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4.5. Chirc nang nuét. Trong phau thuat
cat ban phan day thanh bang laser CO2 c6 15
nghién cru danh gid chic nang nudt, trong dé
¢d 9 nghién clu 100% bénh nhan khong nudt
sac. 5 nghién ctu cd bénh nhan nudt sic tam
thai sau do tu khdi trong vai ngay — vai tuan sau
mé chiém 3,2%-9,7%. Khdng nghién ctu nao c6
bénh nhan nu6t sac >6 thang. Pai vdi phuong
phap noi soi khau treo day thanh SG6 bénh nhan
khong nuét sac 58,8% - 100% trong do co 4
nghién cu 100% bénh nhan khéng nudt sac.
Nghién cru ctia Rao? chi néi c6 1 bénh nhan
nudt sac tuy nhién khong noi rdo bénh nhan nay
nudt sdc tam thgi hay nuGt sac kéo dai >6
thang. Pay ciing chinh la bénh nhan khong rat
dudc canuyn duy nhét dugc nhac & trén va bénh
nhan da phai can thiép phau thuat lai.

V. KET LUAN

Diéu tri liét day thanh 2 bén tu thé khép &
ngudi I6n bang phucng phép phau thuat cdt ban
phan day thanh béng laser CO2 va phiu thuat
noi soi khau treo day thanh déu cho két qua kha
guan vi cai thién chlc nang thd & phan I6n bénh
nhan va rat dugc canuyn thanh cong & nhitng
bénh nhan ma khi quan.
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KET QUA GHEP GAN PIEU TRI UNG THU BIEU MO TE BAO
GAN NGOAI TIEU CHUAN MILAN TAI BENH VIEN VIET PU’C

TOM TAT

Muc tiéu: danh gia két qua ghep gan diéu tri ung
thu' biéu md t& bao gan ngoai tiéu chudn Milan tai
bénh vién Viét bic. DOi tuong va phuaong phap
ngh|en ciru: Nghlen ctu héi clu 33 bénh nhan ung
thu biéu mé t&€ bao gan ngoa| tiéu chudn Milan dugc
ghép gan tai bénh vién Viét Blc tir 5/2012 - 5/2022.
Két qua: Tudi trung binh 55,06 + 8,3, nhiém virus
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viém gan B chi€ém 87,6%, diéu tri trudc ghép bang nut
dc}ng mach gan hoa chat (TACE) va hodc dot séng cao
tan (RFA) 84,8%, alpha fetoprotein (AFP) trudc ghep
> 200 ng/ml 21,2%. Child A chiém 69,7%, ngoai tiéu
chuan Milan trong University of California San Fransico
(UCFS) 33,3%, ngoai tiéu chudn University of
California San Fransico 66,7%. Ghép gan ngudi hi€n
song 12,1%, ngudi hién chét ndo 87,9%, thdGi gian
thi€u mau lanh 163,8 + 82,2, thi€u mau ndng 53,2 +
14,4. Tac dong mach gan va tinh mach clra 3%, chay
mau sau ghép 6,1%, tr vong sau ghép 6,1%. Thdi
gian s6ng thém sau 1 nam, 3 ndm va 5 nam la 75,6%,
72,5% va 72,5%. Thgi gian s6ng khong bénh sau 1
ndm, 3 nam va 5 nam la 77,4%, 73,7& va 70%. Két
Iuan Ghep gan la phuong phap h|eu qua diéu tri ung
thu biéu md t& bao gan tham tri ung thu té bao gan
ngoai tiéu chuén Milan
Tir khod; ghép gan, ung thu bi€u md t& bao gan.
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SUMMARY
THE OUTCOME OF LIVER TRANSPLANTATION
FOR HEPATOCELLULAR CARCINOMA BEYOND
MILAN CRITERIA AT VIETDUC
UNIVERSITY HOSPITAL
Objectives: Evaluating the outcome of liver
transplantation for hepatocellular carcinoma beyond
Milan criteria at VietDuc University hospital. Subject
and methods: The retrospective sstudy of 33 patients
with hepatocellular carcincarcinoma (HCC) beyond Milan
criteria performed liver transplantation at VietDuc
University hospital from 5/2012 — 5/2022. Result:
Average age 55,06 = 8,3, hepatitis B virus infection
87,6%, pre-liver transplant adjuvant treatment with
TACE or and 84,8%, pre - liver transplant alpha
fetoprotein (AFP) > 200 ng/ml 21,2%. Child A 69,7%,
beyond Milan criteria but in University of California San
Fransico (UCFS) criteria 33,3%, beyond UCSF 66,7%.
Living donor liver transplantation 12,1%, brain death
donor liver transplantation 87,9%, cold ischemic time
163,8 + 82,2 minutes, warm ischemic time 53,2 + 14,4
minutes. Hepatic thrombosis and portal vein thrombosis
3%, postransplanted bleeding 6,1%, postransplanted
mortality 6,1%. The overall survival at 1 - year, 3 - year
and 5 - year is 75,6%, 72,5 % and 72,5%. The disease
- free survival at 1 — year, 3 — year and 5 — year 77,4%,
73,7& and 70%. Conclusion: Liver transplantation is a
effective treatment for hepatacellular carcinoma even
beyond Milan criteria.

I. DAT VAN DE

Ung thu bi€u md t& bao gan (HCC) la tén
thuong ac tinh hayhay gap nhat & gan va thuGng
phat trién trén nén gan xd do vién gan B, C,
rugu...[1]. Ghép gan la phudng phap thay thé
gan bénh ly bang 1 phan hay toan bd gan lanh.
Do loai bd ddng thdi tdn thucng u &c tinh va
phan gan bénh ly di kém nén ghép gan la
phuong phap diéu tri triét can va co hiéu qua
nhat d6i véi HCC. Tuy nhién, khong phai bat c
tinh trang va giai doan nao cua HCC ghép gan
cling mang dén hiéu qua diéu tri. Nam 1996,
Mazzaferro va cong su da lan dau tién cong bo
tiéu chu&n Milan dé chi dinh ghép gan do HCC (1
u <5 cm hodc < 3 u nhung u I6n nhat < 3 cm)
vGi thdi gian song 4 nam sau ghép la 83% [2].
Nhiéu quan diém cho rang, tiéu chuan Milan qua

\ 4 {

Hinh 1: T3i Ip luu théng o
tinh mach gan

Hinh 2: N6i déng mach gan

khat khe, do vay nhiing ndm sau dé nhiéu tac
gia da dua ra cac tiéu chudn ma rong véi két qua
séng sau ghép tuogng duong nhu tiéu chuan
UCSF (1 u, kich thudc < 6,5cm hodc < 3 u trong
dé u 18n nhat < 4.,5 cm va tong kich thudc cac u
< 8cm - University of California, San Francisco)
hay tiéu chudn “t6i 7” dudc dua ra bdi chinh
Mazzafero va céng su’ trong do tong kich thudc
I6n nhat cta u va sb khdi lugng u < 7 va khong
c6 xam 1&n mach vi thé [3], [4]. Ca ghép gan do
HCC dau tién & Viét Nam la ca ghép gan ngudi
hién s6ng ngudi 16n — ngudi I16n thuc hién tai
bénh vién Viét Birc vao nam 2008, ngudi nhan bi
HCC trén nén gan xd méat bu. Cho dén nay, mét
s6 bénh vién trong toan qudéc da thuc hién ghép
gan tuy nhién nhitng danh gid vé két qua ghép
gan cho HCC chua dugc cong bd day du. Chung
toi ti€n hanh nghién c(ru nay nham: Banh gia két
qua ghép gan cho bénh nhan HCC ngoai tiéu
chuan Milan.

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

2.1 Pai tuogng nghién clru

- Bénh nhan dugc ghép gan tur 5/2012 -
5/2022 tai bénh vién Viét Dirc, co giai phau bénh
khdng dinh la HCC

- Bénh nhan c6 1 khdi u kich thudc >5 cm
hodc ¢ 2- 3 khdi u nhung kich thudc khéi u 16n
nhat > 3 cm hodc cd > 4 khdi u trén phim CT da
day va hodc MRI (ngoai tiéu chuan Milan).

- HO6 sd bénh an cé day du thong tin

2.2 Phucng phap nghién cru

2.2.1 Thiét k& nghién ciru: Nghién cru hoi
cru mo ta

2.2.2 Tom lugc quy trinh ghép gan

- Budc 1: LAy bo gan bénh ly. Gan bénh
c6 thé dugc 18y bo cling doan Tm chd dudi sau
gan hodc dé lai TM nay.

- Buéc 2: Tai lap luu thong TM gan, Tm
clfa va tai tuéi mau gan. Thi nay thyc hién
miéng nGi TM gan va TM cUra roi tai tudi mau gan.

- Budc 3: Noi dong mach gan va dudng
mat
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- Budc 4: Kiém tra cAm mau va khéu
doéng vét ma. Kiém tra khdu cdm mau hodc dét
dién cam mau dién cd hoanh, miéng néi..., dat
dan luu va khau dong bung theo 16p giai

2.2.3 Cac chi tiéu nghién ciru

- P3c diém I1&4m sang va can 1dm sang: Tudi,
gidi, BMI, bénh ly gan di kem, cac phuong phap
diéu tri trudc ghép, gia tri AFP, phan loai chic
nang gan theo Child Pugh, phan loai theo thang
diém MELD (Model of end stage liver disease).
Trén phim chup CT da day va hoac MRI ghi nhan
kich thudc u (u I&n nhat), sd lugng u, tdn thuong
huyét khéi TM ctra, danh gia trudc ghép chi dinh
ghép gan ngoai tiéu chudn Milan trong tiéu
chudn UCSF va ngoai tiéu chudn UCSF (tiéu
chudn Milan: 1 u, kich thuéc < 5 cm hodc 2-3 u
trong do u 16n nhat < 3cm. Tiéu chudn UCSF: 1
u, kich thudc < 6,5cm hodc 2-3 u trong dé ulén
nhat < 4,5cm va tong kich thudc cacu < 8 cm)

- P4c diém phau thuat ghép: Pudng mé, ton
thuang trong mé (gan xd, lach to, khéi u dinh
vdi cd hoanh), loai hinh ghép gan: ngudi hién
sOng, ngudi hién chét ndo, cach thic tai 1ap luu
th6ng TM gan, tai bién trong mé, thdi gian thiéu
mau ndng, thai gian thi€u mau lanh, thdi gian
phau thut.

- Két qua sém sau ghép: Cac chi s6 huyét hoc
(H6ng ciu, tiu cau, PT%) va sinh hod mau
(GOT, GPT, Bilirubin toan phan) ngay 1, 3, 5, 7
sau ghep T& vong sau md (sau ghép BN chuara
dugc vién va tlr vong), bién cerng sau md (chay
mau sau mé, rd mat sau mg, tac DM gan, tac ™
ctra), tran dich mang phdi, nhiém triing vét mé.

- Két qua xa sau ghép: Thdi gian s6ng thém
khong bénh, thgi gian s6ng toan bo.

2.3 Xir ly so liéu: S0 liéu dugc nghién cly,
ma hda, nhap, x&r ly va phan tich trén may tinh,
st dung phan mém SPSS 20.0

Ill. KET QUA NGHIEN cU'U
C6 33 BN ghép gan do HCC ngoai tiéu chudn
Milan tir 5/2012 — 5/2022 tai bénh vién Viét Dlc
Bang 1: Pac diém Idm sang va can Im
sang

Pac diém (n = 33) Gia tri
. 55,06 £+ 8,3
Tuoi (33 - 74)
~ 32/1
Gigi (nam/ntr) (97%;3%)
23,4+ 2,5

BMI
Nguyén nhan gay bénh ly gan
HBV

(17,6-29,3)

25 (75,7%)
2 (6%)

HCV
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HBV va nghién rugu 4(12,1)
Nghién rugu 1 (3%)
Diéu tri trudc ghép
TACE don thuan 14 (42,4%)
~ TACEVaRF 8 (24.2%)
M0 (c6 hodc khong TACE va 7 (21’30/)
hoéc RF) =0
RF 1(3%)
Khong diéu tri can thiép 3 (9,1%)
AFP (ng/ml)
<20 15 (45,5%)
20 - 200 10 (30,3%)
200 - 1000 3(9,1%)
> 1000 5(15,1%)
Chlid — Pugh
A 23 (69,6%)
B 7 (21,3%)
C 3 (9,1%)
MELD 10,5+ 6,7
Chup CT daday va hoacMRI | 51+2(1-
Kich thudc (cm) 10,2)
Huyet khoi TM ctra 1 (3%)
Tiéu chudn ghép
Ngoai Milan trong UCSF 11 (33,3%)
Ngoai UCSF 22 (66,7%)

Nh3n xét: HBV chiém 75,7% nguyén nhan
gay bénh ly gan, 28 BN chiém 84,8% dugc TACE
hodc RF hodc TACE két hgp RF trong thai gian
chd ghép gan. Ngoai tiéu chudn Milan trong
UCSF chiém 33,3% trong khi dé ngoai UCSF
chiém 66,7%.

Bang 2: Pic diém phiu thuit ghép gan

Pac glem Gia tri
bugng m6 Mercedes 33 (100%)
Ton tthng trong md 17(51,5%)

an xa
Lach to 8 (24,2%)
14(42,4%)

Khdi u dinh véi cg hoanh
Loai hinh ghép
Ghép gan ngudi hién song vdi
manh ghép gan P
Tao hinh TM gan gilra
Ghép gan ngudi hién chét nao
Tai Iap lut théng TM gan kiéu cd dlen
Tai lap luu thong TM gan kiéu

4 (12,1%)
3

29 (87,9%)
1

Piggy back véi 3 TM gan 24
Téi 1ap Iuu thong qua md rong 16 2
TM gan P 2
Tai lap luu théng qua mé rong 16
TMganGvaT
Thai gian thi€u mau (phut) l?gés_i4§§52
Thi€u mau lanh
Thi€u mau néng 23,2 & 14,4
(30 - 90)

Nhén xét: Pudng mé Mercedes dugc thuc
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hién & tat ca cac BN. Ghép gan ngudi hi€n song
vGi manh ghép gan phai cé 4 BN (12,1%). Ghép
gan ngudi hi€én chét ndao c6 29BN (87,9%) trong
dé tai 1ap luu thong ki€u Piggy back véi 3 TM
gan c6 224 BN.
Bang 3: Bién chung ngoai khoa sdm sau
hép

Bién chu‘ns_tj:jl,1 ::’ vong sau Gia tri
Tac, huyét khéi DM gan 1 (3%)
Tac, huyét khdi TM clra 1 (3%)

RO mat 1 (3%)
Survival Function o .
TL e

Cum Survival

100.00 125.00

Biéu db 1: Thoi gian séng thém toan bé sau
ghép gan
Nhan xét: Thai gian song thém sau 1 nam, 3
nam va 5 nam la 75,6% va 72,5% va 72,5%.
Thai gian s6ng khong bénh sau 1 ndm, 3 ndm va
5nam la 77,4%, 73,7& va 70%.

IV. BAN LUAN

4.1. Diéu tri trong thdi gian chd ghép
gan. Nguon gan hién luon it han rat nhiéu so vdi
nhu cdu ghép gan ctia BN. V&i BN bi HCC co chi
dinh va nguyén vong ghép gan, viéc diéu tri bd
trg va quan ly BN trong thdi gian chG ghép déng
vai tro quan trong. C6 nhi€u phudng phap diéu
tri ho trg da dugc ap dung nhu TACE, ndt mach
phéng xa vdi Yttrium 90, RFA... Viéc diéu tri bd
trg nhdm 2 muc dich: mot la diéu tri “cau ndi”
chd ghép gan nhdm ngén nglra sy’ phat trién cua
khdi u ra ngoai tiéu chun va hai 1a diéu tri “ha
giai doan” nham giam kich thudc va s lugng u
dé dua vé tiéu chudn cé thé chi dinh ghép.
Trong nghién clu nay chia chdng toi chi gom
nhitng BN ngoai tiéu chudn Milan, diéu tri trudc
ghép gom TACE don thuan chiém phan I6n
42,4%, TACE két hdp RFA chiém 24,2%, chi c6 3
BN chiém 9,1% la khéng diéu tri trudc ghép.
Majno va cong su da dua ra thong bdo dau tién
vé viéc ap dung TACE nham giam kich thudc u
trudc ghép gan va cho thdy 8 nhdom > 3cm ma

Tran dich mang phdi (> 3cm) | 19(57,6%)
Tran dich can dan luu 16
Chay mau 2 (6%)
Nhiém trung vét md 1 (3%)
Thung dai trang 1 (3%)
T vong 2 (6%)

Nhan xét: Huyét khGi DM gan 3% va huyét
khdi TM clta 3% xay ra trén cung 1 BN do bi
nhiém ndm (ndm phat trién tai miéng ndi). Chay
mau sau m& & 2 BN chiém 6,%. C6 2 BN tir vong
sau ghép 6%. Tran dich mang phdi la bién chiing
thudng gap nhat 57,6%.

Survival Function

1.0 +H —+— Censored

1

Cum Survival

100.00 125.00

Biéu db 2: Thoi gian séng thém khéng bénh
sau ghép gan

dap Ung vai TACE cd ti Ié song khong bénh sau 5
nam la 71% so vGi nhém khéng TACE la 49%
hodc khong dap Ung vdi TACE la 22% [5]. Yao
va cong su’ trong nghién clru vé ghép gan do
HCC ngoai tiéu chudn Milan nhung trong tiéu
chudn UCSF tir 2002 dén 2007 cd st dung cac
bién phap diéu tri trudc ghép nhu TACE, RFA,
cat gan nhdm ha giai doan cho thdy: 43 BN
chiém 70,5% dap (ng vai diéu tri d& ha giai
doan, 35 BN d3a dudc ghép gan vdi thdi gian
s6ng sau ghép 1 nam va 4 nam la 96% va 92%
[6]. Cho dén nay, TACE va RFA la phugng phap
diéu tri bd trg hodc diéu tri ha giai doan trong
khi chd ghép ddi véi BN bi HCC thudng ap dung
G hau hét cac trung tam ghép trén thé gidi.

4.2. Chi dinh ghép gan va két qua sau
ghép. Tiéu chudn dé chi dinh ghép gan ddi vdi
HCC khac nhau gilfa cac trung tam trén thé gidi,
tuy nhién tiéu chudn Milan dudc xem 13 tiéu
chudn nén tang trong chi dinh va phan phdi gan
ghép. Hai tiéu chudn md& réng so vdi Milan
thuGng dugc n6i dén & My va Chau Au la UCSF
va “tdi 7”. Tiéu chudn ghép gan cho HCC dugc
mé rong han & Chau A, ngi ma ghép gan tir
ngudi hién sdng chiém phan 16n (khong bi tac
dong vdi tinh cong bang trong phan phdi gan
ghép). Tiéu chudn Tokyo hay con goi la tiéu
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chudn 5 — 5 v6i s6 lugng u < 5 va kich thudc u
khong vugt qua 5 cm cd ti |1é s6ng va tai phat
sau 5 ndm la 90% va 75% [7]. Tiéu chudn Asan,
V@i s0 lugng u < 6, tat ca cac u < 5 cm (gidi phau
bénh), ti 1& s6ng sau 5 ndm la 76.3% va 18.9%
tugng (ng vGi moi nhom trong va ngoai tiéu
chuan [8]. B&n canh d6 cd nhiing tiéu chuén lién
guan dén dac tinh sinh hoc cla khdi u véi cac
chét chi diém u nhu AFP hay PIV KA2 dugc ndi
dén nhu: Tiéu chudn clia dai hoc Hangzhou,
Trung qudc véi tdng kich thudc u < 8cm hodc
tong kich thudc u > 8cm nhung muc dd biét hoa
t&€ bao I hodc II va AFP < 400 ng/ml. Tiéu chun
Kyoto vGi s6 lugng u < 10, tdt cd cac u < 5cm
(danh gia chan doan hinh anh) va PIVK II < 400
mAU/ml ¢ ti |Ié sng sau 5 nam la 85.2%[9]. C6
mot thuc t& la khi ching ta m& rong tiéu chudn
ghép gan (s6 lugng, kich thudc, chat chi diém
u...) thi kha nang ti I1é s6ng sau ghép 5 ndm sé
giam, diéu do dugc thé hién trong cdng thirc tinh
“vé tau dién” — Metro ticket, khoang cach cang
dai so vdi tiéu chuén ca ban (Milan) vé s& lugng,
kich thudc u thi gid phai trd cho gidm thdi gain
song sau ghép cang cao, dugc dua ra bdi
Mazzaferro [4]. Trong nghién clu clia chdng toi,
¢ 4 BN (12,1%) dudgc ghép gan ngudi hién s6ng
va 29 BN (87,9%) dugc ghép gan tir ngudi hién
chét ndo, tat cd BN déu ngoai tiéu chudn Milan
trong dd 22 BN (66,7%) ngoai ca tiéu chuan
UCSF. Thgi gian song thém sau 1 ndm, 3 nam va
5 nam la 75,6% va 72,5% va 72,5%. Thdi gian
song khong bénh sau 1 nam, 3 nam va 5 ndm la
77,4%, 73,7& va 70% la tuong duong véi két
qua clia cac nghién cltu trén thé gigi. Trong 5 BN
cd AFP trudc ghép > 1000 ng/ml, 3 BN tif vong
sau ghép trong vong 1 nam, 1 BN s6ng sau ghép
15 thang va hién co tai phat, tuy nhién c6 1 BN
song > 5 nam chua tai phat. Thdi gian gan day,
nhirng BN AFP > 1000ng/ml chidng t6i da ap
dung tiéu chudn AFP < 500 ng/ml sau khi diéu tri
b6 trg méi dua vao danh sach choé ghép. HCC
khi dugc xem xét ghép gan tir ngudi chét ndo la
hgp ly khi thGi gian sdng sau ghép phai co y
nghia va tuong duong vdi nhdom bénh ly gan
khéng ung thu (xG gan, suy gan...) vi day la
nguon tang co tinh cdng dong chung, con doi vai
ghép gan tlr ngudi cho séng thi su’ can bang doi
— ngudi nhan va cho gan phai dugc tinh dén doé
la ghép gan phai mang lai Igi ich cao ngudi nhan
va nguy cd thap cho ngudi hién. Hién tai chua co

386

dong thuan vé ti 1é tai phat, thgi gian song toi
thi€u c6 thé chdp nhén ddi vSi ngudi nhén ciling
nhu nguy co cd thé chdp nhan d6i véi ngudi
hién. Phan I6n cho rang, ti 1€ séng khdng bénh
sau 3 ndm va séng sau ghép sau 5 ndm tGi thiéu
> 50% va nguy cd tif vong t6i da cho ngudi hién
d6i véi manh ghép gan trai la 0.1% va gan phai
la 0.3% la thich hgp dé thuc hién ghép gan
ngudi hién song [10].

V. KET LUAN

Ghép gan la phuong phap hiéu qua diéu tri
ung thu bi€u md t& bao gan thadm tri ung thu t&
bao gan ngoai tiéu chudn Milan
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