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Ira tudi phd bién nhat phai phau thuat didu tri
TTTBS. Tuy nhién ching tdi cling nghi rang
PTNSMBR la c6 thé kha thi véi cing nguyén tic
thuc hién k¥ thuat & ca Ia tuGi nay va do cd thé
la hudng nghién clu ti€p theo.

V. KET LUAN

Nghién cru nay da cho thay ky thuat ctia ching
tdi  PTNSMDR diéu tri TTTBS & tré em cd thé kha
thi, an toan va cd két qua thdm my rét tot.
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TINH TRANG MAT ON DINH VI VE TINH
TRONG UNG THU BIEU MO TUYEN PAI TRU’C TRANG GIAI POAN I-1I

TOM TAT

Tinh trang mét On dinh cla vi vé tinh d& dugc xéc
dinh la mét chi so tién lugng dang tin cay trong ung thu
DTT giai doan I-II, vdi mot vai tro dy doan khong co Igi
ich tur viéc hoa tr| bo trg dya trén 5-FU. Muc tleu
Nhan xet mot s6 moi I|en quan glLra tinh trang mat on
dinh vi vé tinh, cac thé Iam sang véi giai doan bénh va
dac diém GPB clia ung thu DTT. P6i tugng va
phu’dng phap nghién cltu: 53 bénh nhan ung thu
DTT giai doan I-II dugc nghién cfu HMMD vdéi cac dau
&n MLH1, MSH2, MSH6, PMS2 va cac ddc dlem GPB.
Két qua nghlen ciru: U cd MSI-H ¢6 ty 1€ méc cao
han u MSS/MSI-L @ giai doan I va thap han & giai doan
II (lan lugt la 32,2; 68,8 so vGi 24,3; 75,7%). Két
luan: MSI-H cd ty Ie mac cao hon u MSS/MSI L& giai
doan I va thap hon & giai doan IL. Trong do, thé LS gap
ty |& cao & giai doan I va thap nhat & giai doan L.

Tu’ khoa' Mat &n dinh vi vé tinh, M& bénh hoc,
Hoa mo6 mién dich.
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Nguyén Vin Chi'?, Tran Lé Giang?

Background: Microsatellite instability status (MSI)
has been identified as a reliable prognostic indicator in
stage I-II CRC, with an additional role in predicting the
lack of benefit of 5-FU-based adjuvant chemotherapy.
Purpose: To review some relationships between MSI
status, clinical patterns and stages, pathological
characteristics in colorectal cancer. Methods: 53
patients were diagnosed as colorectal adenocarcinoma
in stage I-II that are evaluated by pathological
features, and IHC stain with MLH1, MSH2, MSHS,
PMS2. Results: MSI-H tumors had a higher incidence
than MSS / MSI-L tumors in stage I and lower in stage
II (32.2; 68.8 vs. 24.3; 75.7% respectively).
Conclusion: MSI-H CRCs has a higher incidence than
MSS / MSI-L tumors in stage I and lower in stage II.
In which, the LS pattern has a high rate in stage II
and the lowest in stage I.

Key words: MSI,
Immunohistochemistry.

I. DAT VAN DE

Ung thu dai truc trang (PTT) giai doan I-II
thudng biéu hién tién lugng tét. Ty 1€ sbng toan
bd 5 ndam dao dong tir 75 dén 87,5%. Tuy nhién,
viéc chi dinh hda tri 5-fluorouracil (5- FU) sau
phau thuét & ung thu BTT giai doan II van con
tranh céi, vi né dd dugc chliing minh rang ty 1&
s6ng téng thudng khong vugt qua 5%. Nhiéu
yéu td tién lugng da dugc danh gia dé xac dinh
phan nhém ung thu DTT giai doan II nguy cd
cao, gilp viéc chi dinh hda tri bd trg t6t hon.

Histopathology = and
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Gan day, tinh trang méat &n dinh cla vi vé
tinh (MSI) da dugc xac dinh la mot chi s6 tién
lugng dang tin cay trong ung thu DTT giai doan
II, v8i mot vai tro du doan khong cé Igi ich tir
viéc hoa tri bd trg dua trén 5-FU. Cac bénh nhan
mat 6n dinh vi vé tinh cao (MSI-H) ¢4 tién lugng
va dap Ung vdi diéu tri khac véi cac bénh nhan
on dinh vi vé tinh (MSS). Do vay viéc xac dinh
MSI cé y nghia rét quan trong, khdng chi dé
sang loc hoi chitng Lynch ma con gilp phan biét
gitra ung thu DTT khiém khuyét hé théng slra
chita bt cdp sai véi ung thu DTT MSS, nd sé
cung cap cac thong tin cé gia tri cho tién lugng
va viéc ca thé hda trong diéu tri. MSI cd thé gdp
trong nhiéu ung thu nhu ung thu ndéi mac tor
cung, ung thu da day, ung thu budng triing, ung
thu tién liét tuyén ung thu dudng gan mat,
dLIdng niéu, u ndo va ung thu da. Trong d6 ung
thu gap pho bién nhat la ung thu DTT [1-4]. Y
Viét Nam, con it nhitng nghién clu v& méat én
dinh vi vé tinh trong ung thu DTT. Vi vay, ching
toi ti€n hanh nghién ctu dé tai nay véi muc tiéu.
"Whén xét mot s6° mdéi lién quan gilda tinh trang

mét én dinh vi vé tinh (MSI), thé Idm sang vdi

dsc diém GPB cda ung thu BTT giai doan I-II”.

Il. DOl TUONG VA PHUONG PHAP NGHIEN CU'U

P6i tuogng nghién cifu: Gom 53 bénh nhan
ung thu dai truc trang dugc diéu tri phiu thuat
tai Bénh vién K tir 2017 dén thang 2018.

Tiéu chuén lva chon:

-Bénh nhan dudc chan doan ung thu biéu md
PTT nguyén phat, giai doan I-II.

-C6 day du thong tin 1am séng tudi, gidi,
nghé nghiép, triéu chu’ng, tién s, ..

-Cé d0 miu mé dé lam héa md mién dich
(HMMD).

Tiéu chuan loai trir: Khéng dap Ung dudgc
cac tiéu chudn chon trén va bénh nhan dugc
chan dodn la u di cdn hodc tai phat.

Phuong phap nghién ciru

Thiét két nghién ciru: theo phuong phap
nghién ciu mo ta cat ngang.

Nghién cfu vé mo bénh hoc va HMMD

Ky thudt mo hoc: Banh gid khéi u va hach
theo quy trinh giai phau bénh chuan.

Ky thuat héa mé mién dich: Cac mau md
dugc nhudém HMMD bang may véi cac dau an:

MLH1, MSH2, MSH6 va PMS2.

Quy trinh doc va tham dinh cac két qua:
Tac gia doc tiéu ban nhudm H-E, HMMD, danh
gid két qua theo tiéu chudn quéc té.

Cac bién s6 dugc chon dé khao sat

- banh gia két qua nhudbm HMMD: MLH1,
MSH2, MSH6 va PMS2 dé€ xac dinh MSI va thé
ung thu theo tiéu chudn quéc té.

- Nhén xét méi lién quan gitta MSI, thé 1am
sang Vai:

+ Giai doan u sau phau thuat theo AJCC [an
th 8 [6].

+ Phan (ng dém lympho dang Crohn dugc
ghi nhan khi co it nhat 4 n6t lympho trong mot vi
trudng co6 do phdng dai thap (x4) vugt ra khoi
bd xa cla khdi u va thudng ndm trong I6p ha
thanh mac hoac md mac treo

+ Su xam nhap lympho u: Cac té bao lympho
xam nhap vao té€ bao u khi cé it nhat 5 t€ bao
lympho & it nhat mot vi trudng cé d6 phong dai
cao (x40) va it nhat 10 vi trudng c6 dé phdng
dai cao

+ Typ md bénh hoc: tuyén, t& bao nhan hoéc
ché nhay, thé tdy theo WHO 20109.

Quan ly thong tin va phan tich dir liéu: Cac
trudng hgp nghién clru dugc ma hoda dit liéu. Xur
ly s§ liéu bang phan mém SPSS 20.0, st dung
test y2.

Pao dirc trong nghién ciru: Dé tai dugc
hoi dong khoa hoc clia Bénh vién K phé duyét.

I1. KET QUA NGHIEN cU'U
Bang 1. Tinh trang MSI

N %
MSS/MSI-L 37 69,8
MSI-H 16 30,2
Tong s 53 100,0

Nhan xét: MSI-H chiém ty 1é 30,2%, trong
khi dé cac u MSS/MSI-L cotylé la 69,8%.
Bang 2. Thé 13m sang ung thu’ DIT

Ung thu DTT N %

Daon lé 37 69,8

DBon [&/hdi chirng Lynch 9 16,7
Hoi chiing Lynch 7 13,5
Tong s6 53 100,0

Nhan xét: Ung thu DTT don Ié chiém phan
I6n (69,8%), cac trudng hgp chua rd la 16,7%,
trong khi dé hoi chirng Lynch la 13,5%.

Bang 3. Méi lién quan vdi giai doan TNM sau mé’

MSS/MSI-L MSI-H Tong s6
N % N % N %
I 9 24,3 5 32,2 14 26,4
II 28 75,7 11 68,8 39 73,6
Tong sé 37 69,8 16 30,2 53
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Nhan xét: U c6 MSI-H cb ty Ié mac cao hon u MSS/MSI-L & giai doan I va thap hon & giai doan II
(1an lugt 13 32,2; 68,8 so véi 24,3; 75,7%) (p=0,592). ,
Bang 4. Méi lién quan giia thé 1dm sang voi giai doan TNM sau mé

Pon lé Pon 1é/LS LS Tong s6
N % N % N % N %
I 9 24,3 4 44,4 1 14,3 14 26,4
11 28 75,7 5 55,6 6 85,7 39 73,6
Tong s6 37 69,8 9 16,7 7 13,5 71
Nhan xét: Thé LS gap ty |é cao G giai doan II (85,7%) va thap nhat & giai doan I la 14,3%.

Trong khi d6 thé don 1é/LS chiém ty 1é thap nhét & giai doan II (55,6%) (p=0,346).

Bang 5. Méi lién quan MSI vdi typ MBH

MSS/MSI-L MSI-H Tong sd
N % N % N %
Tuyén 27 72,9 9 56,2 36 67,9
Nhay 10 27,1 5 31,2 15 28,3
T€ bao nhan 0 00 1 6,3 1 1,9
Tay 0 00 1 6,3 1 1,9
Tong sd 37 69,8 16 30,2 53 100,0
Nhan xét: Typ nhay, t€ bao nhan, tly chiém ty cao hon & MSI-H la 31,2%, 6,3% va 6,3%
(p=0,161).
Bang 6. Méi lién quan MSI voi xam nhap lympho u
MSS/MSI-L MSI-H Tong sO
N % N % N %
Khong 25 67,6 6 37,5 31 58,5
Co 12 32,4 10 62,5 22 41,5
Tong s6 37 69,8 16 30,2 53 100,0

Nhan xét: U MSI-H hay cd xam nhap lympho vao u (62,5% so véi 32,4%) (p=0,04).
Bang 7. Méi lién quan MSI vdi phan irng lympho dang Crohn

MSS/MSI-L MSI-H Toéng sé
N % N % N %
Khong 30 81,1 5 31,3 35 66,0
Co 7 18,9 11 68,7 18 34,0
Tong s6 37 69,8 16 30,2 53 100,0

Nh3n xét: Nndbm MSI-H c6 phan (ng lympho dang Crohn cao nhét la 68,7% so vdi thé MSS/MSI-

L I3 18,9% (p=0,0004).

IV. BAN LUAN

Tinh trang MSI va thé 1am sang: Bénh sinh
cla ung thu DTT van chua 8, thudng né dugc
xac dinh bang 2 con dudng phén tI cla su bat
dn gen. M6t Ia su’ bat 6n nhiém sic thé, nd lién
quan tdi cac gen Uc ché ung thu hodc gen ung
thu nao dé nhu la APC, KRAS va P53. Hai la su
bt 6n vi vé tinh (MSI) nd la do sy khiém khuyét
hé théng sia chita ghép cdp sai va chiém
khoang 15% tat ca cac ung thu DTT. Cac bénh
nhan cé MSI-H c6 tién lugng va dap Ung vdi diéu
tri khdc vGi cac bénh nhan 6n dinh vi vé tinh
(MSS). Do vay viéc xac dinh MSI ¢ y nghia rat
quan trong, khéng chi dé& sang loc hdi chiing
Lynch ma con gilp phan biét gilra ung thu DTT
khi€m khuyét hé thdng stra chira bat cap sai vdi
ung thu BTT MSS, nd sé cung cap cac thong tin
6 gia tri cho tién lugng va viéc ca thé hoa trong
diéu tri. Bang 1 cho thay ty I€ ung thu DTT giai

doan s6m c6 MSI-H chiém ty |é 30,2%, trong khi
dd cac u co MSS/MSI-L cé ty 1€ la 69,8%. Cac
nghién clru cho thdy rang cac khéi u dai truc
trang cé 15% la MSI-H, 12% MSI-L va 73% MSS
[9]. Trong m&t nghién cru trudc day cda ching
t6i cho thay MSI-H & ung thu DTT cua tat ca cac
giai doan chiém 25,4%. Nhu vay chiing td, MSI
gap G giai doan s6m chiém ty Ié cao. Dua vao
két qua xét nghiém su méat 6n dinh 4 dau &n
bang HMMD, ung thu BTT dudc chia thanh 3 thé
lam sang: don &, don 1&/LS va LS [7]. Trong
nghién cltu cla chung t6i (bang 2), ung thu BTT
dan lé chiém phan I6n (69,8%), cac truGng hop
don 1&/LS la 16,7%, trong khi dé héi ching
Lynch 1& 13,5%. Nhin chung, ung thu DTT thé
Lynch chiém ty I€ thap, tuang tu nhu nghién clru
truéc day cla ching t6i. Bénh nhan co hoi
chirng Lynch mac bénh & giai doan thap han so
vGi bénh nhan vdi cac loai ung thu DTT khac, va
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it bi€u hién di cén. Gryfe et al bdo cdo réng 17%
bénh nhan ung thu BTT cé MSI tré han 50 tudi;
ty sudt chénh d6i v8i bénh nhan cé khdi u lién
quan MSI la 0,42, so vdi bénh nhan trong clng
nhém véi khoi u khong MSI [7].

Giai doan TNM sau md: Bénh nhan cd hdi
chiing Lynch mac bénh & giai doan thap han so
v@i bénh nhan véi cac loai ung thu DTT khac va
it bi€u hién di cdn. Gryfe et al bdo cdo rdng 17%
bénh nhan ung thu DTT cd MSI tré hon 50 tudi;
ty suat chénh déi véi bénh nhan cé khéi u lién
quan MSI la 0,42, so véi bénh nhan trong cung
nhom véi khoi u khong MSI. Bénh nhan c6 khdi u
vGi MSI cd ty Ié t& vong thap han, gdbm ca cac
bénh nhan bi ung thu giai doan 1V [5,7]. Két qua
HMMD MSH2 va MLH1 bat thudng du doan doc
lap két qua tét han & nhitng bénh nhan véi khoi
u DTT giai doan II-T3. Do do, phat hién cla MSI
8 mot bénh nhan véi ung thu BTT la mot yéu to
tién lugng tot, dac biét la & nhitng bénh nhan tré
tudi [4, 5, 7, 8]. Bang 3 cho thdy rang u MSI-H
giai doan II c6 ty 1& mic cao hon giai doan I
(68,8% so0 vdi 32,2%). Trong bang 4, thé LS gap
ty 1é thap han & giai doan I (14,3%) va cao han
G giai doan 1II la 85,7%.

Typ MBH: Chiing t6i nhan thdy rang (bang 5)
typ tuyén nhay, t€ bao nhan, tdy chiém ty cao
hon & ung thu DTT giai doan I-II MSI-H la
31,2%, 6,3% va 6,3% so vdi cac u cua nhirng
typ nay cé MSS/MSI-L. Jenkins et al. cho thay
11% u MSI-H la typ nhay hoac cac typ MBH
khdng phai tuyén khac (10 trudng hop la té€ bao
nhan va 1 la typ tuy), 21% u MSI-H la kém biét
hda [9]. Tac gid nhan thdy rdng tat ca cac dac
diém d3c hiéu cho u MSI-H Ia typ MBH d3c biét,
c6 xap xi 90% UTB tuyén (khong ché nhay) hoac
la MSI-L hodc MSS [9]. Trong nghién clru cla
Alexander et al. thdy rdng typ tdy, tuyén kém
biét héa dic biét hay két hgp véi MSI-H. Typ t&
bao nhan dugc phat hién chi & 13% u MSI-H
(12/92) va 5% u MSS (12/231) (P = 0,02; OR
2.7). UTBM nhay dudc xac dinh & 15% u MSI-H
(14/92) va 5% u MSS (12/231; P = 0,005; OR
3.3). Co su khac biét cé y nghia vé ty Ié thanh
phan nhay gilta u MSI-H va MSS (P = 0.0003;
odd ratio: 3.7).

Su xam nhap lympho vao mo u: Su' xam nhap
lympho u dugc xac dinh khi cac t€ bao lympho
xam nhap vao t€ bao u khi cé it nhat 5 té€ bao
lympho & it nhdt mot vi trudng co d6 phong dai
cao (x40) va it nhat 10 vi trudng cd d6 phong
dai cao [9]. Khoi u vGi MSI c6 sb lugng I6n té
bao lympho xam nhap khéi u dugc kich hoat va
gdy doc t€ bao; phan Ung lympho bao cd lién
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quan mot cach doc lap véi thoi gian sdng thém
kéo dai han. Nghién cltu bdo cdo rang cac khdi u
PTT c6 xam nhap lympho bao cd li€én quan vdi
thdi gian song thém lau han; trén thuc t€, xam
nhap lympho c6 thé 1a mdt yéu t6 tién lugng t6t
hon so véi giai doan GPB. Két qua HMMD MSH2
va MLH1 bat thudng du doan doc lap két qua tot
hon & nhitng bénh nhéan véi khoi u DTT giai doan
II-T3. Do dd, phat hién cia MSI & mét bénh nhan
vGi ung thu DTT la mot yéu to tién lugng tot, dac
biét 1a & nhitng bénh nhén tré tudi [4, 7, 8].
Trong nghién clu cta ching téi (bang 6), nhan
thay cac ung thu DTT giai doan I-II MSI-H hay co
xam nhap lympho vao u (62,5% so vGi 32,4% u
thubc nhom MSS/MSI-L. Jenkins et al. nhan thay
28% u MSI-H c6 phan Ung lympho dang Crohn va
26% u MSI-H cé xam nhap lympho vao mé u [9].
Téac gid nhan thdy ddc diém c6 dd nhay nhéat doi
vGi u MSI-H la xam nhap lympho vao mé u, cé
khodng 3/4 cic u MSI-H c6 dic diém nay.
Alexander et al. thdy rang su’ xam nhap lympho u
G 21% cac u MSI-H, trong khi dé chi 3% u MSS
¢6 xam nhap lympho u (P < 0.000001). Su xam
nhap lympho u hifa hen chién lugc diéu tri trong
tuong lai bang cach loai trir cac t€ bao u reo rdc
hodc di chuyén trong tudn hoan. Hé thdng mién
dich nhan biét u kém, nhung & khdi u MSI-H vdi
su’ xam nhap lympho u d3 cho thdy rdng cd ché
hoat hoda té bao T doc.

Phan 'ng dém lympho dang Crohn: Phan (ng
dém lympho dang Crohn dugc ghi nhan khi cd it
nhat 4 n6t lympho trong mét vi truéng cd do
phdng dai thap (x4) vugt ra khoi bd xa cta khoi u
va thuGng nam trong Idp ha thanh mac hodc mo
mad mac treo [9]. Phan Ung dang Crohn r6 thudng
phd bién, hau hét cac trudng hgp gdm cac dam
lympho nhung khéng rd hodc khéng cé tdm mam.
Trong nghién clfu cta chdng t6i (bang 7), ung
thu DTT giai doan I-II nhém MSI-H cd phan (ing
lympho dang Crohn cao nhét 1a 68,7% so Vi thé
MSS/MSI-L la 18,9%. Trong nghién clu cua
Alexander et al. thdy rang 49% MSI (35/71) c6
phan Ung lympho dang Crohn, trdi lai véi 36%
(48/133) u MSS (P = 0,07; OR: 1.7). Jenkins et al.
nhan thdy 28% u MSI-H c6 phan Ung lympho
dang Crohn [9]. Su phan Ung lympho dang Crohn
guanh mo u da dudgc xac dinh nhu la mot yéu to
tién lugng doc lap. MOt nghién ciru 344 UTBM
tuyén dai trang phai, dic diém nay cho thdy cd
vai tro0 du bao thdi gian sdng 5 ndm dugc cai
thién & 27% bénh nhan (96/344).

V. KET LUAN
Qua nghién ctu tinh trang MSI bang HMMD
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trén 53 truGng hgp ung thu DTT giai doan I-II,
chiing t6i rat ra mét s6 két luan sau:

MSI-H cé ty 1é mac cao han u MSS/MSI-L &
giai doan I va thap han & giai doan II. Trong do,
thé LS gdp ty & cao & giai doan II va thdp nhat
3G giai doan 1.

Ung thu DTT giai doan I-II c6 MSI-H chiém ty
cao & cac typ nhay, t€ bao nhan, tuy, hay cé
xam nhap lympho vao u va cé phan 'ng lympho
dang Crohn cao nhat.
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~ GIATRI CUA CYSTATIN C TRONG CHAN POAN SOM
TON THUONG THAN O’ BENH NHAN PAI THAO PUONG TYP 2
TAI BENH VIEN TRUNG WONG THAI NGUYEN

TOM TAT

Bénh than do dai thao dudng (PTD) la bién chirng
mach mau nhd xuat hién s6m, gdp vdi ti 1€ cao, la
nguyén nhan gay suy than giai doan cudi can phai loc
mau dinh ki, viéc phat hién s6m su’ suy gidam do loc
cau than doi véi bénh nhan BTD la hét sirc can thiét.
Muc tiéu: Xac dinh gia tri cla cystatin C huyét tuang
trong phat hién sém ton thuong than & bénh nhan dai
thdo dudng typ 2. Pdi tugng va phuong phap
nghién ciru: M6 td cdt ngang trén 89 bénh nhan
DTD typ 2 diéu tri ngoai trd tai Khoa kham bénh Bénh
vién trung uong Thai Nguyén. Két qua: Cé mdi tuang
quan thuan mic do chat ché gilra nong doé cystatin C
V@i creatinin huyét tuong, gilta MLCTys VGi MLCTce G
BN dai thdo dudng typ 2; C6 mdi tuang quan nghich
mic do chdt ché gilta ndng do cystatin C vdi
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MLCTce & BN déi thdo dudng typ 2; Udc lugng MLCT
bang cystatin C lam tang thém 25% (13/89) bénh
nhan suy than (MLCT<60 ml/p). Phan tich dudng
cong ROC vdi gia tri t&i han GFR 60 ml/phut. Dién tich
dudi dudng cong (AUC) clia cystatin C la 0,812 I8n
han AUC cla creatinin 1a 0,711. Su khac biét co y
nghia th6ng ké (p<0,05). K&t ludn: Cystatin C huyét
tuong cd thé phan anh dugc sy giam muc loc cau
than s6m & bénh nhan Dai thao dudng typ 2.

Tar khoa: CystatinC, bénh than do dai thao
dudng, muc loc cau than udc tinh (eGFR)

SUMMARY

VALUES OF CYSTATIN C IN EARLY
DIAGNOSIS OF RENAL DISEASE IN
PATIENTS WITH TYP 2 DIABETES IN

THAINGUYEN NATIONAL HOSPITAL

Diabetic kidney disease (diabetes mellitus) is a
small vascular complication that occurs early, with a
high rate, is the cause of end-stage renal failure
requiring periodic dialysis, early detection of the
decrease in filtration Glomerular glomeruli for diabetic
patients is extremely necessary. Objective:
Determine the value of plasma cystatin C in early
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