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Lessons learned from more than 1,000 pancreas replacement therapy (pancreas and islet
transplants at a single institution. Ann Surg. 2001; transplantation) for treatment of diabetes
233: 463Y501. mellitus.
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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 | 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 |, beta cell

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

Vii Thi Twong Van
Bénh vién Bach Mai

Xéc dinh ty 1&6 HCV - RNA & bénh nhan chay than nhan tao (TNT) cé anti - HCV (+) va mb (3 kiéu gen cua virus
viém gan C & bénh nhan chay TNT c6 HCV - RNA (+). Péi tvong va phuong phap: Nghién ciru duoc tién hanh trén 70
bénh nhéan chay than nhan tao cé anti - HCV (+) tai bénh vién Bach Mai trong thoi gian 2 ndm (2006 — 2008). Phuong
phdp nghién ciu didu tra ngang, HCV - RNA dugc xéac dinh bang ky thuat Real - time RT - PCR v&i b$ sinh pham
COBAS® AmpliPrep/ COBAS® TagMan® HCV Test. /Roche). Kiéu gen HCV dwoc xac dinh bang ky thuét Real - time
RT - PCR. Két qua va két luan: Trong sb 70 bénh nhdn chay TNT c6 anti - HCV (+), 64 truong hop ¢6 HCV - RNA
chiém 91,43% cho thdy mdi nguy co I6n Idy nhiém chéo cho nhimg bénh nhan & cung mét trung tam loc méu. 36
truong hop (56,25%) c6 tai lugng virus (viral load - woc lvong s6 virus co trong mau) > 10° copies/ml. Kiéu gen 6 (50%)
chiém ty Ié cao nhét, kidu gen 1 (43,75%), c6 4 trvomg hop nhiém phéi hop hai kidu gen: mét trrong hop nhiém phéi
hop 1va 2 (1,56%) va 3 truong hep nhiém phdi hop 6 va 2 (4,69%).

Tir khda: HCV, kiéu gen HCV, bénh nhan chay than nhén tao, bénh vién Bach Mai

viém gan C (HCV) rét cao chiém ty 1& tir 5 - 94% tuy
theo tirng vang va khu vuc [2]. Ty 1& nhiém HCV &

Bénh nhan chay than nhan tao (TNT) va truyén nhém bénh nhan nay tang dan theo thdi gian, theo
mau nhigy 1&n 1a d6i twong nguy co bi nhiém virus s6 1an loc mau [3, 7]. Bénh nhan suy than ngay khi
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bat chay than nhan tao da la mot quan thé cé nguy
co cao nhiém HCV do phai diéu tri bdo ton dai
ngay, truyén mau, tiém truyén nhiéu lan, viéc thuc
hién thd thuat can thiép tao thong déng tinh mach
dé thiét 1ap vong tuan hoan ngoai co thé, lay truyén
chéo trong bénh vién... [6]. O Viét Nam viéc danh
gia tinh trang nhiém HCV trén bénh nhan chay
than nhan tao chl yéu van dua vao xét nghiém
phat hién anti - HCV, tuy nhién cac con sé dua ra
tlr xét nghiém nay khong phan biét dwoc tinh trang
nhiém virus that sy hay nhiém trong qua khtr vi xét
nghiém nay méi chi phat hién khang thé khang
HCV. Trén thuc té HCV  RNA chi phat hién dwoc
khoang 52 - 95% bénh nhan chay than nhan tao c6
anti HCV (+) [3, 7]. Mat khac dac tinh quan trong
nhat vé cau truc hé gen clia HCV la tinh da dang
vé gen va diéu nay lam cho virus cé kha nang né
tranh dap wng mién dich clia vat chi va lam cho co
thé khong cé mién dich bao vé va van co nguy co
bi tai nhiém [4]. Viéc xac dinh kiéu gen clia HCV
giup ich rat nhiéu cho van dé diéu tri, d&c biét doi
v@i bénh nhan chay than nhan tao cé nguy co cao
nhiém nhiéu loai kiéu gen cla virus viém gan C. Vi
vay chuing téi da tién hanh nghién clru dé tai “HCV
- RNA va kiéu gen virus viém gan C (HCV) & bénh
nhan chay than nhan tao tai bénh vién Bach Mai”
v&i muc tiéu sau: 1. Xac dinh ty 16 HCV RNA &
bénh nhan chay TNT chu ky cé anti  HCV (+). 2.
M6 ta kiéu gen cla virus viém gan C & bénh nhan
chay TNT c6 HCV - RNA(+).

I. DOl TWONG VA PHUONG PHAP

1. i twong

70 bénh nhan chay than nhan tao chu ky 3 1an/1
tudn tai bénh vién Bach Mai co anti HCV (+) (st
dung ky thuat ELISA thé hé 3 v&i bd sinh pham
MONOLISA plus HCV ciia Bio - Rad), nhtrng bénh

nhan nay dwoc ldy mau lam xét nghiém truwdc khi
loc mau tai thdi diém tién hanh nghién ctu. Cac
mau mau dugc dé déng tw nhién va ly tam lay
huyét thanh. Cac mau huyét thanh cla bénh
nhan dwoc lwu gilr trong td &m sau & nhiét do -
70°C cho dén khi thwec hién xét nghiém do tai
lwong virus (viral load wéc lwgng sb virus co
trong mau), kiéu gen clia HCV. Mot sb thong tin
lien quan: gidi, tudi, thoi gian loc mau ciing
duwoc tién hanh nghién clru.

2. Phwong phap

- Piéu tra ngang: xac dinh HCV  RNA va xac
dinh kiéu gen HCV trén déi tvong nghién ctru bang
ky thuat Real - time RT - PCR.

Nhirng bénh nhan trong nhém nghién ctru cé
tai lwgng virus 2 10? copies/ml duoc xac dinh kiéu
gen HCV.

3. Cac ky thuat trong nghién ciru

- HCV - RNA duoc phat hién bang ky thuat Real -
time RT - PCR dinh lwong HCV - RNA: St dung b
sinh phdm COBAS® AmpliPrep/ COBAS® TagMan®
HCV Test (Roche) va thwc hién trén hé théng may
AmpliPrep/COBAS TagMan 48 (Roche). Ngutng
phat hién clia bé sinh pham la 37 copies/ml.

Kiéu gen HCV duwoc xac dinh bang kj thuét
Real time RT PCR sl dung trinh ty méi dac
hiéu tir NCBI dwoc kiém tra bang phan mém quy
chuan Annhyb, Clustaex, Oligo Analyzer (IDT). Ky
thuat xét nghiém duwoc thwc hién trén may
CFX96™ Real time PCR Systems (Bio Rad).
Trinh tw mdi va probe dwoc thiét ké theo trinh tuv
tai vung 5' khéng phién ma va vung "I6i" (core) cta
HCV d4c hiéu type. (Tai Viéet Nam chi yéu nhiém
cac kiéu gen 1, 2, 6 do do chung toi thiét ké méi dé
phat hién 3 kiéu gen nay). Nhitng truong hop
khéng phat hién duwoc kiéu gen sé sl dung Ky
thuat giai trinh tw.

Bang 1. Trinh tw mai va probe

Tén moi, probe

Trinh tw sap xép (5" - 3’)

Moi xudi 5 - CCAGGTTGGGTGTGCGCG - 3'

 Mdi nguoc 5 - ATCCCGCCCACCCECAAC -3
Probe HCV1 5 - 56FAM — AGGTAGACGTCAGCCTATCCT - BHQ1 - 3
Probe HCV2 5' - 56FAM — CACGTGGCTGGGATCGCTCCG -BHQ1 -3
Probe HCV6G 5 - 56FAM — CAGGCACTGGGCTCAGCACGC - BHQ1 - 3'
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Ngudng phat hién cha ky thuat 1a 10? copies/m!.

Cac xét nghiém sinh hoc phan t&r dwoc thwc
hién tai khoa Vi sinh bénh vién Bach Mai N

4, Thu thap va xtv Iy s liéu

Céc sb lieu duogc thu thap trén may vi tinh va
duoc xt ly theo phwong phap théng ké dich té hoc
thich hop, st¢ dung chwong trinh Epi - info 6.04 va
chuwong trinh Excel 2003.

Danh gia sy khac biét vé ty 1& va méi twong
quan duwra vao thuat toan kiém dinh, vé&i p < 0,05 thi
su khac biét co y nghia théng keé.

. KET QUA

1. Ty lé HCV RNA & bénh nhan chay than
nhan tao c6 anti HCV (+) tai bénh vién Bach
Mai nam 2006 - 2008

1.1. Ty 1é HCV - RNA (+) trong 70 bénh nhan
co anti - HCV(+)

Bang 2. Ty 1& HCV - RNA (+) & 70 bénh nhan c6

anti - HCV (+)

Két qua n %
HCV - RNA(+) 64 91,43
HCV - RNA(-) 6 8,57

Tong 70 100

Kétqua cho thay: 91,43% (64/70) m&u co HCV - RNA(+).
1.2 Tai lwvong virus viém gan C & bénh nhan
¢c6 HCV - RNA(+)

Két qua cho thay bénh nhan chay than nhan tao
nhiém virus viém gan C co tai lveng virus trong
mau kha cao: 56,25% bénh nhan coé tai lwong virus

Bang 3. Tai lwong virus viém gan C & bénh
nhan cé HCV - RNA (+)

Tai lwong virus n %
(copies/ml)
10% - 10*copies/ml 4 6,25
> 10* - 10 + copies/ml 24 37,50
> 10° copies/mi 36 56,25
Tong 64 100

2. Kiéu gen (genotype) HCV & bénh nhan
chay than nhan tao.
2.1. Kiéu gen HCV & bénh nhéan cé
HCV - RNA (+)
Trong s6 64 bénh nhan chi phat hién dwoc kiéu
gen 1, 2 va 6 clia HCV c¢é sy phan b nhu sau:

Bang 4. Phan bé kiéu gen HCV trén 64 bénh
nhan c6 HCV - RNA (+)

Kiéu gen HCV n %
1 28 4375
1va?2 1 1,56
6 32 50
6va?2 3 4,69
Téng 64 100

Két qua trén cho thay:

- Bénh nhan chay than nhan tao tai bénh vién Bach
Mai nhiém céc kiéu gen virus viém gan C nhu sau:

- Kiéu gen 1 (28/64) chiém ty |& 43,75%

- Kiéu gen 6 (32/64) chiém ty 1& 50%

Ngoai ra chung toi phat hién duoc 4 trwdng hop
dbng nhiém 2 kiéu gen: déng nhiém kiéu gen 1 va
2 (1/64) la 1,56% va déng nhiém kiéu gen 6 va 2
(3/64) chiém ty 1& 4,69%.

1
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Hinh 1. Két ludn “Mau nhiém genotype 1”
1, 2, 6: Genotype 1, 2, 6. D: Chirng am
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Hinh 2. Két luan “Mau nhiém genotype 2 - 6”
1, 2, 6: Genotype 1, 2, 6. D: Chirng am

IV. BAN LUAN

Ty Ié HCV RNA & bénh nhan chay than
nhan tao tai bénh vién Bach Mai

'(Bang 2, bang 3)

HCV RNA (+) duoc coi la tieu chuan vang
trong viéc kh&ng dinh sy c6 mat thwe sy clia HCV
trong mau cla nguw&i bénh. Trong 70 mau méau
bénh nhan clia nhém nghién ctru cé anti - HCV (+)
(bdng 2), 64 madu HCV RNA (+) chiém ty lé
91,43%, két qua nay cla chung téi cling twong tu
v&i két qud nghién cru clia Li Han va Wang Shi
xiang: ty 16 HCV  RNA chiém 90% trong sé bénh
nhan chay TNT c6 anti  HCV (+) [7]. M6t nghién
ctru khac & Viét Nam cia Nguyén Bang Manh va
cong sy thi ty 1& nay la 89,29% bénh nhan chay
than nhan tao cé6 HCV RNA (+) [3]. Nghién ctru
clia nhidu tac gia trén thé gi&i cho th&y viem gan C
dan dau vé ty Ié mic va t& vong & bénh nhan suy
than giai doan cudi [7]. V&i ty 16 HCV  RNA (+)
chiém t&i 91,43% trong nghién ctu nay da cho
thdy mét méi nguy co Ién lay nhiém chéo cho céc
bénh nhanichay TNT khac. Jasuja va cong s khi
nghién ctru vé kha nang lay nhiém chéo & mét sb
trung tdm than nhan tao tai An D6 da nhan thay ty
lé bénh nhan nhiém HCV méc phai lién quan rat
nhiéu v&i ty 1& Iu hanh cGa HCV - RNA trén bénh
nhan chay TNT trong cing mét trung tam loc mau.
O nhirng trung tdm cé ty lé Iwu hanh cta HCV
RNA < 19% chi ¢6 2,5%/ bénh nhan nhiém méi
trong m6t ndm trong khi dé ty Ié nay lén dén 35,3%
@ nhitng trung tam TNT c6 ty I1& Iwu hanh cla HCV
- RNA > 60% [6].

Bén canh d6 ching ti con nhan thay réng
bénh nhan chay than nhan tao trong nhém nghién
ctru nhiém HCV c¢6 tai lwgng virus mau kha cao,
véi lwogng HCV trong mau la > 10°® copies/mi
chiém ty lé 56,25% (bang 3). K&t qua nghién ciu
ctia chung t6i cao hon so v&i mot s két qua da
dwoc céng bbé khac. Nghién clru cla Fabrizi va
cong sy khi str dung ky thuat Real time PCR
(inhouse) nhan thay tai lwong HCV thuwdng &
ngudng thap duwéi 10°copies/ml [5]. Li va cong sy
nghién clru & bénh nhan chay TNT tai Trung
Quéc cling chi phat hién dwgc 12/32 trwéng hop
tai lwong virus < 10%copies/ml [7]. Mét sb tac gia
cho réng nhiéu co ché dan dén lvong HCV - RNA
thdp & nhém bénh nhan trong d6 nhiéu tac gia dé
cap viéc HCV - RNA bj hap phu lai trén mang cla
qua loc va bi pha hdy trong qua trinh loc mau [6,
9]. Cudi chu ky loc mét sb tac gia lai nhan thay
virus lai tdng tr& lai. Tuy nhién van dé nay hién
van con c6 nhiéu tranh cai, mét sé tac gid khi
nghién ctru méi lién quan giva tai lwong virus va
chay TNT, khéng nhan thay cé sy gidm tai lvong
virus & trong méi chu ky loc [6]. S& di két qua vé
xét nghiém do tai lwgng HCV & bénh nhan chay
TNT cao hon cla céac tac gia trén co thé do ching
t6i str dung bé sinh phdm CAPCTM clia Roche la
mot bd sinh phdm c6 dé nhay va dé dic hiéu rét
cao v&i ngwdng phat hién 37 copies/ml va ddc
biét trong nghién ciru nay chung téi ldy mau mau
cho bénh nhan trwéc méi chu ky loc.

Pic diém nhiém kiéu gen virus viém gan C
(HCV) & bénh nhan chay thian nhan tao.

Nghién clru cho thdy bénh nhan chay than nhan
tao tai bénh vién Bach Mai nhiém cac kiéu gen
virus viém gan C nhu sau (Bang 4):

- Kiéu gen 1 (28/64) chiém ty 1& 43,75%

- Kiéu gen 6 (32/64) chiém ty 1& 50%

Ngoai ra chung téi phat hién dwgc 4 trvong
hop déng nhiém 2 kiéu gen: ddng nhiém kiéu gen
1 va 2 (1/64) 1a 1,56% va dbng nhiém kiéu gen 6
va 2 (3/64) chiém ty I& 4,69%.

Két qua nghién ctru vé ty 18 Ivu hanh clia cac kiéu
gen & bénh nhan chay TNT, chung t6i nhan théy kiéu
gen 6 chiém wu thé trong nhém nghién ciru (32/64)
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chiém ty 1& 50%, kiéu gen 1 chiém ty I& 43,75% (bang
4). Tuy nhién theo nghién ctru cua Tran Thanh
Duwong va cong su thi kiéu gen 1 & nhom bénh nhan
chay TNT lai chiém wu thé hon kiéu gen 6: 6/9 truong
hop la genotype 1 chiém ty 1& '66,66% [1]. Theo
chung 6i nguyén nhan cla sy khac biét nay cé thé
do sb lwong nghién ctru cla tac gid nay it hon cla
chiing i rat nhiéu (9 bénh nhan).

Pdng nhiém kiéu gen & viém gan virus C thwong
khéng phd bién, nhung & nhém bénh nhan nghién
ctru clia chuing t6i ¢d 4 treng hop mang 2 kiéu gen:
kiéu gen 1 va 2 (1/64) chiém ty l& 1,56%, 3 trwong
hop mang kiéu gen 6 va 2 chiém ty 1& 4,69%. Silva va
cdng sy cling nhan thay két qua twong tw trén bénh
nhan chay TNT & Salvador, Brazil: 7% bénh nhan
trong nhom nghién clru mang hai kiéu gen khac nhau
1 va 3 [8]. Két qué nay cho thdy méic du viéc kiém
soat nhiém trung bénh vién 1a mét trong nhivng wu
tién hang dau & cac trung tam chay TNT, trong d6 c6
khoa than nhén tao bénh vién Bach Mai [2], nhwng
trwdng hop bénh nhan nhiém phéi hop cac kiéu gen
HCV khac nhau @i khi van xay ra. C6 |& thdi gian
chay than nhan tao, truyén mau, viéc thuc hién cac
tha thuat can thiép, st dung chung may... va dac biét
su lay truyén chéo gitta cac bénh nhan trong cung
mét trung tdm than nhan tao 1a nguyén nhan dan dén
sw nhiém tring phéi hop nay.

V. KET LUAN

Qua nghién ctru “HCV  RNA va kiéu gen cua
virus viém gan C (HCV) & bénh nhan chay than
nhan tao (TNT) tai bénh vién Bach Mai”, chung ti
xin dwa ra mot s két luan sau:

Ty 1& bénh nhan chay than nhéan tao trong
nhém nghién ctru clia ching toi nhiém virus viém
gan C (HCV) that sv rat cao: 91,43% bénh nhan
chay TNT cé HCV RNA (+), trong sb d6 56,25%
o tai lwong virus > 10° copies/ml cho thdy moi
nguy co' cao lay nhiém HCV cho cac bénh nhan &
cung trung tam than nhan tao.

Bénh nhan chay than nhan tao tai bénh vién
Bach Mai nhiém day di cac kiéu gen HCV lwu
hanh tai Viét Nam.

+Kiéu gen 1: 43,75%

+ Kiéu gen 6: 50%

+ Nhiém phéi hop kiéu gen 1 va 2 chiém ty Ié
1,56%, va nhiém phéi hop kiéu gen 6 va 2 chiém ty
& 4,69%.

Kién nghi

Chén doan va diéu tri nhiém HCV cho bénh
nhan & céng déng, tién tdi tiép can diéu tri cho
nhém bénh nhan chay than nhan tao phu hop véi
tirng diéu kién cu thé cla bénh nhan cung voi sy
tién bd khéng ngirng clia y hoc hién dai trong chéan
doan va diéu tri, nham giam ty & nhiém virus viém
gan C (HCV) trong cong déng néi chung.

L&i cam on

Chuang t6i xin chan thanh cdm on TS. Nguyén
Cao Luan - Trrdng khoa Than nhan tao bénh vién
Bach Mai, thac sy Lé Trung Ding va ct nhan Bui
Minh Vwong — Phong xét nghiém Sinh hoc phan to

khoa Vi sinh bénh vién Bach Mai da giup d¢
chlng téi hoan thanh nghién clru nay.
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Summary
HCV-RNA AND GENOTYPE OF HEPATITIS C VIRUS (HCV) IN HEMODIALYSIS
PATIENTS AT BACH MAI HOSPITAL

Objective: To evaluate the rate of HCV - RNA in hemodialysis patients with anti HCV positive in Bach
Mai hospital as well as HCV genotypes in these patients. Subject: The study was conducted on 70
hemodialysis patients with anti HCV (+) at Bach Mai Hospital for 2 years (2006 2008). Methods: The
study was conducted by the description of cross - sectional. The presence of HCV RNA in patients with
anti HCV positive was determined by real time RT PCR with qualitative COBAS® AmpliPrep/ COBAS®
TaqMan® HCV Test. (Roche) and HCV genotype was determined by real time RT PCR. Resuits and
conclusion: Of the 70 hemodialysis patient, 64 (91.43%) were found to be HCV RNA positive. Among
them, 36 (56.25) had viral load more than 10° copy/m!, showed risk of patient - to - patient transfer of HCV
infection in hemodialysis unit. The distribution of the HCV genotype was as follows: HCV genotype 6 (50%)
was the most prevalence, followed by genotype 1 (43.75%); and 4 patients were observed as with mixed
genotype infection: associating genotypes 1 and 2 (1.56%), associgting genotypes 2 and 6 (4.69%).

Keywords: HCV - RNA, HCV genotype, hemodialysis patients, Bach Mai hospital

NGHIEN cU’U MOT SO PAC PIEM PHAN BO VA YEU TO LIEN QUAN
DPEN KIEU GEN VIRUS VIEM GAN C (HCV) & BENH NHAN CHAY THAN
NHAN TAO TAI BENH VIEN BACH MAI

Trwong Thai Phwong, Vi Thi Twong Vén
Bénh vign Bach Mai

Nghién ctru dugc tién hanh nhdm mo ta kiéu gen (genotype) HCV & bénh nhén chay than nhan tao tai bénh vién
Bach Mai. Tim hidu méi lién quan gitra mét s6 yéu t6 dich t& v6i sw phan b kidu gen HCV trén nhom déi twong nay.
Péi tuong va phuong phép: nghién clu ngang trén 64 bénh nhén chay than nhan fao (TNT) tai bénh vién Bach Mai
trong thoi gian 2 ndm (2006 — 2008), ¢6 tai long virus viém gan C (HCV) 107 + 10°copies/ml. Xac dinh kiéu gen HCV,
mét s6 dic diém phéan b6 kiéu gen HCV va thoi gian chay than nhan tao. Ky thuét siv dung trong nghién ciw: ky thuét
Real - time PCR xéc dinh kiéu gen HCV. Két qua: nhiém HCV & bénh nhan chay than nhén tao cé céc kidu gen dugc
xdc dinh nhuw sau kiu gen 1 (43,75%), kiéu gen 6 (50%), ddng nhiém kiéu gen 1 va 2 (1,56%) va ddng nhidm kiéu gen
6 va 2 (4,69%). Két luan: bénh nhén chay than nhén tao tai bénh vién Bach Mai nhiém virus viém gan C c6 kiéu gen 1
va 6 cta virus viém gan C chiém wu thé; Kiéu gen 2 chi gap trong nhiém phéi hop véi mét kiéu gen khéc va chiém mét
ty 1é nho. Thoi gian lpc méu cang dai va truyén méu cé thé la nguy co nhiém phéi hop nhiéu kiéu gen HCV.

Tir khéa: HCV, kiéu gen HCV, bénh nhan chay than nhan tao (TNT), bénh vién Bach Mai
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