ra hé s6 tin cay (1-0)=95%, Z1.42=1,96.

+ d: 1a sai s6 cho phép, ching toi chon d=0,07.

+ p: ty 1¢ AMMR. Theo nghién ctru cua tac gia Vi Thi Thu Hao va cs (2023) tai Bénh
vién Bach Mai thi ty ¢ IMMR 1a 12,4%. Cho p=0,124.
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Chung t6i, tinh dugc ¢& mau t6i thiéu can cho nghién ctru 1a 85. Thyc té, chung t6i
ghi nhan dugc 109 truong hop.

- Phuwong phap chon miu: chon mau thuén tién. Chon tit ca BN thoa tiéu chuan
chon mau trong thoi gian nghién ctru.

- N§i dung nghién ciru:

+ Pic diém chung: tudi, gidi tinh

+ Pic diém mo bénh hoc: kich thude khdi u, vi tri khéi u, loai md, 36 mé hoc, xam
14n thanh rudt va di can hach.

+ Kiéu biéu hién céc protein MMR (MLH1, PMS2, MSH2, MSH6). C6 bicu hién khi
nhén té bao u bat mau nau r3, kém chimg duong trén cung tiéu ban. Miét biéu hién khi nhan te
bao u khong bit mau néu, trong khi mau chimg duong néi kiém van bit mau nau. Danh gia mbi
lién quan gitra khiém khuyét biéu hién cac protein MMR véi dic diém mé bénh hoc.

- Phwrong phap thu théap va xir Iy s6 li¢u: Thu thap cac thong tin tir hd so bénh an,
ghi nhan cac dac diém trén tiéu ban mé bénh béng kinh hién vi quang hoc theo WHO 2019.
Xac dinh kiéu biéu hién cac protein MMR bang k¥ thuat hoa mé mién dich. Nhap va xir Iy
s6 liéu bang phan mém SPSS 25.0.

- Pao dirc nghién ciru: Nghién ctru dugc thuc hién trén co sd ton trong cac van dé
dao duc y hoc, duge Hoi déng Pao dtic trong nghién ctru y sinh hoc cua Truong Pai hoc Y
Dugc Can Tho théng qua véi ma s 25.118. HV/PCT-HPDD ngay 30 thang 06 nam 2025.

III. KET QUA
3.1. Pic diém chung ciia ddi twong nghién ctru
Nghién ctru ghi nhan UTDTT ¢ nhém BN trén 60 tudi chiém wu thé véi 57,8%. Tudi

trung binh cta BN 1a 60,9 £ 12,3. Trong nghién ciru ghi nhan BN nam giéi mac UTDTT
cao hon BN nit voi ty 1€ 1,59/1.

3.2. Pic diém mé bénh hoc
Béang 1. Bac diém mé bénh hoc

Dic diém Tansd (n) | Ty 1é (%)

Dai thé Dang sui 92 84.4

Dang loét 17 15,6

Kich thuéc khéi u <Scm 73 67
>5cm 36 33

Vi tri khoi u Dai trang phai 27 24,8

Dai trang trai 45 41,3

Truc trang 37 33,9

Dang md hoc Carcindm tuyén khong dic higu 97 89
Carcindm tuyén dang nhiy 12 11

Do mo hoc Grad thip 108 99,1
Grad cao 1 0,9

Lép co (T2) 15 13,8

X4m l4n thanh rudt Hét 16p co, md md (T3) 83 76,1

Thanh mac (T4) 11 10,1

Di can hach NO 89 81,7
N1 12 11

N2 8 73

Tong 109 100
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Nhan xét: Phan 16n cac khéi u c¢6 dang sui (84,4%). Vo1 67% khéi u c6 kich thude
<5cm, 33% c6 kich thude >5cm. Khdi u cha yeu xuét hién & dai trang trai (41,3%) va truc
trang (33,9%). V& loai mé hoc, carcindm tuyen khong dic hiéu chiém uu the (89%), 11% la
carcindm tuyén dang nhay. D6 mé hoc chii yéu la grad thap (99,1%). Da s6 cac khdi u xdm
14n hét 16p co va mdé md (T3), chiém 76,1%. Cac khdi u xdm 14n thanh mac (T4) chiém
10,1%. Khong c6 truong hop nao xam lan dui niém (T1) va chi 13,8% xam lan 16p co
(T2). C6 89 truong hop khong cé di cin hach (NO), chiém 81,7%.

3.3. Kiéu biéu hién cac protein MMR va mdi lién quan gitra JMMR véi dic diém
moé bénh hoc
Béng 2. Kiéu biéu hién cac protein MMR

Kiéu biéu hién cac protein MMR Tan s6 (n) Ty 1§ (%)
pMMR 81 74,3
dMMR 28 25,7
Tong 109 100

Nhan xét: Ty 1¢ khiém khuyét biéu hién protein MMR 1a 25,7%.
Bang 3. Kiéu khiém khuyét biéu hién protein MMR

Kiéu khiém khuyét biéu hién protein MMR Tan s (n) Ty 1€ (%)
MLH]1 va PMS2 13 46,5
MSH2 va MSH6 3 10,7
PMS2 10 35,7
MSH6 2 7,1
Tong 28 100

_ Nhaén xet: Trong s6 cac truong hop dMMR, ty 1¢ MLH1 va PMS2 chiém ty 18 cao
nhat 46,5%; tiép theo 1a PMS2 35,7%; MSH2 va MSH6 (10,7%), va MSH6 (7,1%).

Béng 4. Méi lién quan giita dMMR véi dic diém mo bénh hoc

o pMMR dMMR L
bac di€m mo bénh hoc n(%) n(%) Giatrip
a2 Sui 70(76,1) 22(23,9)
Dai the Loét 11(64.7) 6(35.3) 0,324
Kich thuée <5cm 60(82,2) 13(17,8) 0.007
khoi u >Scm 21(58,3) 15(41,7) ’
) Dai trang phai 16(59,3) 11(40,7)
Vi tri khoi u Dai trang trai 33(73,3) 12(26,7) 0.047
Tryc trang 32(86,5) 5(13,5) ’
. Carcindm tuyén khong dic hiéu 71(73,2) 26(26,8)
Loai mo hoc Carcindm tuyén dang nhay 10(83,3) 2(16,7) 0,448
o Grad thip 80(74.,1) 28(25,9)
Do mb hoc Grad cao 1(100) 0(0) 0,743
NIRRT Lép co (T2) 14(93.3) 1(6,7)
Xam if‘lg:ha“h Hét 16p co, md md (T3) 58(69,9) 25(30,1) 0,119
' Thanh mac (T4) 9(81,8) 2(18,2)
NO 65(73) 24(27)
Di can hach N1 10(83,3) 2(16,7) 0,144
N2 6(75) 2(25)
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Nhan xét: Vi phép kiém Chi binh phuong nghién ctru ghi nhan mbi lién quan c6 y
nghia thong ké giita AMMR véi kich thude khéi u (p = 0,007) va vi tri khdi u (p = 0,047).
IV. BAN LUAN

4.1. Pic diém chung ciia dbi twgng nghién ciru

Nghién ctru chiing t6i ghi nhan tudi trung binh 13 60,9 + 12,3 v4i nhom tudi >60
chiém ty 1¢ cao nhat (57,8%). Két qua nay tuong tu v6i nghién ciru Tran Thi Nhu Quynh va
cong su (cs) (2024) véi tudi trung binh 13 63,5 + 11,5 va nhom tudi >60 chiém 65,5% [3].
Nghién ctru Bui Bich Mai va cs (2024) 61 + 13,7, véi nhém tudi >60 chiém 33,8% va nhom
tudi >60 chiém 67,2% [4]. Két qua tir cdc nghién ctru cho thdy UTDTT chu yéu xay ra &
nguoi cao tudi, véi ty 18 BN >60 tudi chiém phan 16n trong cac nghién ctru.

Trong nghién ctru cua Bui Bich Mai va cs (2024) ty 1¢ nam/nir 1a 1,64/1 [4]. Nghién
ctru ctia Yin J va cs (2021) ghi nhan nam chiém da s6 (61,8%), nit chiém 38,2% [5]. Chung
to1 ghi nhan ty 1¢ nam gidi 1a 61,5% véi ty 1€ nam/nir 14 1,59/1; Kkét qua trén phu hop véi cac
két qua nghién ctru trong va ngoai nude.

4.2. Pic diém mé bénh hoc

Vé dac diém dai thé, nghién ctru cua chung t6i ghi nhan khéi u dang sui chiém wu
thé v6i 84,4%; Tran Thi Nhu Quynh va cs (2024) 83,2% va Bui Bich Mai va cs (2024) 85%
[3], [4]. Ty 1€ nay cling tuong dong véi nghién ctru da trung tam cuia Han S.J. va cs (2026)
trén 1.177 BN, dang chdi sui chiém 70,6%. Nghlen ctru cua Han S.J. va cs (2026) ghl nhan
cac khdi u dang phang hodc loét tham nhiém c6 nguy co tur vong cao gap 1,61 lan so véi
dang sui (p=0,01), ngay ca khi c6 cung giai doan TNM. Diéu nay cho thay hinh thai khdi u
khong chi 1a dac diém mo ta ma con phan anh ban chat sinh hoc xam 14n, déng vai trd quan
trong trong viéc phan tang nguy co va dinh hudng diéu tri bo tro [6]. Kich thudc khdi u dudi
Scm chlem uu thé trong nghién ctru (67%), twong dong v6i két qua cua Bui Bich Mai (68%)
va Tran Thi Nhu Quynh (65,8%) [3], [4]. Su twong dong nay cho thiy xu hudng phat hién
bénh ¢ giai doan khdi u con khu tra, giiip néng cao hiu qua diéu tri. V& vi tri giai phau,
nghién ctru ctia chung t6i ghi nhan khoi u tap trung chi yéu ¢ doan xa véi ty 18 cao tai dai
trang trai (41,3%) va truc trang (33,9%). Két qua nay tuong dong véi cac nghién ctru gn
day tai Viét Nam cua Tran Thi Nhu Quynh (37,5% va 34,2%) va Bui Bich Mai (35% va

34%) [3], [4]. Nghién curu ciia Han S.J. va cs (2026) cling ghi nhén ty 1¢ kh01 u 0 doan xa
chiém t6i 79,1% [6]. Pac diém phan bd nay phan anh mot xu hudng dich t&€ hoc dic trung
ctia UTDTT tai khu vuc A bong, noi cac khéi u ¢ dai trang trai va tryc trang thuong chiém
ty 1& nhidu hon dai trang phai.

Vé dic diém mo bénh hoc, carcindm tuyén khong déc hiéu la loai thuong gap nhit
trong nghién ctru (89%). Két qua nay twong dong voi Tran Thi Nhu Quynh va cs (2024)
(91,8%) va Nguyén Quéc Dat (2022) (70,1%). Su chiém uu the cua carcindm tuyen khong
dac hiéu so véi cac loai khac nhu carciném tuyén nhay hay té bao nhén 13 dic diém dién
hinh d4 dugc ghi nhan rong rii trong cc bao cao vé UTDTT. V& giai doan T va N, nghién
ctru ghi nhan da s khdi u xam 14n sau voi ty 18 T3 va T4 1an luot 14 76,1% va 10,1%; di can
hach chiém 18,3%. Két qua nay co sy twong ddng nhat dinh véi Tran Thi Nhu Quynh va cs
(2024) khi da s6 truong hop ciing & giai doan xam lan sau va c6 di cin hach [3]. Su khac
biét vé ty 1é cu thé giita cac nghién ctru ¢6 thé do ¢& miu va thoi diém chan doan, nhung
nhin chung déu phan anh tinh trang BN thudng dén vién khi khdi u di tién trién qua 16p co.
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4.3. Kiéu biéu hién cac protein MMR va mdi lién quan giira JMMR véi dic diém
moé bénh hoc

Nghién ciru ctia chung t6i ghi nhan ty 16 dMMR 1a 25,7%; cao hon so véi két qua
ctia Vi Thi Thu Hao va cs (12,4%) [8] nhung thip hon so v6i V& Vin Kha va cs (36,6%)
[9]. Pang chu y, dii ciing thyc hién tai Bénh vién Ung buéu TP. Can Tho, nhung ty 1¢ trong
nghién ctru cta chung t6i thdp hon nghién ciru cia V& Vian Kha va cs. Su khac biét nay c6
thé giai thich do ddc diém mau: nghién ctru ctia V4 Vian Kha va cs tap trung hoan toan vao
BN giai doan II — nhom dbi trong dugc ghi nhan co ty 16 dIMMR cao hon so véi cac giai
doan tién xa. V& biéu hién protein MMR, nghién ctru ghi nhan sy thiéu hut cap MLH1/PMS2
phd bién nhét (46,5%), twong ddng voi Vi Thi Thu Hao va cs (2023) (53,8%) va Yildirmm
F va cs (2024) (53,2%) [8], [10]. Pay la nhém d6i tuong can xét nghiém dot bién gen BRAF
dé phan biét giita ung thu 1é té va hoi ching Lynch [2]. Trong khi d6, nhém khiém khuyet
cap MSH2/MSH6 (10,7%) hoac MSH6 don dgc (7,1%) c6 nguy co cao lién quan dén dot
bién dong mam, can dugc tu van di truyén [2]. Dang chi y, ty 1¢ mét biéu hién PMS2 don
doc trong nghién ctru nay (35,7%) cao hon dang ké so véi Vii Thi Thu Hao (15,4%) [8]. Ket
quéa nay nhan manh tdm quan trong cua viéc sir dung day du bo 4 khang thé MMR; boi néu
chi sang loc bang cac khang thé wu tién truyén thong (nhuv MLH1/MSH2), nhung truong
hop chi mét protein phu don 1é nhur PMS2 s& bi bo sot, dan dén danh gia sai léch vé tinh
trang dIMMR cuia BN trén 1am sang.

Vé cac dic diém lién quan dén dAMMR, Nguyén Qudc Pat (2022) ghi nhan nhém
dMMR thuong cé ty 1é carcindm tuyén dang nhdy (50%) va carcindm dang tuy (8,3%) cao
hon rd rét (p=0,027), chii yéu xudt hién tai dai trang phai (p=0,026) [7]. Nghién ctru cua Vii
Thi Thu Hao va cs (2023) ciing chi ra mdi lién quan c6 y nghia thong ké gitta dIMMR véi
kich thuée khdi u (p=0,048), tuong ddng véi cac tac gia Nguyén Thi Thanh Mai (p<0, 001)
va Liang (p=0,0006), giup khang dinh gia thuyet vé sy ting truong manh mé cia khdi u
trong diéu kién mat on dinh vi vé tinh [8]. V& giai doan bénh, nhom dMMR tap trung chu
yéu ¢ giai doan II (69,2%) va I1I (30,8%), twong tu két qua cua Kang (2018). Pang chu ¥,
nghién ciru cua ching t6i co sy twong dong véi Vii Thi Thu Hao va cs (2023) khi khang
dinh kich thude khdi u 1a chi ddu quan trong cia dMMR, dong thoi ghi nhan thém mdi lién
hé vé6i vi tri khdi u (p=0,047). Két qua nay ciing phii hop véi Yildirim F va cs (2024), khi
tac gia nay ghi nhan dMMR lién quan chat ché v6i dai trang phai (p<0,0001), nhém bénh
nhan <50 tudi (p<O0, 0001) va d6 biét hoa kém (p<0,0001) [10]. Viéc xac dinh cac dic diém
lam sang va giai phiu bénh lién quan dén dMMR gitip xdy dung ho so bénh 1y dic trung
cho BN Viét Nam. Day la co s¢ giup cac nha 1am sang khoanh ving dbi twong nguy co cao
dé chi dinh xét nghiém t6i wu, dong thoi hd tro tién lwong va ca thé hoa diéu tri, dic biét 1a
trong viéc Iyra chon liéu phap mién dich thay cho hoa tri truyén thdng.

V. KET LUAN

Nghién ctru ghi nhén ty 16 dMMR 1a 25,7%; chi yéu o cap proteln MLH1/PMS2, co6
mdi lién quan dén kich thudc va vi tri khdi u. Két qua nay cho thay vai tro ctia viéc xac dinh
kiéu biéu hién cac protein MMR bang hoa mé mién dich trong thyc hanh 1am sang, cung
cap co s¢ dé ca thé hoa diéu tri, sang loc hoi chimg Lynch va nang cao hiéu qua quan ly
bénh nhan UTDTT tai Viét Nam.
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