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K&t qua diéu tri ung thu biéu mé t& bao gan phan loai dué6i
nhém giai doan trung gian theo tiéu chuan Kinki

Treatment results of subclassification of intermediate-staged hepatocellular
carcinoma according to Kinki criteria
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Abstract

Aim: To determine the efficacy of treatment to substage B hepatocellular carcinoma (HCC) patient on
Kinki criteria. Subject and methods: This is a prospective study on 71 patients with HCC. The treatment
response and laboratory outcomes were assessed within first month after therapy according to the
modified Response Evaluation Criteria in Solid Tumors (mRECIST) on CT scan. Results: The mean age
of the patients was 60.6 + 12.6. Patients with stage B2 accounted for the largest proportion of 64.8%.
38.0% of patients did not increase AFP before treatment. Moderately differentiated HCC had the highest
rate of 22.5%. Patient stage Bl mainly chosen the method of resection 57.1% and (Radio Frequency
Ablation) RFA 66.7%. Transarterial chemoembolization (TACE) was mainly selected for patients with
stage B2 with 72.1%. After treatment, the AFP response rate was 62.2%. Resection had the highest
complete response rate with 85.7%, TACE had a complete response rate of 26.2%. Patients stage Bl had
the highest complete response rate of 54.5%. Conclusion: The subclassification of intermediate stage
helps to provide more treatment options for patients with HCC, the initial results show that treatment
with multiple choices has a better response rate than treatment with TACE alone for HCC stage B.

Keyword: Hepatocellular carcinoma, Barcelona clinic liver cancer stage B, Kinki criteria.

Tém tit

Muc tiéu: Panh gid k&t qué diéu tri ung thu bi€u mo t& bao gan phan loai dui nhém giai doan trung
gian theo tiéu chuin Kinki. P8i tugng va phuong phap nghién citu: Can thiép khong ddi ching, ti€n
cttu trén 71 bénh nhan UTBG phat hién 1an diu diéu tri tai Bénh vién Trung wong Quan doi 108. K&t
qué diéu tri danh gid theo mRECIST trén hinh 4nh CT 1 thing sau diéu tri. K&t qua: Tudi trung binh
ciia nhom nghién citu 1a 60,6 = 12,6. Bénh nhin giai doan B2 chi€m ti 1& 16n nhat 64,8%. C6 38,0%
bénh nhan khong ting AFP trudc diéu tri. UTBG biét hda vira c6 ti 1& cao nhat 22,5%. Giai doan B1
chti y&€u lya chon phuong phap cit gan 57,1% va RFA 66,7%. Phuong phap TACE cht y&u lya chon cho
bénh nhan giai doan B2 vé6i 72,1%. Sau diéu tri ti 1& dap tng AFP 1a 62,2%. Cit gan c6 ti 1& dap tng
hoan toan cao nhat vdi 85,7%, TACE c6 ti 1& d4p tng hoan toan 1a 26,2%. Giai doan B1 c6 ti 1& ddp tng
hoan toan cao nhat 1a 54,5%. K&t ludan: Phan loai dudi nhém giai doan trung gian gitip dua ra nhiéu lya
chon diéu tri hon cho bénh nhan UTBG, két qua budc diu cho thiy diéu tri bang nhiéu phuong phip c6
ti 16 dap ng t6t hon so v6i chi diéu tri bing phuong phap tic mach don thuin.

T khéa: Ung thu bi€u md t&€ bao gan, Barcelona giai doan B, tiéu chudn Kinki.
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I. Dit van dé

Hién nay hé thdng phan loai giai doan ung thu
bi€u mo t&€ bao gan (UTBG) theo Barcelona Clinic
Liver Cancer (BCLC) dugc st dung phd bi€n bdi
nhitng hoi nghién cttu vé gan uy tin trén thé gisi
nhu American Association for the Study of Liver
Diseases (AASLD), European Association for the
Study of Liver (EASL). Hé thdng nay chia UTBG
thanh 5 giai doan dua vao tinh trang u, chdc nidng
gan va tong trang cia bénh nhan. Nhin chung thi
BCLC dé& hiéu va dé ap dung d€ lya chon phuong
phap diéu tri cd ban cho bénh nhan [1].

Tuy nhién UTBG bao gdm mdt quin thé bénh
16n, mdi giai doan gdém nhitng bénh nhan c6 dic
di€ém khong hoan toan giong nhau. Riéng d6i vdi
giai doan trung gian, qua nhiéu nghién cttu cho
thiy chi diéu tri bing TACE sé& c6 nhitng k&t qua
diéu tri rat khac nhau. D€ nang cao hiéu qua diéu
tri, cdc chuyén gia vé gan da c6 dé xuat chia nhd
giai doan trung gian thanh cadc dudi nhém [2]. Nam
2012 Bolondi 1an diu tién duara y tudng nay, sau
d6 d&n 2017 Kudo dé xuit ra tiéu chuin Kinki dé
phan ra dudi nhém UTBG giai doan trung gian
[3]. Céch phan loai mé&i nay dua ra nhiéu lya chon
diéu tri hon, d€ d4nh gia hiéu qua chiing toi tién
hanh nghién cttu nay v6i muc tiéu 1a: Pdnh gid
két qud diéu tri UTBG phan loai dudi giai doan
trung gian theo tiéu chudn Kinki.

I1. Poi tugng va phuong phap nghién citu

Ddi tugng nghién citu

- Tiéu chuin chon d6i tugng nghién ctu:

+ Bénh nhan dudc chdn dodn UTBG bing md
bénh hoc hoic ¢6 hinh dnh dién hinh trén CT/MRI
theo hu6ng din chin dodn ctia Hiép hdi nghién
cttu bénh gan Hoa Ky AASLD ndm 2018 [4].

+ UTBG giai doan trung gian theo BCLC:
nhiéu u hoidc ¢6 it nhat 1 u > 3 cm, chi s6 toan
trang 0, Child Pugh A, B (7 di€m).

+ Tiéu chuin Kinki chia giai doan trung gian
thanh cidc dudi nhém B1 (Child Pugh5-7;4-6u
vau>3cm- 6cm), B2 (Child Pugh5-7;>7uva
u>6cm), B3 (Child Pugh8-9;>4uvau>3cm).

- Tiéu chuin loai trir: bénh nhin suy gan, suy
than, r6i loan dong mau, di Gng vdi thudc cin
quang, khdng déng y tham gia nghién citu.
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Thoi gian, dia di€ém nghién ciu

- Thdi gian nghién ctu: Tu thdng 2 nam 2020
dén thang 2 ndm 2021.

- Pia di€m nghién citu: Bénh vién Trung uong
Quan doi 108, Ha Noi.

Phuong phap nghién ciu

- Phuong phédp nghién cttu: can thi¢p khdong
ddi chitng, ti€n cfu theo ddi doc so sdnh truc va
sau diéu tri.

C& miu va cach chon miu

- Phuong phap chon mau:

- Chon miu c¢6 chd dich. C& miu 71 bénh nhan
dd tiéu chuin nghién citu.

Céc budc ti€n hanh nghién citu

- Hbéi bénh va kham triéu ching ctiia bénh
UTBG. béanh gia toan trang theo ECOG.

- Céc bénh nhan dugc lam cac xét nghi€ m cong
thitc mdu va dong méu biang may Cell Dyn 3700
(Abbot) tai khoa Huyé&t hoc. Xét nghiém sinh héa
bang mdy Olympus Au 640 tai khoa Sinh héa.
Xétnghiém AFP, HBsAg, anti HCV bing phuong
phéap ELISA thyc hién tai khoa Mién dich. Chup
CT 6 bung biing may Brivo CT385.

* C4c bénh nhan sé& dudc hoi chdn vién Tiéu
héa quyét dinh diéu tri biing mot trong cac phuong
phap: TACE, RFA hoic cét gan.

* Thyc hién k§ thuat diéu tri TACE:

- Chuén bi: ki gidy cam doan, vé& sinh, dit
dudng truyén tinh mach.

- Quy trinh k¥ thuat:

+ Vo6 cdm: gay té tai chd choc dong mach dui
bing Lidocain 2% x 10 ml.

+ Dit dng vao dong mach dui theo ky thuat
Seldinger. Ludn 6ng thong Yashiro 5Fr dudc dan
bang Guidewire 0.035 vao dong mach than tang,
bom thudc cAn quang Xenetix 300 mg vdi tdc do
5 ml/giay trong 5 - 6 gidy d& chup dong mach than
tang va hé thong mach khac nghi ¢c6 ngudn nudi u.

+ Ludn 6ng thong microcatheter Progreat
2.7Fr v6i Guidewire dong truc chon loc vao dén
dong mach nudi khdi u, chup mach dé€ dinh gia
chi ti€t ngudén mach mau nudi khoi u.

+ Chuin bi hdn hgp héa chit tic mach bao
gdm: Hat vi ciu DC-Beads Héa chit chdng ung
thu: doxorubicin véi liéu tai téi da 37,5mg/ml hat
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vi cAu. Thudc can quang Xenetix: 30 ml.

+ Bom hdn hgp dung dich héa chat diét u va
hat vi cAu, quan st lién tuc trén man huynh quang
trong qué trinh bom thudc cho d&n khi thdy c6 hién
tugng trao ngugc ra khdi nhanh ddng mach nudi u.

+ Chup kiém tra k&t qua tic mach sau khi TACE.

+ Sau khi 1am k§ thuat rit 6ng thong va bing
cAm madu tai vi tri choc dong mach dui, chuyén
bénh nhan vé& phong diéu tri.

* Thyrc hién k§ thuét diéu tri RFA:

- Chuén bi: ki gid'y cam doan, dit dudng truyén
tinh mach, may d6t nhiét Cool-tip RF Ablation
System E Series cia hing Covidien (M¥), nudc
d4, kim dot.

- Quy trinh k¥ thuat:

+Dan dién cuc trung tinh vao diii bénh nhan. Siéu
am xac dinh vi tri kh&i u gan, danh diu vi tri choc
kim trén da, sit truing da, trdi sdng vo trung c6 15.

+ Gay té trong da vi tri choc kim. N&i kim dién
cyc vao mdy va hé thong bom dién lam mat.

+ Choc kim vao khdi u du6i huéng din cda
siéu Am. D&t nhiét theo chuong trinh da cai dit,
cong suat va thdi gian d6t tiy thudc vao dic diém
cta mdi bénh nhan. Theo doi su bi€n ddi cta u
trén man hinh trong qua trinh dét.

+ P&t cAm mau thi rit kim: Chuyén vé ché do
ddt rit, chd dén khi nhiét @6 diu kim ting 1én t&i
trén 80°C thi thuc hién rdt kim. Sat tring da va
biang vo khuén di€m choc kim.

* Thyc hién k§ thuat cit gan:

- Gy mé: GAy mé toan than, dit dudng truyén
TM trung tam, sonde tiéu.
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- Céc thi k¥ thuat cit gan:

+ M3 bung theo dudng chit J, dudng Mercedes
(cho céc trudng hdp u kich thuée 16n) va dudng
tring gifta trén ron (cho cic khdi u gan trai).

+ Kiém tra d4nh gid 6 bung, hach cudng gan,
gan, t6n thuong dai thé khdi u. M3 mac ndi nhd
dé€ ki€m tra thily du6i vad quan sit nhém hach
tang. Pua cic ngén tay qua khe Winslow d€ khao
sdt TM clra va nhém hach cudéng gan, cdc hach
nghi ngd sé dudc 18y va giti lam sinh thi€t tic thi.

+ Cit day chiing tron, day ching liém, day
chiing tam gidc, diy chiing vanh, diy ching gan
ta trang. Giai phong gan ra khoi mit truéc TM
chi dudi, thdt cic nhanh TM gan phu.

+ Ki€m soat cudng Glisson khi cit gan. C6 thé
cét tii mat hodc khong, thy vao vi trf u, khi cit tdi
mat c6 thé dit din lvu dudng mat qua dng cd tii
mat hodc khdng.

+Cét nhu mo gan, xtt 1y cudng Glisson va TM gan.

+ Lau rita & bung, din luu tai dién cit, déng
bung theo I6p gidi phiu.

* Panh gid k&t qua diéu tri tai thdi di€m 1
thdng sau khi ra vién. Bénh nhan dén tai kham
dugc lam xét nghiém AFP va chup CT 6 bung dé
ddnh gid k&t qua diéu tri.

Chi tiéu nghién citu

- Chi tiéu 1am sang: gidi: nam, nif; nguyén
nhan: viém gan B, C, rugu, khic.

- Phan loai giai doan xd gan theo Child Pugh.

- Phan loai giai doan du6i nhém trung gian
theo tiéu chuin Kinki g6m c6: B1, B2, B3a, B3b
theo bang sau [3]:

B3
Giai doan dué6i B B1 B2
B3a B3b
DPiém Child Pugh 5-7 5-7 8-9
Ng?anﬂinVi 4-6uva >7uvau>6cm 4-6uva >7uvau>6cm
trong ti€u chudndén7 | u>3 cm-6cm u>3cm-6cm

Citu DEB-TACE Ghép HAIC

Lua chon diéu tri RFA HAIC RFA DEB-TACE
cTACE SORA cTACE
A A, DEB-TACE, DEB-TACE

bicu tri thay thé B-TACE cTACE B-TACE, HAIC BSC
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- Céc chi tiéu vé két qua diéu tri:

+DPanh gi4 dap tng AFP huyét thanh & cac bénh
nhan c6 ting AFP trudc diéu tri (dap &ng néu AFP
v€ binh thudng hodc gidm it nhat 50% gia tri).

+ Panh gia d4p ng khoi u theo mRECIST
(modified Response Evaluation Criteria in Solid
Tumors) cia H6i Gan Mat Hoa Ky:

Dép ttng hoan toan: Mt hoan toan cac diu hiéu
ting sinh mach ciia tit ca céc ton thuong muc tiéu.

Pap ng mot phan: Gidm it nhat 30% tong
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dudng kinh clia cdc tdn thuong ma con ting sinh
mach so véi trudc diéu tri.

Bénh ti€n trién: Ting it nhat 20% tong dudng
kinh clia cdc tdn thuong ting sinh mach so véi
truge diéu tri.

Bénh 6n dinh: Khong dap ting cAc tiéu chuin trén.

X1 1y s6 liéu

S6 liéu dugc xit 1y bang phan mém thdng ké y
hoc SPSS 22.0.

III. K&t qua

Bing 1. Pic di€m tudi, gidi, nguyén nhan

Pic diém n (71) %
Tudi (tir 19 - 86) 60,6 + 12,6

Gigi Nam 62 87,3
Nir 9 12,7

Rugu 2 2,8
Viém gan B 57 80,3

Nguyén nhan Viém gan C 2 2,8
Viém gan B, C 1,4
Khéc 9 12,7

Nhan xét: Tudi trung binh ciia nhém nghién cdu 12 60,6 + 12,6. Ti 1€ nam chi€m phﬁn 16n v6i 87,3 %.
Nguyén nhan giy bénh thudng gip nhatla viém gan B 80,3%.

Béang 2. Phan loai giai doan va xét nghiém AFP trudc diéu tri

Pic diém n (71) %
‘ A 66 93,0
Child Pugh
B 5 7,0
B1 22 31,0
. B2 46 64,8
BCLC duéi B
B3a 2 2,8
B3b 1.4
<20 27 38,0
AFP (ng/ml) 20 - 200 12 16,9
> 200 32 45,1

Nhan xét: Child Pugh A chi€m ti 1& 93,0%. Bénh nhan giai doan B2 chi€m ti 1& 16n nhat 64,8%. C6

38,0% bénh nhan khong ting AFP trudc diéu tri.
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Bang 3. Pac di€m u trudc diéu tri

Dic di€m n (71) %
Vitriu Gan trai 7 9,9
Gan phéi 47 66,2
2 thuy 17 23,9
S6 lugng u <3 65 91,6
>3 6 8,4
Kich thugc u (cm) <6 24 33,8
> 6 47 66,2

Nhan xét: T1 1& u gan phai chi€m ti 1& cao nhit 66,2%. S& lugng u < 3 chi€m ti 1& 91,6%. Nhém kich
thugc u tir > 6 cm chi€m ti 1€ cao hon véi 66,2%.

Bang 4. Pic di€ém md bénh hoc khdi u

Mo bénh hoc n (71) %o
Khong sinh thiét 47 66,2
Biét héa cao 6 8,5
Biét héa vira 16 22,5

Biét héa kém 0 0

Biét h6a khong rd6 mic do 2 2,8

Nhan xét: C6 66,2% s& bénh nhan hinh 4nh UTBG 16 trén CT, khong ti€n hanh sinh thiét. S6 con
lai dudc sinh thi€'t thi UTBG biét hda vira c6 ti 1& cao nhat 22,5%.

Béng 5. Phuong phap diéu tri theo dudi nhém B

Phuong phap B1 B2 B3a B3b
Ciét gan 4 57,1 2 28,6 0 0 1 14,3
RFA 2 66,7 0 0 1 33,3 0 0
TACE 16 26,2 44 72,1 1 1,6 0 0

Nhan xét: Giai doan B1 chi y&u lya chon phuong phdp cdt gan 57,1% va RFA 66,7%. Phuong phép
TACE chd y&u lya chon cho bénh nhan giai doan B2 véi 72,1%.
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Béng 6. Pap ting AFP sau diéu tri

Pap ing n (45) %
Khdng dap tng AFP 37,8
béap tng AFP 62,2

Nhan xét: C6 45 bénh nhan AFP ting trudc di€u tri. Sau diéu tri ti 1& dap dng AFP 12 62,2%.

Béng 7. Panh gid dap Gng khdi u sau di€u tri theo phuong phép

Pap wng khdi u Citgan (n=7) RFA (n=3) TACE (n=61)
bép tng hoan toan 6 85,7 0 16 26,2
DPap ng 1 phan 0 0 23 37,7
Bénh dn dinh 0 0 6 9,8
Bénh tién trién 1 14,3 3 100 16 26,2

Nhan xét: Trong 3 phuong phép diéu tri, cit gan c6 ti 1& ddp Gng hoan toan cao nhit véi 85,7%,

TACE c6 ti 1&€ d4p trng hoan toan 1a 26,2%.

Béng 8. Panh gid ddp ting khoi u sau diéu tri theo dudi nhém B

D4p ng khdi u B1 B2 B3a B3b
bap tng hoan toan 12 54,5 9 40,9 0 0 1 4,5
Ddp ng 1 phian 4 17,4 18 78,3 1 4,3 0 0
Bénh 8n dinh 2 33,3 4 66,7 0 0 0 0
Bénh tién trién 4 20,0 15 75,0 1 5,0 0 0

Nhan xét: Nhém giai doan B1 c6 ti 1& dap &ng hoan toan cao nhit 1a 54,5%, nhém B2 c6 ti 1& bénh

ti€n tri€n cao nhit 1a 75,0%.

IV.Ban luan

Nghién cifu ndy clia chiing t0i ti€én hanh trén
nhém doi tuong cd tudi trung binh 1a 60,6 + 12,6.
Nam gi&i chi€ém ti 1& da s6 v6i 87,3%, di€u nay dé
hi€u vi c4c y&u t& nguy co din d&n bénh nhu nghién
rugu, viém gan virus B, C thudng gap § gidi nay.

Céc bénh nhan trong nghién cttu hdu h&t déu cé
chitc ning gan t8t véi nhém Child A chi€m 93,0%.
Diéu nay khié€n cho khi phan dudi nhém giai doan
trung gian thi phan nhém B1 va B2 chi€m ti 1&
16n. Nhém B3 14 nhém cé chic nidng gan tir 8 - 9
diém c6 ti 1& thap vi trong qud trinh diéu tri phin
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16n c4c bénh nhan nhém nay ching toi diéu tri
bing thudc dich nhu sorafenib, lenvatinib, do u
kich thuéc qua to, u rdi rac & phan nhu md gan qué
rong. Pédc biét v4i nhitng bénh nhan chdc ning
gan kém ching t6i dé€ nghi chim séc gidm nhe &
tuy€n dudi, vi vay cadc bénh nhan nay khong danh
gid dudc k&t qua diéu tri ching toi di loai ra khdi
nghién ciu.

Vé két qua chup CT & bung thi chiing t6i chi
dé cap dé&n vi tri, s6 lugng, kich thudc u, tinh trang
huy&t khdi va di cin khong c6 do day chi chon céc
bénh nhan giai doan trung gian. Cac b&énh nhan s€
dudc danh gid theo bang phan loai Kinki dé phan
thanh dugi nhém trung gian. Trén CT hinh anh
UTBG da ro6 vé6i ti 1& 66,2%, cdc bénh nhan nay
ciing c6 cdc y€u to khac nhu nhi€ém virus viém
gan B hodc C, AFP tdng cao hodc chiing t6i c6 cho
lam thé m PIVKA II v§i nhitng bénh nhan nguy co
tai bi€n cao khi sinh thi€t. K&t qud mo6 bénh hoc
cho thay tf 18 UTBG thé biét héa vira chi€m tf 1&
cao nhat véi 22,5%.

Sau khi hdi chdn, v4i cdc bénh nhan u don
ddc, kich thuge nhd thuéc nhém B1, B2 chiing tdi
wu tién cac phuong phdp diéu tri triét cin nhu cit
gan hoac RFA, TACE chi ap dung vdi bénh nhan
u rdi rdc khong cit dudc hodc u & vi tri khong nén
dot nhiét nhu sat vo gan, sét tii mat, u bi che 14p
bdi mang phdi... V6i nhém B2 chi y&u dp dung
phuong phap TACE vi u kich thuGc to. Arizumi,
T. chia nhém B2 thanh B2a, B2b, B2¢, B2D déu
diéu tri bing TACE va so sdnh thi thiy thdi gian
song thém gitta 4 nhém nay khong cé sy khic
biét c6 y nghia, B2 12 dudi nhém ddng nhat vi
vay ching t6i khong chia nhd d€ phan tich [5].
Tac gid cling cong b6 mdt nghién citu khéc so
sdnh thdi gian song thém cdc nhém dusi B va
k€&t ludn ring nhém B1 c6 thdi gian s6ng thém
t6t hon so v6i B2, B3 1a nhém c¢6 thdi gian sdng
ngén nhat [6].

Sau diéu tri, trong s6 44 bénh nhan c6 ting AFP
thi ti 1& dap ung 1a 62,2%, c6 1 bénh nhin trudc
diéu tri AFP binh thudng nhung sau diéu tri lai ting
1én. Tinh riéng cac phuong phap diéu tri, cit u gan
12 phuong phap tot cho ti 1& dép tng hoan toan dén
85,7%, tuy nhién c6 1 bénh nhan u 9,3 cm sau khi
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cit c6 xuat hién u méi. Theo Zhaohui, Z. nhirng
bénh nhan UTBG & nhém B1 dudc cit gan sé c6
thdi gian song thém tuong ty nhu nhém UTBG
giai doan A [7]. 3 bénh nhén ¢6 chi dinh d&t nhiét
kich thudc u 1an lugt1a 3,3 cm, 4,4 cm, 5,9 cm sau
diéu tri thiy t4i phat tai chd hoidc 1 c6 khdi u mdi.
V& két qué diéu tri bing TACE thay ti 1& d4p tng
hoan toan chi 1a 26,2%, khong dugc cao cé 1€ la
do ti 1&é u > 6 cm chi€m ti 1& cao 66,2%, sau | 1an
TACE khong lam hoai ti hoan toan khoi u dugc.
Né&u tinh theo du6i nhém B thi nhém B1 cho tf 1&
ddp ng hoan toan 1a 54,5%, k&t qua rat khi quan
vi nhém nay chiic ning gan t6t, kich thudc u nhd
sau 1 1an diéu tri u d3 hoai t& hoan toan. Theo
Arizumi, T. & nhém B2, sau 1 1an TACE chiic
ning gan s& gidm xudéng va sy khang tri TACE s&
x4y ra s6m hon so v6i nhém B1 [8].

V. Két luan

Sau nghién ctfu chiing t6i c6 mdt s6 k&t luan
nhu sau:

Bénh nhan giai doan B2 chi€m ti 1& 16n nhat
64,8%. UTBG biét hda vira c6 ti 1& cao nhat 22,5%.

Ti 1& dap tng AFP la 62,2%. Cit gan c6 ti 1&
dap Gng hoan toan cao nhat véi 85,7%, TACE c6
ti 1€ dap dng hoan toan l1a 26,2%. Giai doan B1 c6
ti 16 dép trng hoan toan cao nhat 1a 54,5%.
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