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DPic diém mé bénh hoc ciia khéi ung thu dai trang nguoi
gheép trén chudt thiéu hut mién dich bang ky thuit ghép
di loai

Histological characteristics of human colon cancer tumors inoculated on
athymic mice by xenograft method
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Tém tat

Muc tiéu: Phan tich dac diém hinh thai md bénh hoc khéi ung thu ngudi duac ghép trén chudt thiéu
hut mién dich. Bdi tuong va phuong phdp: Khéi ung thy dai trang ngudi dong HT-29 dugc ghép trén
chudt thiéu hut mién dich bang ky thuat ghép di loai. Pac d1ém hinh thai mé ung thu dai trang ngudi
tao thanh trén chuét duoc phan tich bang phuong phap mod bénh hoc. Két gud: Két qua da tao duoc khdi
ung thu dai trang ngudi dong HT-29 phét trién trén chudt thidu hut midn dich. Khdi u tao thanh trén
chudt ¢é hinh anh ung thu biéu md tuyén dién hinh, t& bao da dién, tdng san, nhan quéi, nhan chia va
xam lan md co. Két ludn: Két qua cho thay hinh anh dién hinh mé ung thu ngudi dugc hinh thanh trén
chudt thiéu hut mién dich.

T khda: HT-29, chudt thiéu hut mién dich, ghép di loai,

Summary

Objective: To analyse the structural characteristics of human cancer tumors implanted on athymic
mice. Subject and method: The human colon carcinoma cell line HT29 were inoculated on athymic nude
mice by xencgraft method. The structural characteristics of tumors were analysed by using the
conventional histology method. Resuft: The inoculation of the human colon carcinoma cell line HT29
were successful. The formulated human tumors indicated carcinoma with the hyperchromasia, nuclear
enlargement with atypia and invaded the muscle. Conclusion: Typical structures of the human tumors
could be reproduced on implanted athymic mice.

Keywords. HT-29, nude mice, xenograft.
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1. Dat van dé

Nam 2008, tdng s6 ca ung thu mac mdi tai Viét
Nam [a 111.600, trong d6 ¢6 55,000 ca la nam gidi,
n{t chi€ém 56.600 ca. Tng sO ca td vong la 82.00G,
trong dé nam chiém 43.700 ca, nif chiém 38.300 ca.
S6 ca mac ung thu trong 5 nam gan day 1a 175.100,
nam chiém 67.300 ca, n&t chiém 107.800 ca. Mot sb
loai ung thu ¢é s& ca mac mdi cao nhat la ung thu
gan, ung thu phdi, ung thu da day, ung thu dai
trang, ung thu vi. Bung trudc thach thic vé muc dd
ac tinh, khang diéu tri clla ung thu gan, ngay nay
ngudi ta dang phat trién cac lidu phdp va dugc chat
mdi diéu tri. P€ ¢ thé (ng dung cac ky thuat, vat
liéu mdi trong diéu tri ung thu, can phai ¢é mé hinh
bénh Iy dé 4p dung cho cac thir nghiém tién 1am
sang. Cac mod hinh ung thu trudc day duoc tao ra
trén dong vat cd nguén gbc dong loai. Tuy nhién,
han ché& cla mé hinh d6 la cac khdi u khéng mang
dac tinh sinh hoc giéng nhu khoi u trén ngudn, diéu
nay tao nén han ché rat Ién trong nghién clu co ché
bénh ly, va dp dung cac thif nghiém diéu tri cho cac
loai ung thu ngudi [1-3].

Do vay, yéu cau cap thiét la can phai cé mé hinh
ddng vat b1 ung thu mang cac dac tinh sinh hoc ung
thu [a nguyén ban cla t& bao ung thu nqudi. D&
phuc vu cac nghién cdu tién 1dm sang ung thu,
ching toi ti€n hanh dé ta1 nham muc tiéu: £dnh gid
ddc diém gidi phau bénh mé ung thu dai trang ngudi
trén chuét thiéu hut mién dich.

2. boi tugng va phuong phap
2.1.Déi tuong

Chudt nhat BALB/c thiéu hut mién dich, khéng
6 t€ bao lympho T (nude mice, Foxn1™™) dugc
nhdp khau ti Cong ty Charles-River (Hoa Ky). S&
Iugng chudt thi nghiém 5 con.

Té bao ung thu dai trang (UTBT) Nngudi dong HT-
29 (ATCC, Hoa Ky).

M3i truong nudi cay t€ bao: moi trudng nudi cdy
t€ bao McCoy's 5a Medium Modified (Catalog No. 30-
2007, ATCQ), b6 sung 10% dung dich huyét thanh bao
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thai bé (FBS), dung dich penicillin/ streptemycin, dung 4
dich PBS, dung dich Trypsin-EDTA (ATCC, Hoa Ky). 3

2.2, Phuong phdp f !

o . AT p : A f{hu{:
2.2.1. Nubi cdy va ghép té bao ung thurvao chudt 00

Nudi cdy té bao ung thu dai trang {(UTPT) ngugi M

dong HI-29 trong moi truong McCoy's 5a Medium
Modified bd sung 10% FBS, 1% penicillin
/streptomycin. Nudi cdy tang sinh TBET trong chal
cd dién tich day chai 75 cm?, dat trong t0 v4 tring,
duy tri nhiét dd 37°C-va CO; 5%. Thay mdi trudng
nudl cay 3 ngay/lan. Khi té bao dat mat do 80% dién
tich bé mét chai, tach khoi chai nudi bang Trypsin
EDTA 0,05% va cdy chuyén sang chai nudi cdy mdi.
Khi s6 lugng té bao du I18n, thu hoach té bao va dém
s6 luong té bao thu dudc, diéu chinh mat 86 té bao
dat mat dé 107 té bao/ml. C6 dinh ghudt nude v
tiém 0,1 ml vao dudi da dui phai {(10° t& bao/chudt).
Qua trinh thao tac thuc hién trofig diéu kién vo
tring tuyét doi.

2.2.2. Theo doi va xdc dinh sithinh thanh khéiung "
thu'trén chudt

Khéi u duoc danh gid theo doi su phat trien i
tai vi tri tiém {(dli phai} 2 1an mbi tuan, bang guan
sat, s§ nan va do kich thudc khéi u bang thudc
chinh xac NSK.

Xac dinh kich thudc khoi u: khdi u dugc do theo
hai kich thudc dai x rdng bang thudc chinh xac NSK
(Nhat Ban), 2 1an/tuan.,

2.2.3. Xdc dinh hinh thdi vi thé khoi ung thirtrén chudt

Sau 4 tudn tién hanh giét chudt, béc tach khéi u,
bao quan trong dung dich Formalin 10% trong vong
24-48 qgid. Tiép theo, khéi u duge diac khoi paraffin,
cat lat day Smicromet, nhuém H.E. {Hematoxylin-
Eosin) va doc phén tich k&t qua mé ung thu hinh g,
thanh dudi kinh hién vi quang hoc. Phan tich nhiing "
dac diém vé hinh thai hoc t& bao, cdu tric md hinh iy
thanh, mach mau, xam lan... Ky thuét tién hanh tai 32
Khoa Giai phau Bénh ly, Bénh vién 103, Hoc vién ¥y
Quany. Tong ¢

2.3. Xir Iy 56 liéu: St dung phan mém SPSS150.
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3. Két qua va ban luan

3.1. Hinh énh dai thé khéi ung thu dai trang ngudi trén chuét nude

Sau 1 ‘tuﬁn ghép té bao, xuat hién khoi u quan sat dudgc bang mat thudng. Ty I& hinh thanh khéi u
trén chudt 1a 5/5 (100%). Thé tich khdi u trung binh dat sau 1 tudn (W1(D7))180 mm?, sau 2 tuin

(W1(D10)) dat trung binh 492,3 mm?, sau 3 tuan (W1(D16)) dat 1576,3 mm? va sau 4 tuan (W4(D25)) dat
3157,2 mm’. (Hinh 1).

mm?
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Hinh 1. Thé tich khéi ung thu dai truc trang ngudi trén chudt (mm3) sau 1 tudn (W1(D7)),
2 tuan (W2(D10)) va 1 thang (W4(D25)).

Toc d6 khai u phat trién nhanh lam thay doi hinh dang dui va anh hudng téi qua trinh van dong clia chudt,

(A)

Hinh 2. Hinh anh khai ung thu dai trang nguoi dudi da dui chuét.
(A) 7 ngay sau ghép té bao, (B) 4 tuan sau ghép té bao.

Sau 4 tuan, khéi ung thu phat t_rién dat kich thuadc lon, dudng kinh c6 thé trén 20mm. Tal thai diém sau 4
tudn, phau thuat chuot mang khoi ung thu, boc tach khéi u ra khdi dli va lam xét nghiém mé bénh hoc,
phan tich hinh anh moé ung tht. (Hinh 2).

3.2. Pdc diém hinh thdi vi thé mé u hinh thanh trén chuét thiéu hut mién dich

Khéi u sau kb rach ra khoi dui chuét, cat thanh manh nho, bao quan & -80°C, lay 3 manh bao quan
trong dur ilin 10% trong vong 24 - 48 gid. Sau do, dic manh md ung thu trong khoi parafin, cit
4t'5 um, nb - £. dé phén tich hinh anh md bénh hoc mé ung thu hinh thanh trén chuét.
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(B)

Hinh 3. Hinh anh mé bénh hoc mé ung thu nguoi trén chuot.
(A) té bao nhan quai, nhan chia(40X); (B) Hinh anh 6ng tuyén khong dién hinh cé chia chat tiét (20X).

Két qua cho thay cau tric cia mo sinh thiét
gom cac t€ bao hinh da dién sap xép thanh cac dam
hoac cac 0. Cac té bao u cd nhan khéng déu, tang
sac, chat nhan tha, ¢ nhiéu nhan quai va nhan chia
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Hinh 4. Hinh anh khéi u dudi da dui (10X).

Khi phau tich khéi u ¢cé mang da phd, hinh anh
gidi phau bénh cho thdy cdu tric da day dug, tiép
theo la t6 chuc dudi da va dén cdu tric u. (Hinh 4)
Tai mot 56 vi tri, co thé thay hinh anh céc t& bao ung
thu xam lan chen ép vao day than kinh dui chuét.

Hinh anh thudng thay nhat la hinh anh khéi ung
thu xam lan co dui chuét. (Hinh 5). Do vay, chudt ¢é
kich thudc u lgn thudng khé van déng, khoi u bam
chac vao khoéi co dui.

V@i cac khéi u Idn, trung tam khéi u thuang bi
hoai t dang ba dau Dudi kinh hién vi, 13 khu vuc
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bat thudng (Hinh 3A). Nhiéu té bao xap xép thanh
dang tuyén, cé hinh anh chat tiét bén trong long
6ng. Nhiéu dam té bao xép thanh dai, hinh anh 6ng
tuyén khéng dién hinh (Hinh 3B).

Hinh 5. Hinh 3nh khoi u xam lan co van (20X).

nhiéu hinh dnh thoai hda, hoai tlf té bao & cac giai
doan khac nhau. Té bao mat cau tric dién hinh, con
lai céc di tich ctia nhan va cac ciu tric khac cla té
bao. Nhiing dac diém nay cling dugdc md ta bdi cac
nghién ctiu clia cac tdc gia cong bé gan day trén thé
gidi [4-7],

4. Két luan

Hinh thai vi thé khoi ung thu dai trang dong HT-
29 ngudi ghép trén chudt thiéu hut mién dich bang
phan tich trén tiéu badn nhuém H.E. cho thay: Cac
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té bao u ¢é nhan khong déu, tang sdc, chat nhan
thd, €6 nhiéu nhan quai va nhan chia bat thudng.
KhGi ung thu xam 13n mé cd van. Cac té bao co
cau tric gom cic té€ bao hinh da dién sap xép
thanh cac dam hodc cac 8, hodc dang tuyén co
chat ché tiét bén trong.
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