TAP CHi NGHIEN CPU Y HOC

BOC LO PROTEIN SU’A CHU’A GHEP CAP SAI ADN
O BENH NHAN UNG THU DA DAY DPIEU TR| HOA CHAT BO TRQ
PHAC DO XELOX
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Sw thiéu hut protein stra chita ghép cap sai ADN (MMRP) (gém MLH1, PMS2, MSH2, MSH6) gay ra su
mét én dinh vi vé tinh (MSI-H), mét trong nhiing yéu té tién long quan trong dang duoc nghién ctru trong ung
thw da day. O Viét Nam chwa c6 nghién ciru ddy du voi thoi gian theo déi kéo dai. Vi vay chiing téi tién hanh
nghién ctru nay dé xac dinh ty 1é béc 10 MMRP; moéi lién quan gitra boc 16 MMRP véi dac diém lam sang, mé
bénh hoc, thoi gian séng thém. 67 bénh nhan ung thuw biéu mé da day giai doan pT3, N (+), MO diéu tri phdu
thuét va héa chét bé tro phac dé XELOX; duoc nhuém héa mé mién dich dé xac dinh tinh trang MMRP. Khéng
béc 16 it nhét mot protein bat ky duwoc xem la thiéu hut protein stva chita ghép cép sai ADN (dMMR). Ty Ié
dMMR la 14,9% va lién quan dén gi6i ni, nhém tubi < 60, Khéng c6 mdi lién quan gitta MMRP véi vi tri u, kich
thuée u, giai doan di can hach, thé mé bénh hoc. Nhém bénh nhan c¢é dMMR céi thién ré rét séng thém khéng
bénh (p = 0,039) va c6 xu huéng cai thién séng thém toan bé (p = 0,073) so véi nhém boc 16 MMRP (pMMR).

Tir khéa: protein stra chira ghép cip sai ADN, héa mé mién dich, ung thw da day

I. DAT VAN DE

Lynch hodc trong ung thw da day don Ié do cac
thay ddi khong di truyén nhw methyl héa gen
diéu hoa slra chiva ghép cap sai ADN (MMR).
Phwong phap xét nghiém ciing nhw vai tro cta
MSI trong tién lwong ung thw dai trang da dwoc
xac dinh, MSI-H 1a yéu té tién lwong tbt nhung
ciing 1a yéu t6 khang véi diéu tri 5-FU (dang
truyén hodc dang uéng - capecitabine), dic biét
khi u & giai doan Il. Trong ung thw da day ap
dung céac xét nghiém MSI giéng nhw ung thw
dai trang, vai tro trong tién lwong cling nhw dinh
hwéng diéu tri con nhiéu tranh cai: héa chéat hay
hoa xa tri bd tre, giai doan nhan duoc loi ich tiy
diéu tri bd tro', nén dung 5FU trong trwéng hop
nao va thoi gian bao 1au.2-¢ O Viét Nam, chua

Ung thuw da day la mét trong nhirng loai ung
thw thuwong gap voi ty 1€ t&r vong dirng hang
the 3. Tuy dwoc phat hién sém, didu tri phau
thuat triét c&n va hoa chét bd tro nhung ty 1é
tai phat van cao. Giai doan TNM Ia yéu tb tién
lwong quan trong nhat nhwng bénh nhan trong
cuing giai doan van c6 thoi gian sdng thém khac
nhau do cac yéu t6 khac nhw thé mé bénh hoc,
mat &n dinh vi vé tinh (MSI-H). MSI-H gay ra
do su thiéu hut protein stva chiva ghép cép sai
ADN. Nhirng protein stra chi*a ghép cap sai
ADN (MMRP) gébm c6 MLH1, PMS2, MSH2
va MSHS6; c6 thé dwoc xac dinh bang héa md
mién dich. MSI-H c6 thé gap trong hoi ching
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¢6 nghién ctru nao danh gia boc 16 MMRP cung
v&i thoi gian theo dbi kéo dai. Vi vay chung toi
tién hanh dé tai nay véi 2 muc tiéu: (1) danh
gia béc 16 MMRP & bénh nhan ung thw da day
giai doan pT3, N (+), MO, (2): phan tich méi lién

TCNCYH 137 (1) - 2021

93



TAP CHI NGHIEN ClPU Y HOC

quan gitra boc 16 MMRP véi mot sb dac diém
lam sang, md bénh hoc, thei gian séng thém.
Il. DOI TVQONG VA PHUONG PHAP
1. Déi twong

67 bénh nhan ung thw da day giai doan pT3,
N (+), MO dwoc phau thuat cat da day, vét hach
triét can va hoa chét bd tro phac dd XELOX.

Tiéu chuén Iwa chon:

Chéan doan xac dinh ung thw biéu mé cua
da day.

Giai doan pT3, di cin hach trén vi thé theo
AJCC 8.

Tudi 18 - 75.

C6 du khdi nén, hd so lwu trir va théng tin
theo dai.

Bénh nhan déng y tham gia nghién ctu.

Tiéu chuén loai tree: nhudm MMRP khong
thanh céng.

2. Phwong phap

- Thiét ké nghién clru: md ta cat ngang, theo
ddi doc.

- Phwong phap chon mau va c¢& mau: chon
mau thuan tién, |y hét cac bénh nhan dat du
tiéu chuan lwa chon. C& mau tuyén dwoc 67
bénh nhan.

- Cac chi sb nghién ctru: bdc 16 protein
MLH1, PMS2, MSH2, MSHS6; lién quan gilra
bdc 16 MMRP v6i cac yéu té: tudi, gisi, vi tri u,
kich thwéce u, giai doan N, md bénh hoc, thoi
gian séng thém.

- Quy trinh tién hanh nghién ctru:

+ Piéu tri: tt cd bénh nhan déu dwoc phau
thuat cat da day, vét hach D2 va hoéa chét bd
tro phac d& XELOX (gdm capecitabine va
oxaliplatin).

+ Theo déi: bénh nhan dwoc kham dinh ky 3
thang/lan trong 2 ndm d4u va 6 thang/lan trong
3 ndm tiép hoac khi co triéu chirng 1am sang
nghi ng® tai phat.

+ Thoi gian séng thém khéng bénh duoc

tinh t» ngay md dén ngay bénh nhan duoc
xac dinh c6 tai phat hoac di can xa hoac ngay
két thuc theo ddi. Thoi gian sdng thém toan bo
dwoc tinh tr ngay md dén ngay bénh nhan t
vong hodc ngay két thuc theo dbi.

+ Nhuém MMRP: khéi nén dwoc cét va
nhuém HE, nhuém véi cac déu an MLH1,
PMS2, MSH2, MSH6 trén may Ventana cla
hang Roche.

+ Tiéu chudn danh gia: bdc 16 nhan té
bao clia niém mac binh thwong va cac t& bao
lympho dwoc xem la chirng dwong. M4t boc 16
it nhat ctia 1 trong 4 d4u &n thi dwoc coi la thiéu
hut MMRP (dMMR). Céc té bao u bdc 16 di ca 4
protein v&i bat ky ty [& va cwdng dd thi dwoc coi
la khéng thiéu hut MMRP (pMMR).!

- Phwong phap xt ly sé liéu: st dung cac
thuat toan thdng ké mé ta trén phdn mém SPSS
25.0. Phan tich méi lién quan gitra cac dic
diém lam sang, md bénh hoc véi MMRP bang
kiém dinh Chi - square hoac Fisher. Uéc tinh
thoi gian sdng thém theo Kaplan - Meier, kiém
dinh log - rank test v&i p < 0,05 dwoc xem la cé
y nghta théng ké. Phan tich da bién v&i mé hinh
hdi quy Cox.

- Thoi gian, dia diém nghién ciru: t nam
2015 dén ndm 2019 tai Bénh vién Trung wong
Quan doi 108.

3. Dao dirc nghién ctru: xét nghiém dwoc
thwe hién trén mau mé da dwoc dac parafin va
bdo quan tai khoa Giai phau bénh, Bénh vién
Trung wong Quan ddi 108. Bénh nhan dwoc
gitr bi mat vé thong tin. Nghién ctru ndm trong
dé tai nghién ctwu sinh, da duwoc théng qua Hoi
déng dao duc Trwong Dai hoc Y Ha ndi theo
quyét dinh 34NCS/BB - hoang diémbpb.

Ill. KET QUA

1. Boc 16 protein stra chira ghép cap sai
ADN trén héa mé mién dich

Ddc diém nhém bénh nhan nghién ctru
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Tubi trung binh ctia bénh nhan Ia 55,2; véi 70,1% la nam. Pa phan u ndm & vi tri hang mén vi
(79,1%); chi c6 4,5% nam & tam vi. Kich thwéc u trung binh la 4,2cm; véi 80,6% bénh nhan cé u
kich thwéc < 5cm. Giai doan di can hach gap chi yéu & N1 (41,8%), sau d6 dén N2 (35,8%). ung
thw biéu mo tuyén kém biét héa chiém ty 1& cao nhat (53,7%), sau dé la ung thw biéu mod tuyén biét
héa cao, vira chiém 35,8%.

Bang 1. Dac diém bénh nhan nghién ctru

Pic diém S6 bénh nhan Ty lé %
Tudi trung binh 55,2 +9,7
Gidi Nam 47 70,1
N 20 29,9
Vitriu Tam vi 3 4,5
Than vj 11 16,4
Hang - mén vi 53 79,1
Kich thwdc u Trung binh 42+1,7cm
<5cm 54 80,6
> 5cm 13 19,4
S6 hach vét dwoc Trung binh 15,5+ 7,4
Giai doan di can hach N1 (twong wng IIB) 28 41,8
N2 (twong ng IlI1A) 24 35,8
N3 (twong ng llIB - 11IC) 15 22,4
M6 bénh hoc theo WHO  UTBMT biét héa cao, vira 24 35,8
UTBMT kém biét hoa 36 53,7
UTBM té bao nhan, ché nhay 7 10,5
Thoi gian theo doi Trung vi 27,2thang. Trung binh 29,5 + 14,4 (thang)

UTBMT: ung thw biéu mé tuyén. UTBM: ung thw biéu mé
Béc 16 protein stra chira ghép cap sai ADN
Ty |& bénh nhan cé thiéu hut protein stra chiva ghép c&p sai ADN la 14,9%. Trong d6 cé 6 bénh
nhan khéng boc 16 ca 2 ddu 4n MLH1 va PMS2. 1 bénh nhan khéng boc 16 MSH2 va 1 bénh nhan
khéng béc 16 PMS2. 2 bénh nhan khéng boc 16 MSH6.
Bang 2. Boc 16 protein stra chira ghép cap sai ADN

S6 bénh nhan (Ty 1é %
Cac protein MLH1 PMS2 MSH2 MSH6 ; (Ty 1& %)

(n =67)
- - + + 6 (8,9%)
+ - + + 1(1,5%)
dMMR 10 (14,9%)
+ + - + 1(1,5%)
+ + + - 2 (3%)
pMMR + + + + 57 (85,1%) 57 (85,1%)
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(+): c6 bat mau nhan té bao u trén héa md mién dich; ( - ) khéng b4t mau nhan té bao u trén hoéa
mo mién dich
2. Lién quan giira boc 16 MMRP v&i mot sé diac diém lam sang, mé bénh hoc, thei gian séng
thém
Lién quan giira béc 16 MMRP véi mét sé dac diém 1am sang, mé bénh hoc
Bang 3. Lién quan giira boc 16 MMRP vé&i mét s6 diac diém lam sang, md bénh hoc

Cac yéu té pMMR dMMR p
Tubi <60 34 9 (20,9%)
0,062
> 60 23 1(4,2%)
Gioi Nam 44 3 (6,4%)
- 0,006
N 13 7 (35%)
Vitriu Tam vj va than vj 13 1(7,1%)
— 0,329
Hang moén vi 44 9 (17%)
Kich thuwéc u < 5cm 46 8 (14,8%)
0,625
> 5cm 11 2 (15,4%)
Giai doan di can N1 24 4 (14,3%)
hach (N) N2 19 5 (20,8%) 0,478
N3 14 1(6,7%)
M6 bénh hoc UTBMT biét héa cao, vira 19 5 (20,8%)
UTBMT kém biét hoa 31 5(13,9%) 0,383
UTBM té bao nhan, ché nhay 7 0 (0%)

UTBMT: ung thw bidu mé tuyén. UTBM: ung thw biéu mo

Tudi: nhém bénh nhan < 60 tudi c6 xu hwéng bj thiéu hut MMRP cao hon so véi nhém bénh nhan
trén 60 tudi (20,9% so v&i 4,2% véi p = 0,08).

Gioi: ni¥ thiéu hut MMRP cao hon 1 rét (35% so v&i 6,4% véi p = 0,0086).

Vi tri u: 17% u vang hang mén vi c6 dMMR cao hon u & vung tdm vj va than vj la 7,1% nhwng sy
khac biét khdng cé y nghia thdng ké.

Kich thwdc u: khéng co sy khac biét boc 16 MMRP gitra 2 nhém trén va dudi 5em.

Giai doan di can hach: nhdm bénh nhan giai doan N2, N1 c6 ty 16 dJMMR cao hon giai doan N3
(twong rng la 20,8%; 14,3% va 6,7%) nhwng sw khac biét khéng cé y nghia théng ké (p = 0,478).

Thé mé bénh hoc: khéng c6 bénh nhan ung thw biéu mé té bao nhan, ché nhay c6 dMMR. ung
thu biéu mé tuyén biét héa cao, ung thw biéu mé tuyén vira cé ty & dMMR cao hon ung thw biéu
mo tuyén kém biét héa (20,8% so v&i 13,9%) nhwng su khac biét cling khéng ¢cé y nghia théng ké
(p =0,383).

Lién quan giira béc 16 MMRP véi thoi gian séng thém

O nhém dMMR chwa cé bénh nhan nao tai phat va ttr vong. Ty 1é sdng thém khong bénh 3 ndm
& nhém pMMR 1a 58,3% thap hon r6 rét so véi nhém dMMR (p = 0,039). Ty 1é sbng thém toan bd 3
nam & nhéom pMMR c6 xu huwéng thap hon nhém dMMR (p = 0,073).
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Khi phan tich da bién cuing cac yéu té khac nhw tudi, giéi, vi tri u, kich thuwéc u, giai doan di cdn
hach, ty I& di c&n hach, th& mé bénh hoc thi sw khac biét nay khéng cé y nghia thdng ké (p = 0,968

v&i sdng thém khong bénh va 0,975 véi séng thém toan bo).
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Biéu dé 2. Uéc tinh thoi gian sdng thém toan bé theo tinh trang boc 16 protein MMR

IV. BAN LUAN

Tudi trung binh ctia bénh nhan trong nghién ctru 1a 55,2 + 9,7 trong d6 ¢6 70,1% bénh nhan nam.
Két qua nay ciing giébng nhw cac théng ké vé dich té hoc va cac nghién ctru vé MMR khac.2® Ung
thw da day thuong gap & do tudi 40 - 60, nam nhiéu hon ni. 79,1% u ndm & ving hang mén vi do
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ung thw da day tai Viét Nam va cac nwéc dang
phét trién lién quan nhiéu dén nhiém vi khuan
HP. Do Iwa chon bénh nhan vao nghién ctru la
nhom pT3 va da cé di can hach nén giai doan di
cén hach N2, N3 chiém da sb 58,2% va 82,1%
c6 kich thwdc u = 3cm va 53,7% la ung thw bidu
mo tuyén kém biét hoa.

Ty l& bénh nhan c6 thiéu hut protein sira
chiva ghép cap sai ADN la 14,9%. Két qua
nay cling twong tw nhw nghién ctru tai Trung
Quéc 1a 10,1%; tai Dai Loan la 8,9%* va cao
hon nghién ctu tai Ba Lan la 5,6%.8 Thiéu
hut MMRP thuwdng twong (rng v&i tinh trang
b4t 6n dinh vi vé tinh (MSI-H). Ty I&é MSI-H &
Han Quéc la 8,5% ;° trong nghién ctru ARTIST
la 9%,° trong nghién clru CLASSIC la 6,1%."
Ty 1é bénh nhan c6 MSI-H dao déng gitra cac
nghién cu nhw trong phan tich da trung tdm
ttr 8 nghién ctru voi 1976 bénh nhan thi ty 1&
MSI-H dao dong tir 11,68 - 33,82%." Sy khac
biét nay do co ché sinh ung thw da day, tién
lwong khéc nhau gitra 2 khu vie la chau A, Au
- My."2

Da phan cac bénh nhan c¢6 thiéu hut MMRP
la khéng bdc 16 cap MLH1 va/hoac PMS2 trén
héa md mién dich. O nghién ctu nay la 7/10
bénh nhan (chiém 70%). Dbi véi cac trwdng
hop chi c6 MSH2 va/hoac MSH6 dwong tinh
(chiém 30%) thi can lam thém xét nghiém gen
dé xac dinh hoi chirng Lynch.' Nhwng trong
didu kién cha nghién clru nay ching téi chuwa
tién hanh dugc. Khéng boc 16 MLH1 thwéong
lien quan dén MSI-H nhw trong nghién ctru
cla Hashimoto 85,7% bénh nhan khéng boc 16
MLH1 la MSI-H."

Thiéu hut MMRP thuéng gap & nhitng bénh
nhan tudi cao do lién quan dén vi khuan HP
va dién bién qua trinh sinh ung thw. Tudi trung
binh cila nhém MSI-H la 62,96 va ty [&é MSI-H &
nhom trén 60 la 52,5% cao hon nhém duwdi 60
tudi 14 33%; p < 0,001)." Trong nghién ctru nay

nhirng bénh nhan dwéi 60 tudi cd xu hwéng
thiéu hut MMRP nhiéu hon. Diéu nay ciing chwa
dwa dén dwoc két luan day dud vi sé lwong bénh
nhan trong nghién ctru chwa dua I&n. Tuy nhién,
ciing ¢é nhitng nghién ctvu khéng thay cé méi
lién quan gitta MMRP véi tudi ciia bénh nhan.58
Da phan bénh nhan thiéu hut MMRP ctia ching
t6i la bénh nhan ni. Diéu nay ciing phu hop véi
1 s6 nghién ctu trén thé gidi nhw nghién ctu
cla Bae."™ Nhwng cling cé nhirng nghién ctru
khong thay cé méi lién quan véi gioi.58

Thiéu hut MMRP ciing thuéng gap & bénh
nhan c6 khdi u I&n trén 5cm, ndm & vang hang
mén vi, ung thw biéu mé tuyén biét hda cao va
vra, giai doan s&m. Trong nghién clru nay cla
chung téi khéng thy dwoc cac méi lién quan
nay do sb lwong bénh nhan chwa da lon va do
bénh nhan lya chon dau vao |a giai doan T3 va
da co6 di can hach nén viéc danh gia mdi lien
quan gitta MMRP v¢&i cac yéu td nay chuwa thé
phan anh day du.

Khi cb dinh giai doan pT3, N (+) chdng toi
muén danh gia thém cac yéu té anh huéng dén
thi gian sdng thém cha bénh nhan bén canh
giai doan TNM dac biét 1a cac yéu té tién lwong
sinh hoc va dap ng hoéa chat nhu MMRP.
Trong nghién ctvu nay cad 10 bénh nhan thiéu
hut MMRP chwa c6 bénh nhan nao tién trién va
tlr vong nén chwa xac dinh dwoc ty 1é va thoi
gian sbéng thém khong bénh, sbng thém toan
bd. Khi tién hanh wéc tinh thdi gian séng thém
khéng bénh theo Kaplan - Meier va kiém dinh
log - rank thi nhém dMMR c6 tién lwong tét hon
ré rét so véi nhom pMMR (p = 0,039). Nhém
dMMR ciing c6 xu hwéng cai thién sbng thém
toan bo (p = 0,073). Két qua nay ciing twong tw
nhw phan tich da trung tam ctia Zhu tir 8 nghién
clu v&i 1976 bénh nhan thdy rdng MSI-H 1a
yéu tb tién lwong tbt, giam nguy co tlr vong
37%." Trong nghién cru cGa Zhang ciing thay
thoi gian séng thém khéng bénh va thoi gian
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séng thém toan bd dai hon & nhom dMMR.”
Trong nghién cu ARTIST thi MSI-H (dAMMR)
c6 tién lwong tét hon véi ty 1é séng thém 3 nam
khong bénh cao hon (85,4% so v&i 76,3%; p =
0,122) va ty lé sdng thém toan bd 3 nam cao
hon (91,4% so v&i 81,7%; p = 0,046).°

V. KET LUAN

Ty 1é bdc 16 protein stra chira ghép cap
sai ADN & nhém bénh nhan pT3, N (+), MO la
14,9%. C6 méi lién quan gitra boc 16 MMRP véi
tudi, gioi, nhwng khong cé méi lién quan véi vi
tri u, kich thwéc u, giai doan di can hach, thé
mo bénh hoc. Nhém dMMR ¢ ty 1& séng thém
khéng bénh cao hon ré rét nhom pMMR (p =
0,039) va cé xu huéng cai thién sbng thém toan
bd (p = 0,073).
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Summary

EXPRESSION MISMATCH REPAIR PROTEINS IN GASTRIC
CARCINOMA TREATED XELOX ADJUVANT CHEMOTHERAPY

Microsatellite instability is caused by mismatch repair protein mutations (MMRP) (including
MLH1, MSH2, PMS2, MSH6) and is one of the most important prognostic factors being studied in
gastric carcinoma. This study was conducted to determine the rate of MMRP expression and assess
the relationship between MMRP expression and clinical features, histopathology, and survival. This
study analyzed data from 67 patients with gastric carcinoma of stage pT3, N (+), MO, who were
treated by resectable surgery and adjuvant chemotherapy with XELOX regimen. Mismatch repair
proteins were determined by i mmunohistochemistry staining. Any stainings resulted in absence
of four mismatch repair proteins was defined as deficiency mismatch repair (IMMR). The rate of
dMMR was 14.9% and dMMR was associated with female patients and age group of < 60 years.
There was no correlation between dMMR and tumor location, tumor size, lymph node metastasis,
and pathology. In conclusion, patients with dMMR had improvement in disease - free survival (p
= 0,039) and also tended to improve overall survival (p = 0,073) compared to the pMMR group.
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