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Kinki criteria for the subclassification of intermediate-stage
hepatocellular carcinoma: Clinical implication

NGHIEN CUUKHOA HOC

Nguyén Thi Thu Huyén*, Nguyén Anh Tuin**, Lé Trong Binh***

SUMMARY Purpose: to subclassify the intermediate stage hepatocellular
carcinoma (HCC) by using Kinki criteria.

Methods: A cross-sectional study was conducted on 109 patients
with intermediate stage HCC from 01/2022 to 08/2023 at Hue University
of Medicine and Pharmacy Hospital and Hue Center Hospital. HCC
was diagnosed using the practice guideline of the Ministry of Health
2020, classified into the intermediate stage according to BCLC 2012.
Intermediate stage HCC was then subclassified by using Kinki criteria.
Treatment indications were documented. Clinical implication of Kinki

criteria was reviewed and discussed.

Results: Mean age: 64.2 + 13 years, male: female ratio 7:1. Average
tumor size: 8.9 £ 3.6 cm. Subclassification of 109 intermediate stage HCC
(BCLC-B) included 21 (19.3%) B1, 76 (69.7%) B2, and 12 (11%) B3. The
subgroup B3 was further classified as B3a (n=2, 1.8%) and B3b (n=10,
9.2%). Treatment indications followed BCLC-B 2012 recommendation in
47.7% of cases (TACE: transarterial chemoembolization) whereas 52.3%
were outside, including resection (22%), systemic chemotherapy (18.3%),
conservative (9.2%) and radiofrequency ablation (2.8%). Comparing
clinical treatment indications and recommendations of Kinki criteria we
found: 100% of patients were in group B1; 76.4% of patients in group B2
and 66.7% of patients in group B3 received treatment corresponding to the

recommendation of Kinki criteria.

Conclusion: Intermediate-stage HCC encompasses a wide and
heterogeneous population in terms of performance status, tumor burden

, and underlying liver function. Subclassification of patients in this stage
* Bo mon Chan dodan hinh anh,

Truong Pai hoc Y-Duroc,
Dai hoc Hué

using Kinki criteria helps optimize treatment strategies and improve

patient prognosis.

** Khoa Chan dodn hinh anh,
Bénh vién Trung Uong Hué

Keywords: Hepatocellular carcinoma, computed tomography,
Child-Pugh, Kinki criteria.
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I. DAT VAN DE

Ung thw biéu mé té bao gan (UTBMTBG) Ia loai ung
thw phd bién dirng hang thir sau trong sb cac loai ung
thw va xép thi hai trong cac nguyén nhan gay tt vong do
ung thw trén thé gi¢i. O’ Viét Nam, theo Globocan 2020,
UTBMTBG dan dau vé ty |é mdi méc va ty 1 t& vong [1].
Hién nay, phan loai Barcelona Clinic Liver Cancer (BCLC)
la phan do chuén va dwoc tng dung phd bién nhét trén
thé gi¢i dé phan chia giai doan ctia UTBMTBG cuing v&i
dé la hwéng didu tri twong (rng cho tirng giai doan [2], [3].
Giai doan trung gian (BCLC-B) bao gém UTBMTBG don 6
> 5cm, da 6, chirc ndng gan con duy tri (Child Pugh A-B),
chwa c6 xam l&n mach mau va di can xa, toan trang bénh
nhan con tét (PS 0) [3], [4]. Nat mach héa chéat (TACE:
transarterial chemoembolization) 1a phwong phap diéu tri
chuén cho UTBMTBG giai doan trung gian (BCLC-B) [3].
Tuy nhién day la giai doan khong déng nhat vé dic diém
clia khéi u va chirc ndng gan nén, anh hudng dén dap &ng
diéu tri, ty lé tai phat, thdi gian sdng ctia bénh nhan. Pé tbi
wu hoéa chién lwoc diéu tri va cai thién tién lwong cho bénh
nhan UTBMTBG giai doan trung gian, phan nhém nay can
dwoc chia thanh cac dwdi nhdm chi tiét hon dé co chi dinh
diéu tri phu hop hon cho trng dwéi nhém cu thé. Nam
2012, Bolondi va céng sy da dwa ra tiéu chuén phan loai
giai doan trung gian (BCLC-B) thanh 4 nhém tir B1 dén B4
dwa trén 4 tiéu chi ddng thdi dwa ra khuyén cao chién lwoc
diéu tri cho tteng nhom. Nam 2015, Kudo va céng s da
cai tién cach chia ctia Bolondi theo hwéng don gian va dé
ap dung hon khi chia giai doan BCLC-B thanh 3 nhém dya
vao 2 tiéu chi 1a chi sé Child-Pugh va Milan up-to-seven di
kém v&i hwéng dan diéu tri chi tiét, con goi la tiéu chuan
Kinki [5]. Hién nay tiéu chudn Kinki chwa dwoc (ng dung
phd bién & Viet Nam. Muc tiéu ctia dé tai la mo ta dac diém
hinh anh ct I1&p vi tinh ung thw biéu mé t& bao gan giai
doan trung gian va tng dung tiéu chuan Kinki trong phan
chia dwdi nhéom giai doan trung gian.

Il. DOl TWONG, PHWONG PHAP NGHIEN CU'U

2.1. P6i twong nghién ctru: gdm 109 bénh nhan

dwoc chan doan UTBMTBG giai doan trung gian tai Bénh
vién Trwdng DPai hoc Y-Duwoc Hué va Bénh vién Trung
wong Hué tir thang 01/2022 dén thang 08/2023.

Tiéu chudn chon mau: bénh nhan 218 tudi dwoc
chan doan xac dinh UTBMTBG theo Huwéng dan chén
doan va diéu tri UTBMTBG cla Bd Y té nam 2020 [6],
thudc giai doan trung gian theo hé théng phan loai
Barcelona [3], dwoc chup cét I1&p vi tinh (CLVT) bung co
thudc can quang theo protocol 3 thi (d6ng mach muén,
tinh mach ctra va thi mudn) truwéc diéu tri. Bénh nhan
doéng y tham gia nghién ctru.

Tiéu chuén loai trie: bénh nhan UTBMTBG da diéu
tri hodc ddng méc cac bénh ly &c tinh khac.

2.2. Phuwong phap nghién ciru

Thiét ké& nghién ctru mé ta cat ngang. Phuong tién
nghién clru gdbm may CLVT da day dau thu Siemens
(Somatom scope, Birc) va GE (Act revolution, Hoa Ky).
Ghi nhan cac dac diém chung ctia déi twong nghién ciru,
hinh anh CLVT va xét nghiém chirc ndng gan. Phan dwoi
nhém UTBMTBG giai doan trung gian theo tiéu chuan
Kinki. D6i chiéu chi dinh diéu trj trén thwc té 1am sang va
khuyén céo ctia BCLC va tiéu chuén Kinki.

X0 ly va phan tich sé liéu bang phan mém SPSS
phién ban 22.0.

Nghién ctru da dwoc Hoi déng dao dic trong
nghién ctru Y sinh hoc Trwong Pai hoc Y - Dwoc, Bai hoc
Hué théng qua, ma s6 1138/QD-DHYD.

lll. KET QUA

T thang 01/2022 dén thang 08/2023 c6 109 bénh
nhan UTBMTBG giai doan trung gian dwoc chan doan
va diéu trj tai Bénh vién trwong Dai hoc Y - Dwoc Hué,
va Bénh vién Trung wong Hué nhan thda man tiéu chuén
chon bénh. Tudi trung binh ctia nhém nghién ctru la 64,2
+ 13 tudi, nam/ni 1a 7/1, yéu td nguy co chd yéu cla
UTBMTBG la viém gan virus B (67,9%). D&c diém chung
ctia nhém dbi twong dwoc trinh bay cu thé trong bang 1.
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Bang 1. Bic diém chung cua déi twong nghién ctru

D&c diém hinh &nh CLVT clGa nhém nghién ciru
dwoc ghi nhan cu thé & bang 2.

Bang 2. Bic diém hinh anh CLVT UTBMTBG
giai doan trung gian

DPic diém S6 lwong (n=109) | Ty 1é (%)
Kiéu u

-Pbon b 42 38,5
-Pad 64 58,7
- Tham nhiém 3 2.8
Vi tri

- Gan phai 65 59,6
- Gan trai 9 8,3
-Céa hai 35 32,1
Kich thuwéc

-<5cm 10 9,2
-5-10 cm 65 59,6
->10cm 34 31,2
Ty trong tw nhién

- Gidm ty trong 93 85,3
-DBdng ty trong 9 8,3
- Tang ty trong 7 6,4

Ngam thuéc manh 103 94,5
Déc didm s((:l::ggn)g Ty |é (%) Thai thudc 102 93,6
- /& bao ngédm thubc 71 65,1
Nhoém tuoi 3 -~ .
ang sinh mac
97 89
<50 15 13,8 Bl
50-70 95 50,4 Tan sinh mach 76 69.7
>70 39 35,8 trong u ’
Giéi tinh Hoai ttr trong u 80 73,4
Nam 94 86,2 Tuan hoan bang 12 »
N 15 13,8 hé- tang ap clra
Yéu té nguy co Thdéng ndi dong
mach gan-tinh 4 3,7
HBV 74 67,9 N
mach ctra
HCV ! 6.4 Gidn dudng mat 5 o
HBV + HCV 0 0 kém theo ’
Khac 28 25,7 Bién chirng v& u 20 18,3

Phan Ién bénh nhan UTBMTBG giai doan trung gian
c6 thé da & chiém 58,7%, thudng ndm & gan phai (59,6%).
Kich thwéc trung binh khéi u la 8,9 + 3,6 cm, trong d6
59,6% u cd kich thuwde tlr 5 - 10 cm. Hau hét cac khéi u
gidm ty trong tw nhién, ngdm thuéc manh thi déng mach,
thai thudc va c6 vé bao ngdm thudc & thi tinh mach clra
hoac thi mudn. Pa sb trwdng hop cé tang sinh mach mau
nudi u va tan sinh mach trong u. 18,3 % bénh nhan co
bién chirng v& u gay tu mau dwéi bao va/hodc xuét huyét
6 bung; 11% c6 tang ap luc tinh mach clra v&i tudn hoan
bang hé; 16,5% co6 gian dwong mat kém theo. Kich thwéc
u la yéu t6 dy bao cac dac diém hiéu ng khdi, sat bao
gan, tang sinh, tan sinh mach va bién chirng vé& u.

Trong s6 109 bénh nhan UTBMTBG giai doan trung
gian chung t6i chia thanh cac dwdi nhém nhuw sau: dwéi
nhém B1 n=21 (19,3%), dwdi nhém B2 n=76 (69,7%),
dwdi nhom B3 n=12 (11%) trong dé B3a n=2 (1,8%), B3b
n=10 (9,2%).

Chi dinh diéu tri trén thyc té 1am sang chi yéu la
TACE (47,7%), phau thuat 24 (22%), héa tri (18,3%),
ndi khoa (9,2%), RFA (2,8%). M6t trdng hop bénh nhan
dwoc diéu tri trén thyc t& & hinh 1.
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Hinh 1. Bénh nhan nam 72 tudi dwoc chan doan UTBMTBG BCLC-B, don 6, dwdi nhém B2 theo tiéu chudn Kinki.
Bénh nhan duoc diéu tri DEB-TACE 2 lan. Sau l&n thir nhét, khéi u dich héa nhiéu, con thanh phén dic ngdm thudbc
(LR-TR viable). Sau I&n thir hai, khéi u hoai tir hoan toan, khéng con thanh phén ngdm thuéc (LR- TR nonviable). Trén
hinh &nh CLVT va CHT sau & thoi diém theo déi 9 thang, khéi u dap (g hoan toan, khéng théy tén thuong méi va tén
thwong nghi ngo ther phat.

Bang 3. D6i chiéu diéu tri UTBMTBG giai doan trung gian twong (rng véi cac dwdi nhém
theo khuyén cao cua Kinki, BCLC va trén thwc té 1am sang

Kinki Chi dinh diéu trj thuc té
Phén - =
nhom BCLC Phau Hoéa Phau Hoéa Noi
3 thuat | TACE 2 | Khac | thuat | TACE ! '
n=109 tri tri khoa
+RFA + RFA
B1 12
21 " " 0 0 57 1% 42?90/ 08/ 08/
-BCLC 2 e ° °
B2 15 42 16 3
2012 0 v + | Haic
76 TACE 197% | 553% | 211% | 3.9%
-Cap nhat 2022 Gheé
B3a PN P 0 1 1 0
2 + Ghep gan RFA ¥ 0 gan 0% 50% 50% 0%
+TACE HAIC ° ° ° °
- + D|e: Atrl toan DEB- HAIC
- than 0 TACE 0 BSC 0 0 3 7
chon loc 30% 70%
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- Béi chiéu chi dinh diéu tri trén 1am sang véi khuyén
cdo diéu tri theo tiéu chudn Kinki nhan thay 100% bénh
nhan dwé&i nhém B1; 76,4% bénh nhan dwdi nhom B2
va 66,7% bénh nhan dwdi nhém B3 co chi dinh didu tri
trén thye té twong (rng véi khuyén céo diéu tri theo tiéu
chuén Kinki.

IV. BAN LUAN

Chuing t6i phan nhém 109 bénh nhan UTBMTBG
giai doan trung gian theo tiéu chudn Kinki gébm dwdi
nhém B1 n=21 (19,3%) bénh nhan, dwdi nhém B2 chiém
ty 1& cao nhat 76 (69,7%), nhém B3 n=12 (11%) trong dé
B3a n=2 (1,8%), B3b n=10 (9,2%). Phan dw&i nhém nay
twong déng véi nghién ctru Arizumi (2016) [7]. Chung toi
nhan thay thwc té 1am sang cé nhiéu lwa chon phwong
thire diéu tri UTBMTBG giai doan trung gian trong dé chii
yéu la TACE 52 (47,7 %) vi day la phwong thirc diéu tri
chuan trong UTBMTBG giai doan trung gian theo BCLC
[3]. Tieu chudn Kinki ciing khuyén cdo mé& rong cac
phwong phirc diéu tri dbi véi bénh nhan UTBMTBG giai
doan trung gian so vé&i BCLC. Trén thyc té 1am sang ¢
52,3% bénh nhan dwoc chi dinh diéu tri cac phwong thirc
khac ngoai TACE bao gébm phau thuat 24 (22%), héa tri
20 (18,3%), ndi khoa 10 (9,2%), RFA 3 (2,8%).

Trong dwéi nhém B1: Trén thwe té nghién clru cla
chung t6i cé 57,1% bénh nhan thuéc phan nhém B1 c6
chi dinh phau thuat hodc RFA, ndm ngoai khuyén céo cla
BCLC. 100% bénh nhan cé hwéng diéu tri phan nhém B1
theo tiéu chuan Kinki twong &ng véi chi dinh trén thuc té
lam sang. Nghién cu clia Yamamoto va céng sw nam
2021 cho thay rang déi v&i bénh nhan UTBMTBG giai
doan B1, phau thuat cit gan mang lai tién lwong tét hon
cac phwong phap diéu tri khac [8].

Trong dwdi nhém B2: 55,3% bénh nhan dwogc chi
dinh diéu tri TACE va 21,1% bénh nhan dwoc hoa tri toan
than. Nhw vay 58/76 (76,4%) bénh nhan cé chi dinh trén
lam sang twong &ng véi khuyén cao diéu tri theo tiéu
chudn Kinki va BCLC cap nhat nam 2022. Phwong phap
héa tri cht yéu diéu tri bdng Sorafenib, chi cé mét sb it
trwdng hop dwoc chi dinh diéu tri liéu phap mién dich
Atezolizumab va Bevacizumab, hién tai day la chi dinh
hang dau trong liéu phap toan than diéu tri UTBMTBG

tuy nhién gia thanh kha cao nén chwa dwgc ap dung
phé bién. Ngoai ra con cé 19,7% bénh nhan dwoc chi
dinh phéu thuat va ty 18 nho didu tri ndi khoa (3,9%).
Tiéu chuén Kinki khéng khuyén cao phau thuat cat bé &
giai doan B2 va mot s6 nghién ctvu ciing cho thay réng
& nhirng bénh nhan & giai doan B2 va B3, can c6 mot
phwong phap thay thé tuy theo tinh trang ctia bénh nhan,
chirc ndng gan va dac diém khéi u [8].

Diéu tri cac tac nhan phan t& nham trang dich dwoc
ky vong sé& ngan chan sw tai phat hodc phat trién ctia khéi
u do tac dung (rc ché cla cac tac nhan nay déi voi yéu
t6 tdng sinh mach [9]. Ngoai ra, viéc gidm tan suét thyc
hién TACE ciing gop phan ngan ngtra tinh trang suy gidm
chlrc nang gan va gidm tac dung phu sau TACE. Xem xét
chuyén tir diéu tri TACE qua diéu tri toan than khi ganh
nang khéi u cao, da 6, suy gidm chirc ndng gan, tai phat
s&m, hoai tir khdng hoan toan, tién trién 1&n khi thuc hién
TACE va sv lan rong ngoai gan va/hoac xam lAn mach
mau [10].

Trong phan nhém B3: Theo tiéu chuan Kinki dbi
v&i phan nhém B3a co thé chi dinh cTACE siéu chon loc
hodc hiy u tai chd, phan nhém B3b diéu tri gidm nhe
hodc khong diéu tri v&i khuyén cao chi dinh dau tay la
DEB-TACE siéu chon loc, truyén héa chét tryc tiép dong
mach gan (HAIC) hodc cham séc gidm nhe [5]. Trén thyc
té 8/12 bénh nhan thuéc phan nhém B3 trong nghién
ctu dwoc diéu tri ndi khoa hd tro, twong ng véi khuyén
cdo diéu tri theo tiéu chuan Kinki. Chi c6 01 trworng hop
chi dinh cTACE va 03 trwdng hop diéu tri hoa tri. HAIC
da dwoc st dung rong rdi & nhirng bénh nhan mac
UTBMTBG tién trién vi ty 1& dap rng twong dbi cao, doc
tinh thap va kéo dai thoi gian séng [11]. Tuy nhién trong
thuc t& diéu tri tai bénh vién chung t6i chwa cé trwdng
hop diéu tri ghép gan dbi véi giai doan B3a ciing nhw
khong c6 phuong thirc diéu tri HAIC nén da sd bénh
nhan giai doan B3 dwoc diéu tri ndi khoa nang dé.

Y nghfa cda tiéu chuén Kinki trong phan loai va dinh
hwéng diéu tri UTBMTBG giai doan trung gian da dwoc
ching minh qua nhiéu nghién ctu [7], [8], [12]. Thuc té
cho thdy BCLC nam 2022 da cap nhat tiéu chuan Kinki dé
chia UTBMTBG giai doan trung gian thanh 3 dwéi nhém
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kém theo khuyén cdo diéu tri twong trng [13]. Cu thé cé
thé chi dinh diéu tri triét d& (ghép gan) cho BCLC-B1,
TACE chi con khu tri cho nhém BCLC-B2 trong khi hoa
tri toan than dwgc mé rong dbi v&i nhom BCLC-B2 va
B3 (gébm u gan thé tham nhiém, lan tda, da thuy) v&i chi
dinh dau tay la Atezolizumab va Bevacizumab thay cho
Sorafenib truyén théng [13].

Nghién ctru clia chiing t6i cé mét vai han ché nhw
sau: Thir nhat 13 thiéu sy da dang clia cac phuong phap
diéu tri thwc té so v&i cac nghién clru khac trén thé gidi
cling nhw theo khuyén céo. Th hai, chi dinh diéu tri trén
thuwc t& 1am sang con phu thudc vao nhiéu yéu tb nhw didu
kién kinh té, bao hiém y té, vat tw y t& va nguyén vong

cla bénh nhan va than nhan. Thir ba, thiét ké nghién
ctu chi dirng & mé ta cat ngang ma khéng cé theo doi
va so sanh sy khac biét vé thdi gian sdng thém toan bd
gitra cac phan nhém duorc didu tri cac phwong phap khac
nhau theo Kinki.

V. KET LUAN

UTBMTBG giai doan trung gian bao gém mét nhém
bénh khong ddng nhét vé d&c diém hinh anh va chirc
nang gan. Chi dinh diéu tri trén thuwc té khéng hoan toan
gidng v&i khuyén céo ctia BCLC 2012. Do vay can phéan
loai chi tiét va ca thé hoa bénh nhan tiéu chuan Kinki dé&
tdi wu hoa hiéu qua diéu tri.
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TOM TAT
Muc tiéu: Ung dung tiéu chuin Kinki trong phén giai doan ung thu biéu mé té bao gan (UTBMTBG) giai doan trung gian.

Doi twong va phuwong phap nghién ciru: 109 bénh nhan UTBMTBG giai doan trung gian tai Bénh vién truong Dai hoc
Y-Duoc Hué va Bénh vién Trung wong Hué tir 01/2022 dén 08/2023. Chin doan UTBMTBG theo huéng dan ctia B§ Y té 2020.
Phan giai doan trung gian theo BCLC 2012. Phéan loai duéi nhom UTBMTBG giai doan trung gian theo tiéu chuén Kinki. Déi chiéu

chi dinh diéu trj trén 1am sang va theo khuyén céo cia BCLC va tiéu chudn Kinki.

Két qua: Tudi trung binh: 64,2 + 13 tudi, nam/ni: 7/1. Kich thudc u trung binh: 8,9 + 3,6 cm. Phan du6i nhém 109 bénh nhan
UTBMTBG giai doan trung gian (BCLC-B) theo tiéu chuén Kinki nhu sau: Bl n=21 (19,3%), B2 n=76 (69,7%), B3 n=12 (11%)
trong d6 B3a n=2 (1,8%), B3b n=10 (9,2%). Chi dinh diéu trj trén thyc té 1am sang bao gdm TACE (47,7%), phau thuat (22%), hoa
tri (18,3%), ndi khoa (9,2%), RFA (2,8%). C6 52,3% chi dinh diéu tri nam ngoai khuyén cao BCLC 2012. Déi chiéu chi dinh diéu
tri trén lam sang va khuyén 4o cua tiéu chudn Kinki nhan théy: 100% bénh nhan dudi nhém B1; 76,4% bénh nhan dudi nhém B2

va 66,7% bénh nhan dudi nhom B3 ¢6 chi dinh diéu tri trén thue té tuong ung voi khuyén c4o diéu tri theo tiéu chuan Kinki.

Két luAn: UTBMTBG giai doan trung gian khong dong nhét vé cac dic diém hinh anh va chirc nang gan. Chi dinh diéu tri
UTBMTBG trén thyc té khong hoan toan gidng véi khuyén cédo cia BCLC 2012. Can phan loai chi tiét bénh nhan UTBMTBG giai

doan trung gian theo tiéu chuén Kinki dé t8i vu hoé chién lwoc diéu tri va cai thién tién lugng.

Tir khéa: ung thu biéu mé té bao gan, cdt I6p vi tinh, tiéu chuan Kinki, Child-Pugh.
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