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TOM TAT
Ung thw gan nguyén phat la mot trong nhirng chi dinh chinh cda ghép gan. Viéc lwa chon
bénh nhan chinh xac sé gilp c6 két qua lau dai tét véi ty |é séng sau 5 ndm trén 70%. T tiéu
chuan Milan 1996 (1 u < 5 cm; khéng qué 3 u va khéng qua 3 cm kich thuwéc) dén nay da co
nhiéu thay d6i. Mazzaferro (tac gia cla tiéu chudn Milan) dwa ra nhirng tiéu chudn méi: Up-to-7
nam 2009 (tbng sbé lwong va kich thwéc u dwdi 7) va AFP-UTS (két hop AFP va tdng sé luong
véi kich thwéc u) dé tranh bd sét bénh nhan ung thw gan nguyén phéat cé co hdi dwoc ghép
gan. C6 thé truy cap www.hcc-olt-metroticket.org dé tinh toan xac suét séng 5 nam sau ghép
gan cua bénh nhan ung thw gan nguyén phat.
* Tw khéa: Ung thw gan nguyén phat; Ghép gan; Milan 1996; Metroticket 2018.

Review: The Indication for Liver Transplantation for Hepatocellular
Carcinoma: From the Criteria in Milan in 1996 to Metroticket in 2018

Summary

Hepatocellular carcinoma is an important indication for liver transplantation. The exact
selection of the patients will provide the best long-term result with a 5-year overall survival rate
of at least 70%. From the Milan criteria in 1996 (a single lesion < 5 cm or up to 3 lesions with
none > 3 cm) until now there are a lot of changes. Mazzaferro (the author of the Milan criteria)
proposed some new criteria: Up-to-7 in 2009 (the sum of the size and number of tumors < 7)
and AFP-UTS (the combination of AFP and the sum of size and number of tumors), in order to
avoid missing out the patients with hepatocellular carcinoma who can benefit from the liver
transplantation. To predict the 5-year survival rate online, please visit www.hcc-olt-metroticket.org.

* Keywords: Hepatocellular carcinoma; Liver transplantation; Milan 1996, Metroticket 2018.

DAT VAN BE cubi gébm xo' gan va ung thw gan. Ung thw

biéu mo té bao gan (UBTG) phan Ién xuat

Ké tw khi T.E Starzl thyc hién thanh hién trén nén gan xo, dé 1a yéu té bét loi
céng ca ghép gan dau tién nam 1963, cho phau thuat cat bé gan bénh ly, do ty &
ghép gan dwgc phat trién va chi dinh cho  bién chirng cao. Vi vay, chi cé 15 - 20%
nhirng trwdng hop bénh Iy gan giai doan  bénh nhan (BN) ung thw gan duoc diéu tri
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phau thuat [1, 2]. Ghép gan trong bénh ly
UBTG c¢6 hai muc dich: vira giai quyét
triét dé ung thw, vira thay toan bd nhu md
gan bénh. Do vay, ghép gan la chi dinh ly
twéng déi voi trwong hop UBTG. Nhirng
trwdng hop ghép gan dau tién do UBTG
thwe hién tr nhitng ndm 1980, dén nay
lich st phau thuat ghép gan cho UBTG
da c6 nhiéu thang trdm, cé nhirng thai ky
phét trién ruc r& xen |an voi thdi diém bi
dé&t ra cau héi vé tinh an toan va hiéu qua.

Xuyén subt ca qua trinh phat trién gan
50 nam cua lich s*r ghép gan cho BN
UBTG Iluén gén bé véi moét tac giad
Vincenzo Mazzaferro lam viéc tai Trung
tdm Ghép tang thuéc Bénh vién Dai hoc
Thanh phé Milan, ltalia. Chinh 6ng da
dwa ra tiéu chuan Milan 1996 néi tiéng
trong ghép gan diéu tri UBTG dwoc toan
thé gi¢i cong nhan. Cho dén nay, 6ng da
dan dau nhém nghién ctru dw 4n Metroticket
dé giup tién lvong xac suat sébng thém
5 nam sau ghép gan, ttr d6 gitp chi dinh
ghép gan diéu tri UBTG dwoc dé dang va
chinh x&ac. Bai viét nay nham muc tiéu:
Piém lai qua trinh phat trién va thay doi,
cap nhéat trong chi dinh ghép gan diéu tri
UBTG.

MILAN 1996 - New England Journal
of Medecine [1]

Cubi nhirng nam 1980, ghép gan dwoc
tién hanh cho mét sé trwong hop UBTG,
tuy nhién két qua khéng kha quan véi
ty 1& sébng sau 5 nam chi dat 30 - 40%
[1, 2, 3], néu so v&i nhém BN xo gan,
ty 1& sdng thém 5 ndm sau ghép gan 1a
80%, két qua nay bét loi cho chi dinh
ghép gan & nhém UBTG. Tham chi tai My

nam 1989 da coi UBTG la chéng chi dinh
cta ghép gan [2], ly do la v&i sb lwong
ngudi hién han ché (thoi diém do cha yéu
la ghép tir ngwoi hién chét ndo) nén phai
wu tién cho nhém BN c¢6 két qua tét hon.
Theo Mazzaferro, nhirng nghién ctru thoi
diém d6 chi rd mdi lién quan gitva giai
doan bénh (TNM) vé&i ty 1é tai phat va
séng thém sau ghép gan, dng nhan thay
& nhom BN giai doan sém dwoc ghép
gan sé mang lai két qua tbt. Xuét phat tw
y twdng dé, Milan tién hanh nghién ctru
tién ctru trén nhém BN UBTG giai doan
s&m khong cé chi dinh cét gan do nhu
mo gan xo. Nghién ctu tién hanh tai Vién
Nghién cu Ung thw Milan tr 1991 -1994
trén 295 BN UBTG khéng cét dwoc gan
do ung thw da & hodc chirc nang gan
kém. 60 BN bi xo gan dwgc Iya chon xem
xét ghép gan v&i tiéu chuén néu c6 1 u thi
kich thwéc < 5 cm; néu c6 nhiéu u thi sb
lwgng < 3 va kich thwéc < 3 cm, loai trr
cac trwong hop nghi ngd xam lan mach
mau, di can hach. Téng s6 48 BN du tiéu
chuan va dwoc ghép gan toan bd dung
vi tri. Ky thuat ghép: bdo ton tinh mach
cha dwai, thubc e ché mién dich gém
cyclosporin, azathioprine va corticoid.
Thoi gian theo déi trung binh 26 thang,
ty 1& sébng thém sau 4 nam 75%, ty |&
séng thém khong tai phat sau 4 nam 83%.
Trong nghién clru nay, tac gia cling nhan
thay chi c6 73% BN phu hop két qua giai
phau bénh véi tiéu chuan khéi u trwdc méd
(vé sb lwong va kich thwdc), chinh yéu tb
nay cling &nh hudng dén ty lé séng thém
va tai phat sau ghép gan. & nhém phu
hop (73%), ghi nhan ty 1& sbng thém va
khéng tai phat sau 4 nam la 85% va 92%,
trong khi & nhém khong phu hop (kich thudc
lén hon, s6 lwong nhiéu hon) chi dat
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50% va 59%. T nhirng két qua c6 duoc,
Mazzaferro dwa ra tiéu chun Ilya chon
UBTG dé ghép gan gém kich thuéc va sb
lwong u, dwoc goi 1a tiéu chuan Milan
(hinh 1). Céng trinh nghién ctru nay dang
trén tap chi rat uy tin “New England Journal
of Medecine” nam 1996 [1]. Sau d6, nhiéu
tac gia trén thé gi¢i st dung tiéu chuan
nay, vi né dat hiéu qua twong ty nhw
nhom ghép gan cho BN xo gan [4, 5].

Hinh 1:Tiéu chuédn Milan 1996.
(1:1Tu<b5cm; 3:<3u+<3cm)

T khi xuét hién nam 1996, tiéu chuén
Milan da gay ra nhiéu tranh cai do viéc
lwa chon chéat ché theo tiéu chun chi
thda man mot sé it BN UBTG, tat nhién
thwe hién ghép gan & nhém BN giai doan
sém sé& mang lai hiéu qua thé hién bang
ty I& sbng thém sau 5 nam > 70%. Tuy nhién,
tiéu chuadn nay cé thé sé& bd sét co hoi
cho mét s6 BN khac ngoai tiéu chuan ma
khéng dwoc chi dinh ghép gan. Do vay,
nhiéu tac gid mudn mé rong chi dinh vé
kich thwéc va sb lwong u; dac biét khi
ghép gan tr ngudi hién séng ra doi, viéc
lwa chon BN UBTG dé ghép khong bi chi
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phdi bdi wu tién xép hang nhw nhém
ghép tr ngudi chét ndo, viéc mé rong chi
dinh la can thiét. Pa c6 nhiéu nghién ctu
trén thé gi¢i véi chi dinh khac nhau,
nhung dwoc thira nhan nhiéu nhéat sau
Milan 1996 13 tiéu chuan cia UCSF 2001:
néu 1 u thi kich thwéc < 6,5 cm; néu 3 u
thi khéi u I&n nhat < 4,5 cm va tbng kich
thwéc 3 u < 8 cm. Véi tiéu chuan nay,
ty 1& sbng sau 5 nam dat 64% [6]. Tai cac
nwéc chau A, noi ghép gan tir nguwdi cho
sébng chiém wu thé, viéc chi dinh ghép
gan cho BN UBTG dwgc mé réng hon,
ngay ca dbi v&i truong hop giai doan muén
(sb6 lwong va kich thwdc u), ghép gan
cing mang lai hiéu qua nhiéu hon so véi
khéng diéu tri gi. Cac tiéu chuan bao goém:
5 -5 (tbi da 5 u va kich thwéc < 5 cm);
ho&c tham chi khéng han ché kich thuwéc
ciing nhw sb lweng u, chi can khéng co
xam |&n mach dai thé va khéng co6 biéu
hién bénh ngoai gan. Tt cad céc tiéu
chuén nay goi chung 14 tiéu chuan Milan
mé& réng va déu chap nhan néu ching
minh dwoc hiéu qua ty 1& sbng 5 ndm
sau ghép dat > 70%, twong ty nhuw tiéu
chuén Milan [2, 6].

METROTICKET 1.0 (2009) Lancet
Oncology - www.hcc-olt-etroticket.org/calculator

Trwée tinh hinh nhidu trung tam cé
nhitng chi dinh riéng cho BN UBTG dé
ghép gan, Mazzaferro da dé xuét mét
nghién clru da trung tdm va thiét ké
nghién cu trinh bay tai H6i nghi Ghép
tang Thé gi&i ndm 2006 tai Milan [7]. M6
hinh nghién c*u ma Mazzaferro duwa ra
gdm nhirng théng tin co’ ban lién quan dén
BN UBTG da ghép gan gém: giai doan
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ghép (ndm); nguén ghép (ngwdi cho
chét ndo/ngudi cho sbng); tudi; sb lwong
khéi u; kich thwéc u; xam lan mach...
Dé tién cho thu nhan va xt ly két qua,
nhém nghién cru da xay dwng Website
riéng cho nghién cru nay (www.hcc-olt-
metroticket.org/calculator). Két qua: trong
thoi gian 10 thang c6 36 trung tam tham

S8 lwong u

1
10 15 20 25 30 35 40 45

Kich thwée khéi u

gia nghién ctru, ghi nhan 1.556 BN, trong
d6 444 BN ndm trong tiéu chuan Milan va
1.112 BN ngoai tiéu chuan Milan, thei gian
theo doi trung binh 53 thang. Két qua:
nhém nam trong tiéu chuén Milan co ty 1é
sbng sau 5 nam 73,3%, trong khi nhém ngoai
tiéu chuan Milan chi 53,6% (p < 0,0001)
(hinh 2).

50 55 60 65 70 75 80 85 90 95 100

Hinh 2: Méi lién quan gitra s6 lwong,
kich thwédc & nhém xam lan mach véi két qua xa.

Dé nghién ctu sau thém trong nhém
1.112 BN ngoai tiéu chuan Milan, Mazzaferro
nhan thdy & nhém BN ¢ téng la 7 (Up-to-7),
tbng kich thwédc khédi u (cm) va sé lwong u
kém theo khéng c6 xam 14n mach cé ty lé
sbng sau 5 ndm dat 71,2%, twong tw nhém
trong tiéu chuan Milan. Vi du: BN ¢6 1 khéi u,
kich thwoc 12 6 cm (6 + 1 = 7); BN ¢6 2 khéi
u thi tng kich thwéc 1a 5 cm (5 + 2 = 7);
BN c6 3 khéi u thi tdng kich thuéc 1a 4 cm
(4 + 3 = 7). Cac nhém con lai: ¢d xam lan
mach (ngoai tiéu chudn Milan) hoac ngoai
tiéu chuan Up-to-7 déu co két qua kém

VvGi ty & sbng thém sau 5 nam dat 48,1%
(biéu db 1). Nhw vay, Mazzaferro da dé
xuat thém mét nhém BN UBTG nirva vao
tiéu chuan lwa chon dé ghép gan 1a
Up-to-7 va khéng xam lan mach. Ngoai
ra, wu diém nira cGa nghién ctu nay la
dwa ra dwoc phan mém online, c6 cong
thire tinh ty 18 sdng thém sau 5 ndm, néu
dwa cac tiéu chi vao (sb lwong u, kich
thwéc u, xam 1an mach), diéu nay gilp
cho céc thay thubc cé dwoc wdc lwong
két qua xa cho BN mét cach dé dang va
chinh xac [7].
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Biéu db 1: Két qua sbng thém & nhém BN UBTG.

(1: Trong tiéu chuén Milan; 2: Trong tiéu chuén Up-to-7 va 3: Ngoai 2 tiéu chuén)

Nhwng tai sao dy an lai c6 tén goi la Metroticket?. Nam 2005, chinh Mazzaferro [5]
da tdng két lai cac tiéu chuan trén thé gidi va két qua ghép gan cho BN UBTG, éng hinh
twong hoa bang biéu db (gibng nhw ban dé metro tai cac thanh phé Ion trén thé gidi),
v&i khau hiéu” “Néu cang mudn di xa thi cai gia phai tra cang dat”, nghia la: néu ta
chap nhan khéi u kich thwéc 16n, nhiéu khéi u (di qué xa), ddng nghia voi viéc ty 1é
sbng sau 5 nam thap (gia cang dét - y nghia tiéu cwc) (hinh 3). Mét lan nira nghién ciru
nay cua Mazzaferro lai dwoec dang trén t& Lancet Oncology, t& bao uy tin trong linh v

y khoa nam 2009.

HCC “Metro Ticket” - The further the distance, the higher the price

Number of
nodules

Tumor
9 10 Size (cm)

I S— T T

Expected 5-year Survival

Hinh 3: Ban d6 minh hoa ty 1& séng thém sau 5 nam theo cac chi dinh ghép gan.
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METROTICKET 2.0 (2018) Gastroenterology
[8]

Mét trong nhirng nhwoc diém I&n nhat
cua cbng thirc Metroticket 1.0 la kh6 phan
doan dwoc xam lan vi mach & BN UBTG.
Xam lan vi mach 1a yéu t6 anh hwéng dén
két qué xa sau ghép. Mazzaferro cho rang
kich thwéc va sb lwong u co lién quan
mat thiét v&i xam lan vi mach: & nhirng
BN c6 kich thwéc nhé (< 5 cm), sé lwong
it (frong Milan hoac Up-to-7), kha nang
xam l4n mach it [3, 4, 5, 9]. Nghién ctru
nam 2009 [7], Mazzaferro nhan thay c6
dén 150 BN (9,6%) khong phét hién duoc
xam l&4n vi mach trwéc ghép. O nhém
thudc tiéu chuan Milan (44 BN), xam lan
vi mach khéng anh hwéng dén ty & séng
thém sau 5 nam (77,1%); tuy nhién &
nhém Up-to-7 (116 BN), ty I1é nay chi dat
60,2%. Vay van dé dat ra la lam sao phat
hién dwgec nhém BN c6 xam lan vi mach
trwéc ghép?. Ngoai yéu té sb lwong va
kich thwéc u, vai trd cua AFP, dap tng
diéu tri cta khdi u (sau nat mach) va do
&c tinh qua sinh thiét dwoc nhiéu nghién
ctru nhic dén [3, 4, 7, 9]. Pay ciing 14 Iy

do dé& Mazzaferro tiép tuc nghién ctu va
cho ra d&i cong thirc Metroticket 2.0.

Nghién ciru Mazzaferro thyc hién trén
1.359 BN tai ltalia (3 trung tdm) va tai
chau A (1 trung tam) véi muc tiéu tim yéu
t6 anh huéng dén két qud xa sau ghép
gan. Nhém nghién ctru da chng minh
mébi lién quan chat ché gitra sb lwong,
kich thwéc va ndng dd AFP trudc ghép
c6 anh hudéng ro rét dén ty 1é séng thém
sau ghép gan. V&i ty 1& séng thém sau
5 nam dat téi thiéu 70%, 3 nhém BN thda
man cac tiéu chuan két hop sb luwong -
kich thwéc va AFP, dwoc goi la AFP - UTS,
bao gdém: (1) AFP < 200 ng/ml + up—to-7;
(2) AFP 200 - 400 ng/ml + up-to-5; (3) AFP
400 - 1.000 ng/ml + up-to-4. Khai niém
up-to-7/5/4 la tbng cua sb lwong va téng
kich thwéc u (gibng nhw Metroticket 1.0).
Tac gia thdy sw khac biét rd rét gitra
2 nhom trong tiéu chuan (AFP-UTS) va
ngoai tiéu chuan vé ty 1& sbng thém
sau 5 nam, két qua nay twong tu &
cd 2 nhém BN chau Au (HCV chiém
da s6) va chau A (HBV chiém da sd)
(biéu db 2).
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Biéu db 2: Sy khac biét gitra ty 1& sdng thém gitra nhém thuéc AFP-UTS va
nhém con lai.
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Cilng chinh vi vay, trén trang www.hcc-olt-metroticket.org cta cong thirc da cap nhat
thém AFP vao dé c6 thé tinh toan ty 1& sbng thém sau 5 nam phu hop véi tirng BN.
Céan chu y trong cong thirc nay, AFP dwoc tinh la chi sé cubi cung truwéc khi ghép,
diéu do6 c6 y nghia phan anh phan nao viéc dap &ng cua khdi u sau diéu tri chuan bi
ghép gan. Vi du, & nhém BN c6 AFP > 1.000 ng/ml, sau khi nat mach héa chat, AFP rut
xuéng phiu hop véi tiéu chuan cta AFP-UTS, d6 1a déu hiéu tién lwong tét cho BN

ghép gan.

AFP>1000

AFP 400-1000

AFP 200-400

AFP<200

S lwgng + tong kich thwé'c khéi u

Hinh 4: Céc tiéu chuan AFP-UTS.
(1: up-to-7: AFP < 200 ng/ml + téng kich thudc va sb luong < 7; 2: Up-to-5: AFP 200 -
400 ng/ml + téng kich thuéc va sé luong < 5; 3: up-to-4: AFP 400 - 1.000 ng/ml + téng

kich thuéc va sbé luong < 4)

KET LUAN

Liéu Metroticket 2.0 da théa man cho
tat ca trung tam ghép gan dé lwa chon chi
dinh ghép gan cho BN UBTG?. Néu so
véi tiéu chuén Milan 1996, tiéu chuan méi
nay da mé rong hon, nhiéu BN duoc hwéng
loi ich ttr viéc ghép gan. Trong twong lai
chéc chan sé c6 nhirng danh gia vé tiéu
chuén nay, ddng thdi sé c6 nhiéu hwéng
nghién cu dé dwa thém céc yéu t6 tién
lwong nhw PIVKA-II, sinh thiét, chan doan
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hinh anh... nham gidp chi dinh ghép gan
cho BN UBTG duoc don gian va chinh xac.

TAI LIEU THAM KHAO

1. Mazzaferro V, Regalia E, Doci R et al.
Liver transplantation for the treatment of small
hepatocellular car- cinomas in patients with
cirrhosis. N Engl J Med. 1996, 334, pp.693-699.

2. Ishizaki Y, Kawasaki S. The evolution of
liver transplantation for hepatocellular carcinoma
(past, present, and future). J Gastroenterol.
2008, 43, pp.18-26.



TAP CHI ¥ - DUGC HOC QUAN SU SO CHUYEN PE NGOAI BUNG-2018

3. Mela M, Mancuso A, Burroughs A.K.
Review article: Hepatocellular carcinoma: indications
for liver transplantation. Aliment Pharmacol
Ther. 2003, 17 (Suppl. 2), pp.130-137.

4. Heimbach J.K. Liver transplantation for
hepatocellular carcinoma. Cancer J. 2008, 14,
pp.95-99.

5. Llovet JM, Schwartz M, Mazzaferro V.
Resection and liver transplantation for
hepatocellular carcinoma. Semin Liver Dis.
2005, 25, pp.181-200.

6. Yao F.Y. Liver transplantation for
hepatocellular carcinoma: Expansion of the
tumor size limits does not adversely impact
survival. Hepatology. 2001, 33, pp.1394-1403.

7. Mazzaferro V, Llovet J.M, Miceli R et al.
Predicting survival after liver transplantation
in patients with hepatocellular carcinoma
beyond the Milan criteria: A retrospective,
exploratory analysis. Lancet Oncol. 2009, 10,
pp-35-43.

8. Mazzaferro V, Sposito C, Zhou J et al.
Metroticket 2.0 model for analysis of competing
risks of death after liver transplantation for
hepatocellular carcinoma. Gastroenterology.
2018, 154, pp.128-139.

9. Vanessa de Villa, Lo C.M. Liver
transplantation for hepatocellular varcinoma in
Asia. The Oncologist. 2007, 12, pp.1321-1331.

89



