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XAY DyNG QUY TRJNH CO LAP D A G TUY TAI VIET NAM 
" • • • • 

VA sa BO DANH GIA HIEU QUA CUA GHEP OAO TUY TREN CHUOT 
• • • • 

Bj GAY B E N H OAI T H A O DUONG TYP 1 B A N G STREPTOZOCIN 

Dd Doan La\\ Dang Thj Ngoc Dung\ Nguyin Khinh Hda\ Le Minh Giip^ 

^Truxyng Dai hoc Y Ha Noi 

^Vien S6t ret va Ky sinh trung Trung uxyng 

Benh dai thao duung typ 1 gay ra do te bao beta cOa dao tuy bj pha va dan tai tuy mit kha nang bai tiet insulin de 
duy tri ndng do glucose trong mau. Ghep dao tuy la mot phuxyng phap dieu trj mai dang du^c tien hanh a mot so trung 
tam nghien cCru. Muc tieu: Xay dung phuxyng phap co lap dao tuy phu hap vai dieu kien Viet Nam. Sa bo danh gia hieu 
qua cua phuxyng phap ghep dao tuy cho chuot dai thao du^ng typ 1 vao phuc mac. Nghien cCru: So sanh doi chCmg hai 
phuong phap co lap dap tuy. Theo doi hieu qua ghep tuy cho chuot dai thao duvrng typ 1 gay bang streptozocin. Ket 
qua: Xay dung du^c cong thuc pha che dung djch Hank's dung cho co lap dao tuy. Dan gian hoa duv^c mot so buvc 
trong quy trinh co lap dao tuy chuan hoc tap a Karolinska, Thuy Dien ma khong lam anh huvmg dSn hinh thai va chiK 
nang cua dao tuy. Ghep sa bo ban diu dao tuy cho 5 chuot dai thao duv/ng typ 1 nang va theo doi trong 30 ngay. Kit 
lu$n: Phuxyng phap co lap dao tuy dan gian giup ti§t kiem tai 70% kinh phi ma vin dam bao cho dao tuy co hinh thai va 
chCrc nang binh thuung. Phuxyng phap ghep tuy qua dwang phuc mac cai thien duxyc tinh trang glucose mau cQa chuot 
nhung chi duy tri ducfc trong thai gian ngan. 

Tir khoa: tieu dao tuy, dai thao diro'ng typ I, t§ bao beta 

I. DAT VAN D ^ 

Dii thao duang typ 1 la mot benh tu mien dugc 
xic djnh bai cac roi loan chuc nang he miin djch do 
ton thuang t i bao beta san xuit insulin cua tieu dao 
tuy. Mic du ca chi benh sinh ehua dugc chCrng 
minh r5 ring nhung co nhung bieu hien do rii loan v i 
ciu true gen [1] va do anh huang eua mot s6 yiu t6 
ve moi tru&ng [2], anh huang cua chi dp an uong [1], 
Hiu qua la gay su ting cao glucose trong mau va 
xuit hien cac the cetonic trong he thing tuin hoan do 
te bao thiiu glucose. Nguyen t ic quan trpng trong 
dieu trj l i lim ha glucpse trong miu bang each bo 
sung insulin trong tuin hoan giup cho glucose xam 
nhip dugc vao trong t i bao dan tai han chi su tang 
cao nong dp cie thi cetonic. Mot phu-ang phap pho 
bien hi§n nay l i ti^m insulin hing ngay tuy theo mCpc 
dO eua ning d6 glucose trong mau benh nhan. Dieu 
han che cua phuang phap dieu trj niy la rit-kho kiim 
soit dugc biin ehung, trong do dang k i nhit l i tai 
biin do dung insulin qui liiu hoac bj nhiem toan do 
dCing insulin khdng dung cich va du lieu. Han nua, 
phuang phap dieu trj niy Iu6n doi hoi phai djnh lugng 
dugc nong dO glucose trong miu. Vi viy viee theo 
d6i dieu trj giy nhiiu ton k6m v i phiin phCpc cho 
b$nh nhin, dong th&i Iu6n cin c6 cin bp y t i theo 
doi. De han che c ie tai bien n6i tren, viec phit 

trien eic phuang phip diiu trj mai de kiem soit 
lugng insulin dua vao ca the nguai benh trong 
giai han sinh ly l i mot viec lam cip bich. Bo 
sung tieu dao tuy thong qua ghep mot so cie 
tieu dao ngoai lai la m6t lua chpn co nhiiu triin 
vpng. Mot uu diem quan trpng cua phuang phip 
niy l i dan gian han so vdi ghep ca tuyin tuy v i 
lieu thuoc ue ch i miin djch phai dung it han [4, 
5]. Tuy nhien, phuang phip niy hien nay chua 
dugc nghien cuu v i ung dung tai Viet Nam. Do 
d6, Chung toi tien hanh nghi§n CLPU nay nhim 
muc dich. Sua doi, ap dung phuang phip co l ip 
dao tuy tai labo thi nghiem bp mon Dugc ly v i 
bp mon Hoa sinh, Dai hpc Y H i Npi. Buac diu 
eiy ghep cie dao tuy co lap tren chupt cing tring 
giy di i thio duang typ 1 bing streptozocin. 

II. D 6 | TU'gNG VA PHl/QNG PHAP 

1. Odi tu'ang 

Chupt cong tring trpng lugng 200 - 250g nuoi 
tai bp mon Dugc ly, truang Dai hpc Y Hi Npi. 

2. Phu'ang phip 

2.1. Cai tien quy trinh co lap va nuoi cay dao tuy 

Quy trinh ed l ip dao tuy dugc cai tiin theo cie 

bu&e nhu sau: 

1 
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Xiy dyng cong thCpc pha chi dung djch 

Hank's dung d i co lap dao tuy. 

Xay dung quy trinh co lap dao tuy dua tren 

phuang phip co lap dao tuy cua Labo 6B: 01, Vien 

Karolinska, Stockholm, Thuy Dien [3] vai phuang 

chim rut ngin mot s6 buac co su dung cac dung 

djch dit tiin, thay the bing cac cong doan va dung 

djch re tiin han m i eu the l i luge bo phin co lap co 

su dung cie dung djch co ty trpng 1077 v i 1119 de 

ly t im cung vai tuy sau khi da u vai eolagenase 

bing phuang phip nhit v i rua dao tuy thu cong 

bing dung djch Hank's. Sau do khoang 50 100 

dao tuy dugc nuoi eiy trong dTa petri bing dung 

djch RPMI 1640 vai ndng dp glucose 11 mM kem 

theo 10 % FCS, 100 U/ml penicillin v i 100 mg/ml 

streptomycin sulphate. pH eua dung djch nuoi eiy 

ludn giu a 7.4 bing cich cho them dem Natri bicar

bonate. Dao tuy dugc nuoi eiy trong tu i m 37°C 

qua dem vai 5% carbon dioxide. ChCpc ning cua 

dao tuy dugc dinh gia bing cich djnh lugng nong 

dp insulin eua dao tuy tiet ra trong 1 h ngay sau khi 

dao tuy dugc co lap va a gia thu 24 sau khi u. Kit 

qua dugc so sinh vai kit qua nong dp insulin eua 

dao tuy CO lap do tai Vien Karolinska trong cac 

nghien cuu truae diy eua chung toi [3]. 

2.2. Ghep dao tuy co lap cho chuot dai thao 

dw&ng gay bang streptozocin 

Chupt ccng dai thao duang dugc gay bang 

cich tiem ming bung streptozocin l i iu 70mg/kg, 

nuoi trong 15 ngiy. Sau khi l iy miu de do luang 

Bang 1. So sinh kit qua thu du'ac khi cd lap dao tuy cua 1 chuot cdng tring theo hai phu'ang phap 

insulin va danh gia nong dp glucose mau d i khing 

djnh chupt bj dai thao duang typ 1 (glucose miu > 

300mg/dl), chung toi t i in hanh phiu thuat, gh6p 

dao tuy chupt cung b i , me v ip mac ni l lan. Chupt 

dai thio duang typ I sau khi ghep dao tuy dugc 

theo doi nong dp glucose mau va insulin miu trong 

30 ngiy. Nhom ddi chi>ng chi gay dai thio duang 

bing streptozocin, phiu thuat nhung khong ghep 

tuy cung dugc tien hanh theo ddi song song. Ning 

dp glucose mau dugc do a cac thai diim: truae 

phiu thuat, sau phiu thuat 5, 15 v i 30 ngay. 

Djnh lugng insulin: Insulin trong cac miu dung 

djch hoac huyit tuang dugc giu a nhiet dp - 10°C 

trong vong 20 ngay r i i dem djnh lugng tren may 

ELISA tai Vien Quan Y 108 bing" rat Insulin ELISA 

kit" cua Mercodia, Uppsala Sweden. 

2.3. XCP ly so lieu: Ki t qua thu thap dugc xu ly 
bing phuang phap thing ke su dung t test 
student. Khic biet co y nghTa khi g i i trj p < 0,05. 

III. K^T QUA 

1. Cai t i in quy trinh cd lap dio tuy 

Da xiy dung dugc cdng thuc pha chi dung 

djch Hank's dua tren cdng thuc cua hang Biovitrogen. 

Dung djch sau khi pha che dugc kiim djnh v i pH 

v i kha nang su dung d i cd lap dao tuy so vai dung 

djch Hank's chuin dat mua cua Biovitrogen da xiy 

dung dugc phuang phap cd lap dao tuy bing each 

luge bo bdt mot s i budc cd su dung eic dung 

dich dat ti in. 

STT 

1 

2 

3 

4 

5 

6 

7 

8 

9 

Ndi dung 

pH dung djch Hank's 

Thi tich Hank's c in dung 

So dao tuy thu dugc 

Dung djch 1077 

Dung djch 1119 

Sd lin ly tam tren miy 

Khdi lugng eolagenase 

Thai gian chi phi 

Chi phi hoa chat 

Phu'ang phap cd lap 
cua Lacy P.E. 

7,38 ±0,5 

130 ml 

259 + 76 

5ml 

5ml 

5 

8,0 ± 1,0 mg 

63± 10 phut 

1.000.000 d 

Phu'O'ng phap cai tien 

7,37 ±0,9 

300 ml 

165 ±89 

0 

0 

0 

9,0 ± 1 mg 

80 ± 13 phut 

200.000d 
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STT 

Bang 2. Chit lu'crng dao tuy thu du'ac sau khi cd lap bing phu'ang phip cai tiin 

Ndi dung 

So dao tuy thu dugc 

Ti Id song sau 24h nudi eiy 

5 Kha nang bii t i it insulin sau 24h nudi eiy 

Phu'ang phip cd 
lap cua Lacy P.E. 

Phu'ang phap 
cai tiin 

259 ± 76 165 ±89 

2 Kich thudc dao tuy sau khi cd l ip 360 ± 175 pm 

3 Kha ning bai tiet insulin sau khi cd l ip (ng/dao/h) 13,1±0,93 

452 ±158 Mm 

13,8 ±0,85 

97% ± 2% 89% ± 5% 

Chua xac dinh Chua xac dinh 

Anh 1. Hinh thai dao tuy co lap bang 2 phuang phap 

A: Phwong phap co lap dao tuy cua Labo 6B: 01, Vien Karolinska, Stockholm, Thuy DiSn. 
B. Phwong phap cai tiSn. 

2. Kit qua ghep tuy cho chuot cdng dai thio du'd'ng typ I gay bing streptzocin 
Bang 3. So sinh mot sd chi sd ca ban sau khi ghep tuy sau 10 ngay 

Ndi dung Nhdm chuot binh 
thu'd'ng 

Nhdm chuot dai 
thao du'd'ng typ I 
khdng ghep tuy 

Nhdm chuot dai 
thio du'd'ng typ I 

ghep tuy 

Sd lugng chupt (n) 10 10 

So dat tieu chuin di i thao 
10 

dudng typ 1 
Nong dp glucose miu truae 
khi ghep tuy 

5,3 ± 1,5 mM 18,7 ± 6,3 mM 19,2 ± 5,6 mM 

4 Ndng dp glucose miu sau 
gheptuy 10 ngiy 

5,2 ± 1,7 mM 20,3 ± 5,8 mM 14,5 ± 4,6 mM 

5 Nong dp insulin miu trude 
khi ghep tuy (ng/ml) 

3,2 ±0,3 0,5 ±0,5 

Nong dp insulin miu sau 
ghep tuy 10 ngiy (ng/ml) 

0,3 ±0,5 

3,5 ±0,3 0,4 ±0,7 1,5 ±0,4* 

7 So chupt sing 10 ngay sau 
ghep tuy 

10 eon 

8 Sd chupt sdng 15 ngiy sau 
gh6p tuy 

10 

9 Sd chupt sdng 21 ngiy sau 
gn6p tuy 

10 

IV. BAN LUAN 

V§ phu'ang phap cd lap dao tuy cai tiin 

Bing cich chu ddng xay dM'ng cdng thCpc pha 

chi dung djch Hank's, nhdm nghien QUU eua chung 
tdi d i chu dpng dugc phin ca ban trong eic budc 
tiin hanh cd lip dao tuy. Phuang phip cd lip hpc tip 
dugc tai Vien Karolinska cin mdt miy ly tim cd Idn 
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hien chi mdi cd a labo trung tam, Truang Dai hpc 

Y H i Ndi. Phuang phip cua chung tdi da dan gian 

dugc budc niy. Sd lugng dao tuy thu dugc tren 

moi chupt bing phuang phap cd.lip cua chung tdi 

it lian so vdi phuang phip cd lap tai Vien Karolinska 

[3]. Thai gian chi phi cho toin bp qua trinh cung 

kep di i han (bang 1). Tuy nhien chit lugng dap 

tuy bang ca hai phuang phap diu khdng cd gi 

khic biet (bang 2). Diiu dd cho thiy phuang phap 

cd l ip dao tuy thu cdng eua chung tdi cd th i dugc 

su dung trong diiu J<ien nghien cuu cua Viet Nam. 

Vl kha nang ghep tuy cho chuot dii thao 

du'd'ng typ I 

Su dung dao tuy cd lap d i ghep cho benh nhin 

dai thio dudng typ I da dugc ti in hinh thanh cdng 

d mdt sd nude. Kit qua nghien CLPU cho thiy, ghep 

dao tuy l i mdt phuang phip dan gian, an toin v i 

cd hieu qua dieu trj rd ret [4, 6]. Khd khan Idn nhit 

la tim kiim nguon dao tuy. Mdt so nghien CLPU d i 

chf ra ngudn ly tudng l i phat trien cie phuang 

phip nudi eiy dao tuy tu eic t i bio gdc hoac t i 

bio mim d cac md ca quan. Tuy nhien diy l i mdt 

phuang phip mdi ddi hoi ky thuat hien dai. Budc 

diu nghien cuu Cpng dung cie tien bp niy, chung 

tdi d i cd ging ti in hinh cd lap v i ghep tuy cho 

chupt di i thio dudng typ I giy bing streptozocin. 

Kit qua d bang 3 cho thiy: Bing each ghep 

cie dao tuy ngay sau khi cd lap, tinh trang di i thio 

dudng eua ehudt da cai thien rd ret. Ndng dp glu

cose miu sau gh6p tuy 10 ngiy da giam mdt each 

ding ke so vdi nhdm khdng ghep tuy. Tuy nhien 

ndng dp niy van cdn cao han so vdi chupt binh 

thudng. T\ le sang sau 21 ngiy cua chupt dai thio 

dudng typ 1 la 0% nhung s i chudt'dugc ghep tuy 

la 40 %. Oiiu dd cho thiy phuang phip cd lap dao 

tuy l i cd th i i p dung trong vide eiy ghep tuy. Nong 

dp insulin trong miu chupt sau ghep tuy 10 ngay 

cung dugc cai thien rd ret tuy khdng the bang 

nhdm chupt binh thudng nhung cung chp thiy sau 

khi ghep dao tuy cd kha nang song va bi i tiet 

insulin vio miu. Nhu viy viec dam bao de diiu trj 

thinh cdng cung nhu dam bao duy tri hieu qua cua 

ghep cin phai tiin hanh mdt nghien CLPU qui md, 

dam bao diiu kien tdt nhit cho phau thuat cung 

nhu nudi eiy dap tuy. Dudng gh^p huu hieu nhit 

cung c in dugc xem xet va nghien ci>u. 

Nhiiu nghien cuu khac da chf rd cie dipdng 

ghep tuy cho hidu qua diiu trj t i t nhit l i cac 

dudng ghep qua tTnh mach cua vao gan hoac 

ghep vao vung vd than [5]. Mdt so thi chi ra du-dng 

ghep an toin nhit l i ghep vao thanh bing quang. 

Tuy nhien, dp diiu kien ky thuat cdn r i t han che, 

chung tdi chi cd th i ghep dao tuy vio mac noi 

Idn. Cd le day l i nguyen nhan chinh din tdi viec 

ehudt chit sau 21 ngiy ghep tuy. Kha nang nu6i 

song tuy qua mac noi Idn kha han chi. Do viy 

ndng dp glucose mau cua chupt sau ghdp tuy c6 

giam nhung khdng nhiiu. 

V. K^T LUAN 

Phuang phap cd lap dao tuy cai tiin theo 

hudng ti it kiem mdt so cdng doan su dung dung 

djch di t t i in v i tu pha ch i dung djch Hank's dung 

cho viec cd lap dao tuy l i eic phuang phip c6 the 

i p dung dugc. Ghep dao tuy cd l ip cho chuot dai 

thio dudng typ 1 l i piiuang an cp the thuc hi$n 

dugc va cai thien dugc tinh trang cua dii thio 

dudng. Tuy nhien nghien cuu cin dugc tien hanh 

nhiiu han nua de cd th i dua ra dudng ghep hiSu 

qua, an toin. Ddng thdi cung cin nghien cdu them 

v i kha nang biet hda thinh te bio beta dao tuy a 

cac md ca khac d i tao ngudn dao tuy cho cong 

viec eiy ghep. 
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Summary 

DEVELOP PROCESURE OF ISLET ISOLATION CONSISTENT WITH 
VIETNAM'S CONDITION AND PRE EVALUATION OF THE EFFECTIVENESS 

OF ISLET TRANSPLANTATION ON MOUSE INDUCED TYPE I DIABETES 
Diabetes mellitus type 1 is a form ofdiabetes mellitus that results from autoimmune destruction of insulin 

producing beta cells of the pancreas leading to loss of pancreatic insulin secretion to maintain blood 
glucose concentrations. Islet transplantation is the transplantation of isolated islets from a donor pancreas and 
into another person. It is a new treatment is being conducted in several research centers. Objective: 
Develop methods of islet isolation consistent with Vietnam's conditions. Preliminary evaluation of the 
effectiveness of islet transplantation method for mouse type 1 diabetes on peritoneal dialysis. Research 
Methodology: Comparison of two methods of confronting islet isolation. Monitor the effectiveness of 
pancreas transplants for type 1 diabetic mice caused streptozocin. Results: Building the form of Hank's 
solution used for islet isolation. Simplifying some steps of the process of islet isolation standards learning 
from Karolinska, Sweden, without affecting the morphology and function of the islet. Preliminary transplant 
islet for five serious type 1 diabetic mice and monitoring for 30 days. Conclusion: The simplification of 
method of islet isolation saves the cost up to 70% while maintaining normal islet morphology and function. 
Pancreatic grafting via peritoneal improve the status of mice's blood glucose status but only in short period. 

Keywords: pancreas islet, Diabetis type I, beta cell 

HCV RNA VA KIEU GEN VIRUS VIEM GAN C (HCV) (y BENH NHAN 
CHAY THAN NHAN TAO (TNT) TAI BENH VIEN BACH MAI 

Vu Thj Tu'ang Van 
Benh vien Bach Mai 

Xac anh ty 1$ HCV - RNA a benh nhan chay than nhan tao (TNT) co anti - HCV (+) va mo ta kieu gen cua virus 
viem gan C a b$nh nhan chay TNT co HCV - RNA (+). Doi twang va phuxyng phap: Nghien cCru duvc tien hanh tren 70 
b$nh nhan ch$y than nhan t^o co anti - HCV (+) tai benh vien Bach Mai trong thai gian 2 nam (2006 - 2008). Phuvng 
phip nghien cm dieu tra ngang, HCV - RNA duxyc xac anh bang ky thuat Real - time RT - PCR vai bq sinh pham 
COBA^ AmpliPrep/ COBAS® TaqMan® HCV Test (Roche). Kieu gen HCV duvc xac anh bang ky thuat Real - time 
RT - PCR. Ket qua va ket luan: Trong so 70 benh nhan chay TNT co anti - HCV (+), 64 trucfng hap co HCV - RNA 
chiem 91,43% cho thiy mdi nguy ca lan lay nhiim cheo cho nhOng benh nhan a cung mot trung tam IQC mau. 36 
truang hop (56,25%) co tai luvng vims (viral load - ux>c luxrng so vims c6 trong mau) > 1<f copies/ml. Kieu gen 6 (50%) 
chiem ty le cao nhit, kieu gen 1 (43,75%), co 4 truxyng hap nhiim phoi hap hai kieu gen: mot truKyng hap nhiim phoi 
hQP 1 vd 2 (1,56%) va 3 tnrang hap nhiim phoi hap 6va2 (4,69%). 

Tip khoa: HCV, kieu gen HCV, benh nhan chay than nhan tao, benh vien Bach Mai 

I n A -r w A ^1 n i ^ viem gan C (HCV) rit cao chiim ty Id tCp 5 - 94% tuy 
'• OAT VAN D c . , ,̂  r̂ , -,-> ,. ,_•- , ,^w • 

theo tung vung va khu vue [2]. Ty le nhiem HCV a 

B$nh nhin chay thin nhin tao (TNT) va truyin nhdm benh nhin niy ting din theo thdi gian, theo 

miu nhiiu l in l i doi tugng nguy ca bj nhiim virus so lin Ipc miu [3, 7], Bpnh nhin suy thin ngay khi 


