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Khao sat mét s6 yéu to lién quan dén tai
phat va sdong con sau phau thuat cat gan
diéu tri ung thu bi€u mé té bao gan

Evaluating some factors related to recurrence and survival after liver
resection for hepatocellular carcinoma

Nguyén Pinh Song Huy, Banh Trung Hiéu Bénh vién Cho Rdy

Tom tat

Muc tiéu: Danh gia ti 1é tai phat, thoi gian song khéng bénh (Disease-Free Survival
- DFS), ti Ié séng con toan bd (Overall Survival-OS) va cac yéu to tién lugng tai phat,
DFS va OS cla cac bénh nhan ung thu bi€u mod té bao gan (UTBMTBG) dugc diéu tri
bang phau thuit cat gan. DBdi tuong va phuong phdp: H6i ciu 4273 bénh nhan
UTBMTBG dugc diéu tri bang phau thuat cat gan tai khoa U gan, Bénh vién Chg Ray tir
thang 01/2010 dén thang 12/2019. Cac bénh nhan nay dugc theo doi dén thang
06/2021, véi thoi gian theo doi it nhat la 18 thang, nhiéu nhat la 138 thang. Tinh
trang nhiém virus viém gan, néng do AFP, mc dd cat gan va huyét khéi tinh mach
clra (HKTM clra) dugc phan tich don bién dua trén kiém dinh log-rank va phan tich da
bién dua trén mo6 hinh héi qui Cox dé xac dinh cac yéu té anh hudng dén tai phat,
DFS, OS. Két qud: Phan tich don bién cho thdy nhiém virus viém gan, néng d6 AFP
trudc phau thuat, mdac dd cat gan va HKTM clra c6 lién quan dén tai phat. M6 hinh hoi
qui Cox cho thdy néng dé AFP, muirc d6 cat gan va HKTM c(ra la cac yéu té tién lugng
doi véi DFS va OS. Két luan: C6 nhiéu yéu té khac nhau phéi hgp anh hudng dén tai
phét, DFS va 0S. Can theo ddi sat sau phau thuat dé cai thién hiéu qua diéu tri déi véi
cac bénh nhan UTBMTBG dugc diéu tri bang phau thuat cat gan.

Tir khéa: Ung thu bi€u mo té€ bao gan, phau thuat cat gan, tai phat, thai gian séng
khéng bénh, ti 1& song con toan bd.

Summary

Objective: To analyze recurrent rate, disease-free survival (DFS), overall survival
(OS) and factors affecting recurrence, DFS and OS in patients with hepatocellular
carcinoma (HCC) treated by liver resection. Subject and method: 4273 HCC patients
treated by liver resection at Liver Tumor Department, Cho Ray Hospital, HoChiMinh
City, Vietnam between January 2010 and December 2019 were enrolled in a
retrospective study. Those patients were followed up until June 2021, with follow-up
time is at least 18 months and at most 138 months. The prognostic significance of
viral markers, AFP level, resection level and portal vein tumor thrombosis (PVTT) were
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evaluated by univariate analysis using the log-rank test and by multivariate analysis
using the Cox proportional-hazards regression to determine the related factors
affecting recurrence, DFS, OS. Result: Univariate analysis showed that viral markers,
AFP level, resection level and PVTT were related to recurrence. Multivariate analysis
using the Cox proportional-hazards regression showed that AFP level, resection level
and PVTT were prognostic factors for DFS and OS. Conclusion: Factors predicting

recurrence,

DFS and OS are different and multifactorial.

Close postoperative

surveillance after liver resection on HCC patients is needed to improve outcome of

HCC patients treated by liver resection.

Keywords: Hepatocellular carcinoma, liver resection, recurrence, disease-free survival,

overall survival.

1. bat van dé

Phau thuat cat gan van la phuong phap
diéu tri hiéu qua nhat déi véi ung thu biéu
mo té bao gain UTBMTBG [3, 10], nhung
chi dinh cé su khac biét trong cdc huéng
dan diéu tri trén thé gigi. Ching toi thuc
hién nghién cGu nay trén cac bénh nhan
UTBMTBG da dugc phau thuat cat gan (cé
hoac khéng phoi hgp vai cac phuong phéap
diéu tri khac truéc hay sau phau thuat)
nham xac dinh ti 1& tdi phat, DFS, OS, va
khdo sat mai lién quan gilra tai phat, DFS
va OS vGi ndng do AFP trudc phau thuat,
HKTM clra, mic do cat gan, nhiém virus
viém gan, dé tim ra cac yéu to tién lugng
tadi phat va séng con sau phau thuat cat
gan.

2. Doi tuong va phuong phap
2.1. Déi tuong

Tu thang 01/2010 dén thang 12/2019,
trong s6 bénh nhan dugc chdn doan la
UTBMTBG va dugc chi dinh phau thuét
theo Hudng dan Chan doan va Diéu tri cla
BO Y té Viét Nam (2012) [1] tai Khoa U gan
bénh vién Chg Ray (BVCR), ching tbi chon
ra cac bénh nhan da dugc phau thuat cat
gan (c6 hodc khdéng phoi hgp véi céac
phuong phép diéu tri khac truéc hay sau
phau thuét), dadp Gng cac tiéu chudn sau:

(1) Pugc chan doan xac dinh la UTBMTBG
(c6 hoac khéng kém theo HKTM clra) dua
trén két qua gidi phau bénh ly sau phau
thuat, (2) Phau thuat cat dugc phan gan
mang (cac) u va phan tinh mach cla cé
huyét khoi (néu co), (3) Cé két qua AFP,
HBsAg va AntiHCV truéc phau thuat, (4)
Pugc theo déi day du toi thi€u la 18 thang
va téi da la 138 thang sau phau thuat, tinh
dén thang 06/2021.

2.2. Phuong phap

Nghién clru: H6i clru. S& dung phan tich
don bién dua trén kiém dinh log-rank va
phan tich da bién dua trén mo hinh héi qui
Cox dé xac dinh céc yéu té anh hudng dén
tai phat, DFS va 0S. Chung t6i xem tai
phéat la c6 tén thuong UTBMTBG xuat hién
trén phan gan con lai trong suét thoi gian
theo doi bénh nhan.

3. Két qua

C6 4273 bénh nhan UTBMTBG dap Ung
cac tiéu chuén trén.

Tadi phét sau phau thuadt cat gan:
2969/4273 bénh nhan cé tai phat, ti 1é tai
phat tich Gy la 69,48%. C& 04 yéu td néng
dd AFP, HKTM clra, mic dd cat gan, nhiém
virus viém gan déu cé lién quan dén tai
phat (Bang 1).

Bang 1. Maéi lién quan giira tai phat va mét sé dac diém lam sang
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LA \ (e . Khong tai
Yéu t6 lam sang Cé tai phat p
. _ phat p OR (CI95%)
(n =4273) (n = 2969) (n = 1304)
Nhiém virus viém gan
2082 .
HbsAg (+) (70.12%) 901 (69,1%)
AntiHCV (+) 475 (16%) 173 (13,27%) <0,0001 (1 118’311 44)
HbsAg (+),AntiHCV (+) 65 (2,19%) 26 (1,99%) ' '
Khéng nhiém 280 (9,43%) | 191 (14,65%)
Khéng ghi nhan 67 (2,26%) 13 (1%)
AFP (ng/ml)
< 20 863 (29,07%) | 532 (40,8%) 128
20 - <400 807 (27,18%) | 319 (24,46%) < 0,0001 (1,18 - 1,38)
1299 .
= 400 (43.75%) 453 (34,74%)
Mdc do cat gan
Lén (= 3 ha thuy phai) (5;5285];/) 585 (44,86%) 0003 1,23
1’388° ’ (1,07 - 1,41)
, N N o
Nho (= 2 ha thuy phai) (46,75%) 719 (55,14%)
Huyét khéi tinh mach cuira
Vb0 2582 1239
P (86,97%) (95,02%) 0 0001 1,35
Vp2 102 (3,44%) 16 (1,23%) = (1,22 -1,49)
Vp3 269 (9,06%) 45 (3,45%)
Vp4 16 (0,54%) 4 (0,31%)

DFS sau phau thuat cat gan: Trung binh 18,9 thang (0,6 - 137,7 thang), trung vi 7,2

thang (Bi€u do6 1).

DFS CUA TAT CA PT CAT GAN DO UTBMTBG
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Biéu do6 1. DFS sau phau thuét cat gan

DFS va néng do AFP trudc phau thuat: 1758 bénh nhan (41,14%) c6 AFP = 400ng/ml,
1129 bénh nhan (26,42%) c6 AFP 20 - < 400ng/ml va 1386 bénh nhan (32,44%) cé AFP <
20ng/ml. C6 khac biét c6 y nghia thong ké gilta cAc mic nong dé6 AFP trong mai lién hé
véi DFS (-<0,00001) (Bi€u do 2).
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DFS VA NONG DO AFP TRUGCPT
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AFP = 400 ng/ml

Biéu dé 2. DFS va néng dd AFP trudc phau thuat

DFS va HKTM ctlra: 452 bénh nhan (10,58%) cé HKTM clra, 3821 bénh nhan (89,42%)
khong cé HKTM clra. Cé khac biét c6 y nghia théng ké gilta cdc nhém c6 va khéng cé
HKTM clra trong mai lién hé véi DFS (p<0,00001) (Biéu do 3).

DFS CUA NHOM CO VA KHONG CO HKTM CUA

100 1s0

THANG
[ Khéng c6 HKTM cira  -——— — COHKTM cira \

Bi€u do6 3. DFS va HKTM clra
DFS va muic d6 HKTM cu’a: trong nhém cé HKTM cilra, chidng t6i chi ghi nhan dugc cac
muc dé Vp2 (118 bénh nhan, 2,76%), Vp3 (314 bénh nhan, 7,35%) va Vp4 (20 bénh
nhan, 0,47%), khéng c6 Vpl. C6 khac biét cé y nghia théng ké gilta cac mic d6 HKTM
clra trong méi lién hé véi DFS (p<0,00001) (Bi€u d6 4).
€275 DFS VA MUC DO HUYET KHOI TiNH MACH COPA - =

ID 03 019 0%

o S0
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Bi€u do6 4. DFS va muic dd HKTM clra
DFS va nhiém virus viém gan: 2983 bénh nhan (69,81%) nhiém HBV, 648 bénh nhan
(15,17%) nhiém HCV, 91 bénh nhéan (2,13%) déng nhiém HBV va HCV, va 471 bénh nhan
(11,02%) khong nhiém virus viém gan. Cé khac biét cé y nghia théng ké gilta cdc nhém nai
trén trong mai lién hé véi DFS (p=0,0001) (Bi€u do 5).
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Biéu do6 5. DFS va nhiém virus viém gan

DFS va M(c dé cat gan: 2166 bénh nhan (50,69%) dugc cat gan I6n (> 3 ha phan
thuy) va 2107 bénh nhan (49,31%) dugc cat gan nhd (= 2 ha phén thuy). Cé khac biét cé
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y nghia théng ké gilra cac mic do cat gan trong maéi lién hé véi DFS (p<0,00001) (Bié€u

do 6).
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Bi€u do6 6. DFS va M(c dd cat gan

OS sau phau thuat cat gan: Trung binh 34,4 thang, trung vi 24,5 thdng. Nong d6 AFP,
HKTM clra, mdc dod cat gan cé lién quan dén OS (Bang 2).

Bang 2. Méi lién quan giira tr vong va mét sé dac diém lam sang

éu té ldam sang (n = on séng (n = ) R
yeure 2273? 9! “ ;253)( Tuvong (n = 616) P (Clgs%)
Nhiém virus viém gan

HbsAg (+) 2539 (69,43%) 444 (72,08%)

AntiHCV (+) 567 (15,50%) 81 (13,15%) 0,86

:—If)sAg (+), AntiHCV 78 (2,13%) 13 (2,11%) 0,124 (8’.;2)-

Khéng nhiém 398 (10,88%) 73 (11,85%)

Khéng ghi nhan 75 (2,05%) 5 (0,81%)

AFP (ng/ml)

<20 1229 (33,61%) 166 (26,95%) <0,00 ((1)'(1); _
20 - <400 976 (36,69%) 150 (24,35%) 01 1.25)
> 400 1452 (39,70%) 300 (48,70%)

MUc dé cat gan

Lon (= 3 ha phan| ;766 49 11%) 370 (60,06%) <0,00 1,3
thuy) 01 (1,08 -
NG (= 2 ha phan| 1461 (50,89% 246 (39,94%) 1.26)
thuy)

Huyét khoi tinh mach

cua

VpO 3326 (90,95%) 495 (80,36%) <0,00 1,28

Vp2 87 (2,38%) 31 (5,03%) 01 (Hg)'

Vp3 229 (6,26%) 85 (13,80%)

Vp4 15 (0,41%) 5 (0,81%)

OS va néng dd AFP trudc phau thuat: Cé khéac biét cé y nghia théng ké gifra cdc muc
nong do AFP < 20ng/ml, 20 - 400ng/ml va > 400ng/ml trong méi lién hé véi OS

(p<0,00001) (Bidu d 7).
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Biéu doé 7. OS va néng do AFP truéc phau thuat
OS va mic do HKTM clra: C6 khac biét cé y nghia thong ké gilra cac mdc do HKTM
clra trong mai lién hé véi OS (p<0,00001) (Bi€u do 8).
0S THEOQ Vp CUA NHOM CO HKTM CUA

o U5 00 0% 10
n
o

Bi€u do 8. OS va muic dd HKTM cira
OS va muc d6 cat gan: Cé su khac biét cé y nghia théng ké gilta cac muic d6 cat gan
trong mai lién hé vai OS (p<0,00001) (Bi€u d6 9).
0S VA MUC DO CAT GAN
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Biéu do 9. 0OS va muc db cat gan

OS va nhiém virus viém gan: Khéng cé
lién quan gilta cdc nhém nhiém HBV, HCV,
déng nhiém va khéng nhiém vGi OS
(p=0,103) (Bang 2).

4. Ban luan

Véi thoi gian theo ddi sau phau thuat
toi thiéu la 18 thang, toi da la 138 thang,
chung t6i ghi nhan ti 1€ tai phat tich Gy la
69,48%, DFS trung binh la 18,9 thang, DFS
trung vi la 7,2 thang, OS trung binh la 34,4
thang, OS trung vi la 24,5 thang.

Néng do AFP trudc phau thuét la yéu to
nguy co quan trong doi véi tdi phat sau
phau thuédt cat gan. VGi cac nhom <
400ng/ml va > 400ng/ml, Tahaa [4] thay
nong do AFP lién quan dén tai phat. Doi vai
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OS, Lin [5] khéng ghi nhan khac biét cé y
nghia théng ké gilta cadc nhém AFP <
400ng/ml va > 400ng/ml. VG&i gid tri binh
thuong cua AFP la 20ng/ml, Kudo [6] chia
thanh cdc nhém AFP = 20ng/ml, > 20 - =
400ng/ml, > 400 - = 1000ng/ml, > 1000 - =
10000ng/ml va > 10000ng/ml, va thay cé
lién quan gilta ndbng do AFP va OS. Véi cac
nhém néng d6 AFP < 20ng/ml, 20 -
400ng/ml va > 400ng/ml, ching tbi thay cé
khac biét cé y nghia thong ké gilta cadc nhom
néng d6 AFP trong mai lién hé véi tai phat
(P<0,0001) (Bang 1), DFS (p<0,00001)
(Bi€u do6 2) va OS (p<0,00001) (Bang 2)
(Bi€u do 7).

Hau hét cadc Hudng dan diéu tri trén thé
gi6i déu khoéng chi dinh phau thuat cho cac
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truong hgp cé6 HKTM cua, trong khi cac
phdu thuat vién & chau A thi van phau
thuat khi c6 HKTM clra & cung bén véi phan
gan dinh cat, c6 thé kém theo md tinh
mach cla lay huyét khéi. Kim [2] nhan
thay HKTM cUa la yéu to tién lugng déi vai
tai phat va DFS. Lee [3] khong thay cé lién
quan gilra c6 HKTM cla véi tai phat va
DFS. Doi véi OS, Ma [7] nhan thay HKTM
clra la yéu to tién luogng doc lap doéi véi OS.
Xu [9] nhéan thay cdc nhém bénh nhéan ti
Vpl dén Vp3 cé OS tét hon nhom bénh
nhan Vp4. Kokudo [10] nhén thay phau
thuat cat gan (cé hoac khéng kem theo mé
tinh mach cta 1ay huyét khoi) dem lai OS
tot hon so véi dung diéu tri toan than va cé
thé lam tang trung vi OS |én khoang 1 nam
doi véi cac truong hop Vpl dén Vp3. Trong
nghién c(u cla chung to6i, da s6 bénh nhan
(89,42%) khéng cé HKTM clra (89,42%), va
c6 OS tét hon so vGi nhom cé HKTM clra
(Bi€u do 3). Co khac biét cé y nghia théng
ké gilta cac nhédm c6 HKTM cla theo Vp
trong moi lién hé véi tai phat (p<0,0001)
(Bang 1), DFS (p<0,00001) (Bi€u d6 4) va
OS (p<0,00001) (Bi€u do 8).

Mdc do cat gan, bao gom cat gan 16n (>
3 ha phan thuy) va cat gan nhd (= 2 ha
phan thly). 0 chau Au va Hoa Ky, hau hét
bénh nhan déu cé xo gan khién cho chi
dinh phau thuat cit gan rat han ché. O
chdu A, chi dinh phau thuat thi réng rai
hon. Ma [7] thdy mic dd cat gan khdéng
lién quan dén tai phat, DFS va OS. Kapiris
[8] thay cé lién quan dén OS. Trong nghién
clru cla chung toi, ti 1& cat gan I6n va cat
gan nhd gan tuong duong véi nhau
(50,69% va 49,31%) va c6d khac biét cé y
nghia thong ké gilta cac mdc dé cat gan
trong moi lién hé véi tai phat (p=0,043)
(Bang 1), DFS (P<0,00001) (Bi€u d6 6) va
0S (p<0,00001) (Bang 2) (Biéu dé 9).

Nhiém virus viém gan la yéu té nguy co
cla UTBMTBG. Trong nghién clu cuUa

ching t6i, c6 69,81% cé HBsAg(+), 15,17%
c6 AntiHCV (+) va 2,13% déng nhiém ca
HBV va HCV. Phan tich don bién cho thay
c6 khac biét cé y nghia théng ké gilra cac
nhém nhiém HBV, HCV, dong nhiém va
khéng nhiém trong mai lién hé véi tai phat
(p<0,0001) (Bang 1), DFS (p=0,0001)
(Bi€u doé 5), va khdéng c6 khac biét cd y
nghia thong ké gitta cac nhém nay véi OS
(p=0,103) (Bang 2), khac vé6i Kim [2], Ma
[7].

Tuy cé s6 lugng bénh nhan 16n va thoi
gian theo doéi kha dai, nghién clu cua
ching toi la mot nghién clu hoi clu, don
trung tam nén két qua cé thé khac vai cac
trung tam khac. Chdng téi chua danh gia
hiéu quad cua viéc diéu tri viém gan do
virus va x0 gan cho cac bénh nhan
UTBMTBG sau phau thuat, chua danh gia
moi lién quan gilta cac bién phap diéu tri
trudc phau thuat cat gan véi két qua cat
gan, chua danh gid cac ki€u tai phat va
hiéu qua diéu tri cac truong hgp tai phat
sau phau thuat.

5. Két luan

Trén cac bénh nhan UTBMTBG da duogc
phau thuat cdt gan (c6 hoac khéng phéi
hop véi cac phuong phap diéu tri khac
truéc hay sau phau thuat), ching téi ghi
nhan nong dd AFP truéc phau thuét, huyét
khai (&c tinh) tinh mach clra va muic do cat
gan la yéu t6 tién lugng doi véi tai phat,
DFS va OS, trong khi nhiém virus viém gan
la yéu t6 tién lugng dodi vaéi tai phat va DFS
va khong lién quan dén OS.

Can theo doi sat sau phau thuat dé cai
thién tién lugng cho bénh nhan. Ching toéi
dé nghi quy trinh theo d6i nhu sau: Tai
kham lan dau vao thoi diém 01 thang sau
phau thuat, néu 6n thi tai kham lan th& hai
vao thoi diém 03 thang sau phau thuat,
néu bénh nhan van 6n thi sé tai khdm mai
03 thang sau dé. Quy trinh nay dang dugc

100



JOURNAL OF 108 - CLINICAL MEDICINE AND PHARMACY

The 2" National Scientific Conference on Liver Cancer DOI: ....
thuc hién tai Khoa U gan - Bénh vién Chg resection. PLoS ONE 2018;13(9):
Ray. €0202650.

N > 6. Kudo M (2021) Surveillance, diagnosis,
Tai lieu tham khao and treatment outcomes of
1. BO Y té (2012) Huéng dadn chén doan va hepatocellular carcinoma in Japan 2021

diéu tri ung thu biéu mé té bao gan tai update. Liver Cancer 10: 167-180.

Viét Nam (Quyét dinh s6 5250/QD-BYT 7. Ma L et al (2022) Nomograms for

28/12/2012). predicting  hepatocellular  carcinoma
2. Kim W]J et al (2019) Prognostic markers recurrence and overall postoperative

affecting the early recurrence of patient survival. Front. Oncol. 12:

hepatocellular carcinoma with liver 843589.

cirrhosis after curative resection. Intern ] 8. Kapiris | et al (2019) Survivin expression

Bio Markers 34(2): 123-131. in hepatocellular carcinoma. Correlation
3. LeeY et al (2018) The clinicopathological with clinicopathological characteristics

and prognostic significance of the gross and overall survival. ]BUON 24(5): 1934-

classification of hepatocellular 1942.

carcinoma. ] Pathol Translational Med 9. Xu Jf et al (2015) Surgical treatment for

52(2): 85-92. hepatocellular carcinoma with portal vein
4. Tahaa AM et al (2014) Prognostic factors tumor thrombus: A novel classification.

affecting disease-free survival after World J Surg Oncol 13: 86.

hepatic resection for hepatocellular 10. Kokudo T et al (2017) Liver resection for

carcinoma in cirrhotic liver. Egyptian ] hepatocellular carcinoma associated with

Surgery 33: 237-244. hepatic vein invasion: A Japanese
5. Lin C-W et al (2018) Significant predictors nationwide survey. Hepatology 66(2):

of overall survival in patients with
hepatocellular carcinoma after surgical

101

510-517.



