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TOM TAT

Dat vin dé: Ngay nay, tinh trang ton thwong thin cap (AKI: acute kidney injury) ngay cang
tré nén tram trong hon, dang chii y 6 cac nudc dang phat trién. Nguyén nhan pho bién gdy nén AKI
thuwong do co ché ton thwong than cdp trude thin c6 lién quan dén nhiém doc cdc thudc. Trong do,
Cisplatin la mgt thuoc dang dwoc sie dung rong rai daé dzeu tri ung thu ngay nay mang dén mot trong
cdc tac dung phu dang chit y nht la ton thuong than cap, gy anh hwong dén qud trinh diéu tri va tién
lwgng bénh. Vivay, viéc xdy dung mo hinh dé hiéu ré cdc co ché va nhitng bién doi sinh héa lién quan
dén ton thwong thin cdp la can thiét. Muc tiéu nghién cieu: Xdc dinh déic diém chirc ning than &
nhém chudt nhdt trang duc véi cdce liéu can thiép Cisplatin khdc nhau va so sanh véi nhém chugt doi
chirng. Bm tuwgng va phuwong phap nghién ciru: Nghién ciru thuc nghiém trén chugt nhdt trang duc,
chia ngdau nhién 8 con/lé, gom 16 chudt sinh Iy va 3 16 chudt can thiép liéu Cisplatin lan luwot 1
10mg/kg, 15mg/kg va 20mg/kg qua duong tiém tinh mach dudi chudt, dinh lwong nong do creatinin
va BUN mau sau 72 gio. Két qud: L6 can thiép liéu 1 5mg/kg ghi nhdn nong do creatinin va BUN mau
cao hon gap 2,59 va 5,07 lan (p<0,001), 100% chudt bi ton thiong thin cap; 16 can thiép liéu 20mg/kg
ghi nhdn nong do creatinin va BUN mdu cao hon gap 3,04 va 7,3 lan (p<0,001), 50% con chudt bi
ton thiwong thdn cdp, 50% chudt bi suy thin cap. Két ludn: M6 hinh ton thiwong than cap trén chudt
nhit trang bang Cisplatin dd diroc xdy dung thanh cong ¢ liéu 15mg/kg va 20mg/kg.

Tir khoa: Cisplatin, ton thuong thdn cdp, creatinin, BUN.

ABSTRACT

MICE MODEL OF CISPLATIN-INDUCED ACUTE KIDNEY INJURY

Truong Tran Thuc Tran, Dam Ngoc Bich, Le Minh Khoa,

Le Huynh Hoang Quan, Dang Thi Hang, Truong Thai Lam Nguyen,

Nguyen Hoang Tin, Tran Thai Thanh Tam”

Can Tho University of Medicine and Pharmacy

Background: Nowadays, acute kidney injury (AKI) has become more serious, notably in
developing countries. The common causes of AKI are often due to the prerenal mechanism of acute
kidney injury relating to drug toxicity. Among them, Cisplatin is a drug widely used to treat cancer
today, causing one of the most notable adverse drug reactions: acute kidney injury that affects the
treatment process and prognosis. Therefore, modeling is hecessary to understand the mechanisms and
biochemical indicator changes involved in acute kidney injury. Objectives: To determine the
characteristics of kidney function in a group of male mice with different doses of Cisplatin intervention
and compare with the control group of mice. Materials and methods: Experimental study on male
mice, randomly divided into 8 mice/group, including physiological mice and 3 groups of mice with
intervention doses of Cisplatin of 10mg/kg, 15mg/kg, and 20mg/kg via intravenous injection,
respectively. mouse tail, quantification of blood creatinine and BUN levels after 72 hours. Results:
The 15mg/kg intervention group recorded blood creatinine and BUN concentrations 2.59 and 5.07
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times higher (p<0.001), 100% of mice suffered acute kidney injury; The 20mg/kg intervention group

recorded blood creatinine and BUN concentrations 3.04 and 7.3 times higher (p<0.001), 50% of mice

had acute kidney injury, 50% of mice had acute kidney failure. Conclusion: The model of acute kidney

injury in mice using Cisplatin has been successfully built at doses of 15mg/kg and 20mg/kg.
Keywords: Cisplatin, acute kidney injury, creatinine, BUN.

I. PAT VAN DE

Cisplatin va cac loai thude dua trén bach kim khac, chéng han nhu carboplatin,
ormaplatin va oxaliplatin da duoc st dung rong rai dé diéu tri nhiéu bénh ung thu ¢ nguoi
[1]. Tuy nhién, tac dung phu chu yéu cua thudc 1a gay tén thuong than, day 1a mbi lo ngai
lon v€ mat 1am sang, do do can phai diéu chinh liéu luong. Dé gitp hiéu rd cac co ché lién
quan dén sy tlen trién cua ton thuong than do Cisplatin, md hinh trén dong vat gam nhim
da dugc phat trién [2]. Ngay nay, tinh trang ton thuong than cip (AKI: acute kidney injury)
ngay cang tré nén tram trong hon, nhung ti 1& vé n6 chua duoc blet 0 va su kho khan trong
viéc xac dinh ti ¢ nay thue sy dang chi y ¢ cac nude dang phat trién [3]. Udc tinh c6 khoang
13,3 triéu ngudi moi nam, 85% trong s6 d6 1a dan s6 ¢ cac nude dang phat trién, mac du
van chua ching minh duoc su lién hé truc tiép gitra AKI va s6 ca tr vong gy nén nhung
AKI dugc cho 1a da gop phan gy ra khoang 1,7 triéu ca tir vong mdi nam [4]. Bén canh do,
¢ nhiing nudc dang phat trién, nguyén nhan phd bién gy nén AKI thuong do co ché tén
thuong than cp trudc than, trong d6 c6 lién quan dén nhiém doc cac thude [3]. Poc tinh
trén than do Cisplatin gy ra trén thuc nghiém duoc bio cdo 1an dau tién vao nim 1971 [2],
doc tinh trén than 13 tic dung phu bat loi chinh cua diéu tri bang Cisplatin. Do d6, 1am han
ché liéu lwong va ty I¢ tir vong c6 thé do loc mau giai doan cudi chir khong phai do ung thu,
voi tinh trang t6n thuong than bat dau vai ngay sau khi diéu tri bang Cisplatin gay nén tinh
trang nhidém doc than véi sy gia ting nong do creatinin, nito, ure, BUN [5].

Trudce thyc trang ty 1¢ ngay cang tang vé nguy co ton thuong than cap va tién trién
dén suy than cép & nhiing bénh nhén ung thu do dugc diéu tri bang Cisplatin, nhiéu mo hinh
thu nghiém da va dang xut hién dé nghién ciru co ché giy bénh va tim ra cac phuong phap
dleu tri toi uu. Viéc dé ra mé hinh ton thuong than do Cisplatin trén dong vét gam | nham la
can thiét trong cac nghién ctru co ban vé cac co ché ciing nhu chién luoc diéu tri tiém ning
clia ca ton thuong than cap tinh va man tinh va cé nhiéu diém twong dong véi doc tinh trén
than cua Cisplatin & nguoi. Do do, nghién ctru dugc thuc hién véi muc ti€u: Xac dinh dac
diém chtrc nang than & nhom chudt nhét tring duc véi cac lidu can thigp Cisplatin khac nhau
va so sanh véi nhom chudt dbi chimg.

I. POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Pdi twgng nghién ciru

- Thudc thir nghiém: hoat chat Cisplatin (tén dugc pham: Ebewe Cisplatin) 1 lo
20mL chira 10mg hoat chat (IV), nha san xuit EBEWE Pharma G.m.b.H. Nig. KG,
MondseestraBe 11, A- 4866 Unterach am Attersee, Austria. Hoat chit duoc bao quan noi
thoang mat, tranh 4nh nang tryc tiép, trong thoi han sir dung.

- Pong vat nghién ciru: cac th nghiém dugc thuc hién trén chudt nhat tring duc,
6-7 tuan tudi, dong Swiss Albino thuan chung (Mus musculus var. Albino), trong luong trung
binh 28+2gam, duogc cung cap tir Trudng Pai hoc Can Tho. Chuét dugc dé 6n dinh 1 tuan
trong moi truong thi nghiém (chu ki 12 gio sang - tdi, 27+2°C va d6 am tuong ddi <70%)
trong 16ng kich thudc 25x35x15¢m (8 chudt/1 16x4 16) voi nude udng day du. Tiéu chuan
loai trir 13 cac ca thé mac cac bénh 1y tiéu hoa, ho hép, truyén nhiém trong qua trinh nghién
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ctru, chét hodc co biéu hién rdi loan hanh vi trong qua trinh nghién cuu, that bai trong qua
trinh mé hinh hodc 14y miu xét nghiém.

2.2. Phwong phap nghién ctru

- Thiét ké nghién ciru: Nghién ctru thyc nghiém.

- Chia 16 va gdy mé hinh ton thwong thin cip biang Cisplatin: Chudt duoc chia
ngiu nhién thanh 4 16 (n=8/1 16) véi thoi gian khao sat 1a 72 gio. Mot 16 dbi chimg sinh 1y
va 3 10 can thiép béng Cisplatin (16 10, 15 va 20 twong tmg lan luot véi liéu tiém tinh mach
dudi chudt duy nhat 1a 10mg/kg, 15mg/kg va 20mg/kg). Cisplatin duoc tiém trong gidi han
thé tich dbi voi tuan hoan ctia chudt, tinh toan liéu can thiép duogc thuc hién sau khi xac dinh
can nang chudt, chudt duoc tiém hoan toan bang dung dich Cisplatin 10mg/20mL chua pha
lodng. M6 hinh duoc danh gia 1a thanh cong khi ndng do creatinin va BUN mau cao hon c6
¥ nghia thong ké so véi 16 sinh 1y va dat 100% chudt bi ton thuong than cap trd 1én theo tiéu
chuan RIFLE (bang 1).

- Pinh lwong creatinin va BUN mau: Chung toi tién hanh 1iy mau mau tir tim
chudt (phau tich béng bd dung cu md dong vat cd nho) vao gio thir 72 sau khi can thiép
Cisplatin, ddm bao chudt nhin d6i it nhat 8 gid trude khi 14y mau, phuong phap 1dy mau
dugc tién hanh nhu sau: chudt dugc gy mé bang Diethyl ether (C2Hs),O tam bong gon
lugng vira du, gdy mé trong vong 5-7 phit. Sau khi gdy mé thanh coéng, chudt nam yén va
khong dép tmg véi kich thich. Chudt duge ¢d dinh trén ban mé véi tu thé ngira bang 4 kim
nho dam xuyén qua da. Boc 16 trung that cua chudt bang cach cat bo phan da va 16ng nguc
hai bén xuong trc dé thay rd tim chudt. Tim van hoat dong cho dén khi hoan tat qua trinh
14y méu. Ong tiém ImL/cc dugc sir dung dé lay mau tim chudt, mau sau khi rat khoang 0,6-
0,8mL/mau dugc cho vao ong nghiém heparin (75%13mL), dan ma vach va dugc dé ngay
vao thing bao quan lanh bang da kho CO», dua ngay dén phong xét nghiém. Mau sau khi
liy dugc quay ly tim dé tach huyét twong va dugc 1am xét nghiém bang méay phén tich sinh
hoa ban ty dong Erba cua Duc tai B mon Sinh héa, Truong Pai hoc Y Duoc Céan Tho.
Bang 1. Tiéu chuin chan doan ton thuong than cap RIFLE [5]

Thong sb D6 loc cau than | Creatinine huyét thanh | Luong nudc tiéu Két luan
Giam > 25% < A <0,5mL/kg/gio | Nguy co suy
Nguy co trong 1-7 ngay Téng 1,5 lan x 6 gio than cap
Ton thuong cap Giam > 50% < A <0,5mL/kg/gio | Ton thuong
tinh trong 1-7 ngay Tang > 2 lan x 12 gio than cap
o Giam >75% | Tang > 3 Iin trong 1-7 | 0 oml/ke/24 -
Suy than cap X X < gi0; hodc vo niéu | Suy than cap
trong 1-7 ngay | ngay; hodc > 4mg/dL. > 12 gid
Miat chirc ning than Suy than cip > 4 tuan.
dBenh th'ri}l.l glal Bénh than man giai doan cudi ton tai > 3 thang.
oan cuoi

2.2. Phwong phap nghién ciru

- Phuong phap thu thap s liéu: Dinh luong creatinin (don vi: mg/dL) va ure méau
(don vi: mmol/L) dugc thuc hi¢n theo hudng dan cua bo xét nghiém sinh hoéa Erba
Mannheim cua Duc trén may phan tich sinh hoa ban ty dong Erba cua Durc va chan doan
mirc d6 tén thwong than cip theo tidu chuan RIFLE. Nong d6 BUN mau (1 xét nghiém dinh
lwong nitrogen trong méau c6 ngudn gdc tir urea do sy phan huy protein trong gan), don vi:
mmol/L, dugc quy ude twong dwong voi ndong d6 ure mau, don vi: mmol/L, cong thirc
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chuyén d6i ndng d6 BUN mau, tir don vi: mmol/L sang don vi: mg/dL bang cach ldy ndng
d6 BUN mau, don vi: mmol/L chia cho 0,3571.

- Phwong phap han ché sai s6: Tét ca cac can thiép trén nhom nghién ctru nhu: cho
ubng thudc, 14y mau, mod chudt dugc thyc hién ¢ cung thoi diém va cung so luong ¢ tat ca
cac 10. Céac dung cu thu thap s6 lidu duge st dung cung mot loai thong nhét va déu duogc
chuén hoéa trude mdi 1an nghién ctru. Cac xét nghiém sinh héa c6 mau ching véi gia tri sai
1éch dudi 5%. Cac xét nghiém dugce thuc hién bdi cac k¥ thuat vién da dugce dao tao trude
do va thuc hién dang theo quy trinh da nghiém thu.

- Phwong phép xir Iy va phan tich s6 liéu: Chung toi nhap va phan tich s6 liéu trén
may tinh béng phan mém SPSS 20.0 (IBM, Armonk, Hoa Ky). Dé kiém tra mot bién s6 co
phan phéi chuan chung toi sir dung Kolmogorov-Smimov test. Chung t61 sir dung phép kiém
dinh Independent sample T - test va phép kiém dinh Chi binh phuong v6i mirc y nghia thong
ké dugc xéc dinh khi p < 0,05.

- Pao dirc nghién ctru: Nghién ctru da dugc thong qua Hoi dong dao dic trong
nghién ctru trén dong vat thi nghiém cta Truong Pai hoc Y Duge Can Tho.

III. KET QUA NGHIEN CUU
Béng 2. Nong do creatinin mau chudt ctia cac 16 nghién ctru

L6 nghién clru Creatinin (mg/dL) So véi 16 sinh ly Gid tri p*
L6 sinh ly (n=8) 0,6046+0,0201 - -
L6 10 (n=8) 0,6274+0,0380 Cao gip 1,03 lan p=0,156
L6 15 (n=8) 1,57+0,1132 Cao gip 2,59 lan p <0,001
L6 20 (n=8) 1,84+0,2469 Cao gip 3,04 lan p <0,001

"Kiém dinh sy khac biét gia tri trung bi‘nh gifra 2 16 tai cung mot th(‘y‘i diém
Nhan xét: Chudt duoc tiém Cisplatin liu 15mg/kg va 20mg/kg c6 nong do creatinin
mau cao hon c6 y nghia thong ké so vdi chudt 16 sinh ly.

Bang 3. Nong d¢6 BUN mau chudt cua cac 16 nghién ciru

L6 nghién clu BUN (mg/dL) So voi 16 sinh ly Gia tri p*
L6 sinh Iy (n=8) 25,03+0,3217 - -
L6 10 (n=8) 27,07+2,72 Cao gap 1,08 lan p=0,052
Lo 15 (n=8) 126,96+13,66 Cao gip 5,07 lan p <0,001
L6 20 (n=8) 182,72+31,95 Cao gip 7.3 lan p <0,001

"Kiém dinh su khac biét gia tri trung binh gitra 2 16 tai cung mdt thoi diém

Nhan xét: Chudt dugc tiém Cisplatin lidu 15mg/kg va 20mg/kg c6 néng do6 BUN
mau cao hon c6 ¥ nghia théng ké so véi chudt 16 sinh 1y.
Béng 4. Phan d¢ ton thuong than cip theo chi sd creatinine huyét thanh cia cac 16 chudt

(tiéu chuan RIFLE)
L6 nghién ctru | Binh thuong | Nguy co | Ton thuong | Suy than Tong Gia tri p**
L6610 (n=218) 8 (100%) 0 0 0 8 (100%) | p'*1°<0,001
L6 15 (n=218) 0 0 8 (100%) 0 8 (100%) | p*'*=0,021
L620 (n=218) 0 0 4 (50%) 4 (50%) | 8 (100%) | p**'°< 0,001

*Kiém dinh sy khac biét muc do E(;)n thuong than g@ﬁ’a cac 106 tai cung thoi diém.
Nhan xét: lieu c6 tac dung gay ton thuong than cap cua Cisplatin la 15mg/kg va
20mg/kg.
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IV. BAN LUAN

Mot s6 nghién ciru bude dau vé liéu gay doc than cap tinh cua Cisplatin trén mé hinh
chudt nhit tréng da ching minh duwgc muc do tdn thuong than cép qua sy giam do loc ciu
than, ting cao cac chi sb creatinin, BUN méu va su thay ddi cap tinh vé md bénh hoc than.
Nghién ctru cua Mingjun Shi va cong su (2019) xay dyng md hinh t6n thuong than cép bang
Cisplatin liéu 10mg/kg va 20mg/kg, theo ddi sau 20 tuan ghi nhén ty 1€ tr vong cao ¢ heu
20mg/kg (100% sau 2 tuan), trong khi & lidu 10mg/kg c6 biéu hién cua ton thuwong than cip
va khong ghi nhan tir vong [7]. Ndm 2022, Amany Iskander va cong su tién hanh tong hop,
thong ké két qua ciia cac nghién ctru ¢ lién quan dén “ton thuong than” va “Cisplatin”, sau
d6 dua ra khuyén cdo vé liéu gay ton thuong than cip trén chudt nhit tring tir 10mg/kg dén
20mg/kg tiém phuc mac, theo ddi trong 3-5 ngay [8]. Trong nghién ctru ciia Yong Jin Lim
va cong su (2023), chudt duge tiém phic mac don lidu Cisplatin 15mg/kg, theo doi trong 3-
4 ngay [9]. Nam 2020, Nguyen Ngoc Phung va cong sy xay dung mo hinh ton thuong than
cap trén chudt nhat tring bang Cisplatin véi lidu 10mg/kg, 15mg/kg, 20mg/kg va 30mg/kg.
Sau 2 ngay theo ddi, chudt duoc tiém phuc mac liéu 20mg/kg va 30mg/kg c6 ty 18 tir vong
1an luot 12 86% va 100%, liéu 10mg/kg va 15mg/kg duge Iya chon khao sat tiép tuc trong
14 ngay [10]. Qua do, chung t61 da lwa chon khao sat cac lidu Cisplatin 10mg/kg, 15mg/kg
va 20mg/kg trén 3 16 chudt nhit tring c6 cing dic diém sinh 1y va tién hanh lay mau mau
sau 72 gid can thiép, két qua so sanh vai 16 chudt sinh 1y. Nhém nghién ctru quyét dinh chon
duong can thi¢p 1a tiém tinh mach thay vi tiém phic mac do su khac biét tiém 4n vé dugc
dong hoc hodc su phan bd thudc theo thoi gian va khu vue duge tiém mic du tiém phic mac
dugc danh gid 1a dé can thiép hon v& mat thu thuét.

Chung t6i dua vao két qua sinh héa mau dé danh gia kha nang gay doc tinh trén than
& céc lidu Cisplatin khac nhau. Két qua nong do creatinin mau cta chudt sau 72 gio can
thiép ghi nhan & lidu 10mg/kg 1a 0,6274+0,038 mg/dL, cao gap 1,03 1an so véi 16 sinh 1y (p
> 0,05). Nong do creatinin mau & lidu 15mg/kg 1a 1,57+0,1132 mg/dL (cao gap 2,59 lan so
v6i 16 sinh 1y, p < 0,001) va & lidu 20mg/kg 14 1,84+0,2469 mg/dL (cao gap 3,04 lén so voi
16 sinh ly, p < 0,001). Trong mé hinh tiém phic mac Cisplatin & chudt nhit trang Swiss
albino 6-7 tuan tudi cuia Nguyén Ngoc Phung va cong sw, nam 2020 [9], sau 72 gio tiém
phiic mac Cisplatin liéu 15mg/kg, ndng do creatinin mau ctia chudt 1a 1,79+0,09 mg/dL (cao
gap 2,75 1an so véi 16 sinh 1y, p < 0,001). Nghién ctru cua Fang Yu va cong sy, nim 2007
[11] can thiép lidu Cisplatin 20mg/kg tiém phiic mac trén chudt nhit tring giéng hoang da
129Sv, sau 72 gio ghi nhan két qua creatinin mau dat 2,34+0,44 mg/dL. Qua do, chung t61
nhan théy c6 su khac biét nhat dinh vé néng d6 creatinin mau, c6 thé do anh hudng tir moi
truong song, thanh phan dinh dudng trong thic an, nudc udng va kha nang dap Gng véi
Cisplatin khac nhau giita gidng Swiss albino va gidng 129Sv. Ching chudt 129 dugc chimg
minh c6 chtra hai gen Ren-19 va Ren-2 déng vai trd quan trong trong biéu hién kha ning
dap mg véi Cisplatin gy ton thuong than (hoai tir cau than, 6ng than va ting huyét ap)
thong qua hoat dong cta hé théng Renin-Agiotensin-Aldosteron (RAAS), trong khi d6 cac
giéng chudt khac chira mot gen renin co lién quan dén kha ning dé khang sy tién trién cua
ton thuong than cip [12],[13],[14],[15]. Ngoai ra, sy khac biét vé két qua co thé lién quan
dén duong dung cua thudc.

Bén canh ndng do creatinin, ndng d6 BUN mau ciing 1a mot chi s6 quan trong trong
viéc danh gia hoat dong chirc ning cua than. Chiing t6i ghi nhan két qua ¢'16 sinh Iy cO nong
d6 BUN mau 14 25,03+0,3217 mg/dL, & liéu 15mg/kg 1a 126,96+13,66 mg/dL (cao gip gip
5,07 14n, p<0,001), & tidu 20mg/kg 14 182,72+31,95 mg/dL (cao gép gip 7,3 lan, p<0,001).
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Nghién ctru cua Nguyén Ngoc Phung va cong sy, nam 2020 danh gia néng d6 BUN mau
sau 72 gio can thigp Cisplatin 15mg/kg so sanh vé1 nhom sinh 1y duoc tiém NaCl 0,9% cung
thé tich, ghi nhan & liéu Cisplatin 15mg/kg dat 126,75+12,75mg/dL (cao gap 5,05 lan so véi
16 sinh 1y, p < 0,001) [10]. Nghién ctru ctia Fang Yu va cong sy (2007) ghi nhan ndng do
BUN madu sau 72 gi¢ can thiép Cisplatin lidu 20mg/kg dat 189,9+33,6 mg/dL [11].

Nhu vay, cac mo hinh gay ton thuong than cap bang Cisplatin déu thanh cong voi
biéu hién ting ndng d6 creatinine, BUN mau vdi liéu 15mg/kg va 20mg/kg. Dé co thé danh
gia hiéu qua gy doc than cua 2 lidu, chung toi da théng ké va danh gia murc do ton thuong
than & cac lidu Cisplatin theo ti€u chuan RIFLE dya trén mirc tang noéng dg creatinin mau
trén timg cé thé chudt. O chu6t 16 can thiép heu 15mg/kg gay ton thuong than cap 100%,
trong khi lidu 20mg/kg gay tén thuong thén cip 50% va suy than cip 50%. Két qua trén phu
hop véi sy ting cao co ¥ nghia thong ké ndng do creatinin va BUN méu trung binh trén timg
16 can thiép so véi 16 sinh 1y. Tuy nhién, chiing t6i nhan ra sy han ché ciia nghién ctru nay
1a chua thé thu thap du 2 chi ti€u con lai theo tiéu chuin RIFLE. Mic du vay, & dong vat
nghién ctru 14 chudt nhat tring thi hién nay khong ¢ tiéu chuén riéng biét dé khao sat, va
ciing khong thé thu thap dugc chinh x4c luong nude tiéu trong vong 24 gio nhu & con ngudi.
Tir 46, chung toi khong thé danh gia duoc d6 loc ciu than kém theo, ciing nhu khong co
cong thirc tinh toan riéng biét cho dién tich da chudt nhu & con nguoi.

Tém lai, md hinh tén thuong than cip di duoc xay dung véi ti 1¢ thanh cong 100%
& liéu 15mg/kg va liéu 20mg/kg, c6 su khac biét vé murc d6 gdy doc than ¢ 2 liéu. Tir do,
nhom ching t6i da xac dinh xay dung mé hinh dé khao sat vé tac dung tri liéu lam giam doc
tinh trén than 1a giai doan 2 sau khi xay dung mo hinh. Nhém nghién ciru s& tiép tuc khao
sat tac dung cua cac thudc méi co tic dung lam giam doc tinh trén than do Cisplatin. Tuy
nhién, giai doan tiép theo chua dugc thuc hién trong nghién ctru nay. Chiing t6i kién nghi
cac nghién clru tiép theo khi khdo sat tdc dung bao vé€ than cua céc loai thubc maoi, can lua
chon lidu Cisplatin phi hop vi lién quan dén ty 18 chudt con song sau khi gdy mé hinh.

V. KET LUAN

M5 hinh t6n thuong than cap trén chudt nhét trang dyuc bang Cisplatin d dugc xay
dung thanh cong ¢ liéu 15mg/kg va 20mg/kg sau 72 gio tiém tinh mach duoi.
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