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Két qua song thém lau dai bénh nhan ung thw biéu mo té
bao gan diéu tri bang phwong phap dot nhiét song cao tan
stt dung kim dién cwc Cool-tip

Hepatocellular carcinoma after radio frequency with Cool-tip electrode:
Long term survival and prognostic factors

Nguyén Thi Thu Huyén**, Mai Hong Bang*, *Bénh vién Trung wong Quan doi 108,
Nguyén Tién Thinh*, Tran Vin Riép* **Truong Pai hoc Y Dwoc Thdi Nguyén
Tom tat

Muc tiéu: Danh gia két qua séng thém lau dai va phan tich cac yéu t6 anh hudng cdia bénh nhan ung
thu bi€u mé t& bao gan diéu tri bing phuong phap d6t nhiét séng cao tan st dung kim dién cuc Cool-
tip. Béi tugng va phuong phdp: Nghién ctu tién clu, can thiép, khéng déi ching: Gém 82 bénh nhan
chan doan xac dinh ung thu biéu mé té bao gan véi kich thudc khéi u trung binh 31,54 + 10,7mm, diéu
tri bang phuong phap dét nhiét séng cao tan dugc thuc hién trén hé théng COOL-TIP E SERIES thé hé
mG@i tai Bénh vién Trung uong Quan déi 108, thoi gian tur thang 9/2012 dén thang 7/2020. Banh gia két
qua séng thém lau dai, séng thém khéng tién trién bénh va phan tich cac yéu té anh hudng. Két qua: Xac
suat séng thém tich Gy toan bé & thai diém 3 ndm, 4 ndm, 5 n3m, 6 ndm, 7 ndm lan luot |a: 90,2%, 84,1%,
37,8%, 34,1% va 18,3%. Thdi gian s6ng thém khéng tién trién bénh 3 ndm, 4 nam, 5 ndm va 6 nam lan
luot la 64,6%, 35,3%, 8,5% va 2,4%. Trong phan tich da bién, kich thudc u, s6 u va chic nang gan theo
Child Pugh la nhimng yéu té tién luong déc lap anh hudng dén két qua séng thém lau dai. S6 u, dap tng
AFP la nhing yéu té tién lugng doc 1ap anh hudng dén thai gian séng thém khong tién trién bénh. Két
ludn: D6t nhiét song cao tan st dung kim dién cuc Cool-tip ¢ thé mang lai két qua séng thém lau dai
cho bé&nh nhan UBTG kich thudc u < 3cm, mét khéi u, va chiic nang gan con tét.

Turkhéa: Ung thu biéu mé t€ bao gan, d6t nhiét séng cao tan, két qua séng thém lau dai.

Summary

Subjective: To evaluate long term survival and predictive factors of percutaneous Radiofrequency
Ablation with Cool-tip for the treatment of hepatocellular carcinoma (HCC). Subject and method: A
prospective study involved 82 cirrhotic HCC patients (mean tumor size: 31.54 + 10.7mm) underwent
percutaneous RFA using Cool-tip RF electrode (COOL-TIP E SERRIES, COVIDIEN) at the 108 Military
Central Hospital, from September 2012 to July 2020). The Kaplan-Meier curves and the multivariate Cox
regression analysis were used to assess long term survival and the prognostic factors. Result: The 3 year,
4 year, 5 year, 6 year, 7 year cumulative survival rate were 90.2%, 84.1%, 37.8%, 34.1% and 18.3%
respectively. Tumour free survival 3 year, 4 year, 5 year, 6 year were 64.6%, 35.3%, 8.5% and 2.4%. At
multivariate analysis, independent prognostic factors for survival rate are tumour size, number of
tumour, Child-Pugh classification meanwhile number of tumour and AFP response were the predictive
factors for progression free survival. Conclusion: RFA with Cool-tip electrode is effective and result in
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long term survirval, especially for patients with a single tumor, tumour size < 3cm, and well-preserved

liver function.

Keywords: Hepatocellular carcinoma, radiofrequency ablation, Cool-tip, long term survival.

1. D4t van dé

Ung thu gan (ma chil yéu 13 ung thu biéu mé té
bao gan (UBTG)) la bénh &c tinh hang dau tai Viét
Nam [2], [3]. Phau thuat van dugc coi la phuong
phéap diéu tri t6i uu nhung chi ap dung dugc cho
khoang 1/3 s6 bénh nhéan do dén & giai doan mudn,
va khong phau thuat dugc vi c6 xo gan nang kém
theo. Chi phi diéu tri cho ghép gan con qua 1én,
thém vao d6 la tinh trang thiéu manh ghép [1], [6].
Do d6 cac phuong phap tiéu hay khéi u qua da, ma
hang dau la dot nhiét séng cao tan (BNCT) dugc coi
la phuong phéap diéu tri triét can dap ung dugc s6
doéng bénh nhan, dac biét la déi véi nhiing khoi u
gan < 3cm. Vé6i khéi u > 3cm, thi két qua con han
ché [5], [6]. Hé théng Cool-tip véi nhiéu loai kim dién
cuc cai tién cho céng suat va kha nang dat hoai ti
hoan toan khéi u I6n hon, htia hen mang lai két qua
kha quan hon [5], [7], [9]. Dac biét, két qua song
thém l4au dai va tinh trang tai phat luén la van dé
quan trong nhat trong diéu tri ung thu noéi chung va
ung thu gan néi riéng. Vi vay ching téi tién hanh dé
tai nay véi muc tiéu: Bdnh gid két qua séng thém ldu
dai va phan tich cdc yéu té anh huéng cta bénh nhén
ung thu biéu mé té bao gan diéu tri bdng phuong
phdp dét nhiét séng cao tan s dung kim dién cuc
Cool-tip.

2. Déi tuong va phuong phap
2.1.Déituong
G6ém 82 bénh nhan (BN) bi UBTG trén nén gan

x0, diéu tri noi trd tai Bénh vién TWQD 108, thai gian
tl thang 9/2012 dén thang 7/2020.

Tiéu chudn lua chon

Pugc chan doan xac dinh UBTG bang té bao
hoc va/hoac m6 bénh hoc.

Kich thudc va sé luong u: Tu < 5cm; 2u < 4cm;
3u < 3cm.

Tudi 18 - 80.

Xo gan Child A, B. Giai doan O, A theo phan loai
BCLC.

Chi sé thé trang: ECOG 0 - 2 (theo WHO).

Ty lé prothrombin >= 60%, tiéu cau > 50G/I.
Bach cau > 4G/I.

Tiéu chudn loai trir:

C6 huyét khéi than tinh mach ctia hodc nhanh chinh,

Cé di can ngoai gan.

X0 gan c6 c6 trudng.

C6 bénh nang két hgp (suy tim, suy than, suy ho
hép).

Phu n(r c6 thai, bénh nhan cé dat may tao nhip.

Chéng chi dinh tuong do6i véi khoi u sat mat
gan, ron gan, ¢ tiép can véi mach mau I6n, 6ng mat
hoac rat gan tdi mat, dai trang.

Bénh nhan khéng theo doéi dugc.

2.2. Phuong phdp

Phuong phap tién cuu, can thiép, khéng doi chiing.

Chi tiéu nghién ctu: Thoi gian séng thém toan
bé, séng thém khoéng tién trién bénh theo phuong
phap Kapplan-Meier. Phan tich cic yéu t6 anh
hudng thai gian s6ng thém toan bd va séng thém
khéng tién trién bénh theo phan tich héi quy Cox
don bién, da bién.

Xt ly sé liéu: S dung phan mém SPSS 20.0.

3.Két qua

82 BN dugc thuc hién téng cong 115 lan DNCT
trung binh 1,4 1an/1 BN), khéng c6 t vong lién quan
dén ky thuat. C6 3 trudng haop (3,6%) bi bién chiing
(1 tran dich mang phéi, 1 trudng hop ap xe héa khéi
u, 1 trudng hop thing co hoanh gay abces phéi,
mang phdi. C6 2 bién chiing muén (2,4%) reo ric té
bao ung thu trén dudng choc kim phat hién & thoi
diém 23 thang va 37 thang.
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Bang 1. Mét s6 dac di€ém lam sang va can lam sang ciia nhém BN nghién ciru

Pac diém S8 lugng/Ty lé
Tudi trung binh 58,5+ 10,02
Nam/nu 75/7 (91,5%/9,5%)
Viém gan B 63 89%
o Viémgan C 8 1,8%
Yéu té nguy co ) )
Viém gan B + Nghién rugu 4 3, 7%
Khéng co 7 5,5%
Xa gan theo Chil-Pugh A/B 76/6 (92,7%/7,3%)
, . Co 65 79,3%
Triéu chuing lam sang
Khéng 17 20,7%
Chi s6 ECOG 0/1/2 59/21/2 (72%/25,6%/2,4%)
aFP trudc diéu tri Binh thuang (< 20ng/ml)/ 39/43 (47,6%/52,4%)
Kich thudc u trung binh 3,15+ 1,07cm (1,3 - 5¢cm)

Nhdn xét: Phan 16n cac bénh nhan mang virus viém gan B man tinh, chic nang gan Child A va khoi u
kich thudc trung binh 3,15cm.
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Nhdn xét. Xac suat séng thém tich Gy toan bé & thai diém 3 ndm, 4 nam, 5 ndm, 6 nam, 7 nam lan lugt
1a: 90,2%, 84,1%, 37,8%, 34,1% va 18,3%.
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Biéu dd 2. Xac suat séng thém khong tién trién bénh tinh theo Kaplan-Meier

Nhdn xét. Xac suat séng thém khong tién trién bénh 3 ndm, 4 ndm, 5 ndm va 6 nam la 64,6%, 35,3%,

8,5% va 2,4%.
Bang 2. Hoi quy da bién cac yéu té anh huéng dén thai gian séng thém toan bé (Héi quy Cox)
& so 95% ClI

Kich thudc u 0,045 0,115 0,012 0,974
Séu 0,047 0,118 0,013 0,817
AFP 0,512 0,501 0,043 47
Child-Pugh 0,017 19,84 2,59 189,5
Hoai tir 0,351 0,34 0,02 51

Nhdn xét: Trong phan tich da bién, kich thudc u, s6 u va chic nang gan theo Child-Pugh la nhiing yéu té
tién lugng doc 1ap anh hudng dén két qua song thém lau dai.

4. Ban luan

Clng nhu trong diéu tri cac bénh ly ung thu
khéc, két qua séng thém lau dai la tiéu chi quan
trong nhat d& danh gia hiéu quéa cha mét phuong
phép diéu tri. Doi v6i UBTG, phau thuat cat gan hodc
ghép gan van |a phuong phép diéu tri t6i uu nhat
mang lai hiéu qua séng thém cho ngudi bénh. Tuy
nhién, chi sé it bénh nhan dap Ung duoc cac tiéu
chudn ctia phau thuat. Thuc t& DNCT véi st dung
cac thé hé kim dién cuc mai hién nay cho kha nang
pha hay va kiém soat nhing khéi u kich thudc 16n

10

hon. Cac phuong phap qua da hién nay, ma phé
bién nhat la DNCT dang déng mét vai tro rat 16n
trong viéc diéu tri nhiing khéi u kich thudc nho,
trung binh ma khéng phu hop véi phau thuat [1],
[71. [9].

Trong nghién ctu nay, thai gian séng thém
trung binh clia toan nhém udc tinh la 68,4 + 24
thang ((5,7 = 0,2 nam), BN dai nhat 80 thang, BN
ngan nhat 21 thang. Thai gian séng thém khong
tién trién bénh trung binh 46,8 + 2,4 thang ((3,9 +
0,2 nam). Thai gian séng thém khong tién trién bénh
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3 thai diém 3 nam, 4 ndm, 5 ndm, 6 nam |a 64,6%,
35,3%, 8,5% va 2,4%. Xac suat séng thém toan bo &
thdi di€m 3 ndm, 4 ndm, 5 ndm, 6 ndm, 7 ndm |3
90,2%, 84,1%, 37,8%, 34,1% va 18,3%. Day la mét két
qué rat kha quan, cé thé giai thich 1a do chung t6i
chon lua BN dung chi dinh ngay tir dau vao. Nhu
trong Bang 1 cho thay, da phan bénh nhan & giai
doan sém véi kich thudc trung binh u kha nhé 3,15
+1,07cm (1,3cm - 5¢cm), thé trang chung tét: ECOG 0
la 72%, chlc nang gan 92,7% la Chil-Pugh A. Phan
[6n bénh nhan (89%) c6 viém gan virus B man tinh
va déu dugc tu van diéu tri thudc khang virus day
da. Trong qua trinh diéu tri cing can nhac tung ca
dé dat dugc hoai ti hoan toan, déng thoi theo dbi
sat phéat hién sau 1 thang nhlng trudng hgp nao
khong dat yéu cau triét can thi chung toi lap ké
hoach diéu tri cling ¢4 ngay, cac BN clng rat tuan
tha lich tai kham dé theo ddi bénh chit ché, phat
hién tai phat. Dong Ho Lee va céng su thuc hién
nghién ctu héi ctu trén 162 BN (trong d6 137 BN
Child A va 25 BN Child B, véi 182 khéi u < 5cm,
khéng qua 3 khéi u, dugc diéu tri DNCT nhu la diéu
tri dau tién (firstline treatment), nghién ctru danh gia
k&t qua vé séng thém lau dai va phén tich don bién,
da bién cac yéu té anh hudng. Ti |é séng thém
khong tai phat tai ché & thaoi diém 5 nam 13 14,5% va
yéu té kich thudc u la yéu té6 nguy co I8n nhat véi
(RR = 2,13, p = 0,007). Thai gian theo dobi trung binh
50,3 + 19,9 thang. Thoi gian séng thém toan bd &
thoi diém 1 nadm, 3 ndm, 5 nam 1a 94,4%, 84,1%, va
67,9%. Thai gian s6ng thém khéng tién trién bénh &
thai diém 5 ndm 13 25,9%. Nghién ctu cling cho thiy
ham lugng AFP tang cao trudc diéu tri, xo gan tién
trién (Child B), va dau hiéu ca su xam lan TMC la
nhing yéu t6 du bao khéng tét dén két qua song
thém lau dai [10]. Shiina va cdng su ndam 2012 thuc
hién nghién ctu danh gia két qua sau 10 nam diéu
tri UBTG bang DNCT, thoi gian séng thém toan bo &
thdi diém 1 ndm, 3 ndm, 5 ndm, 7 ndm, va 10 nam
cla 1170 BN 1a 96,6%, 80,5%, 60,2%, 45,1% va 27,3%
[12]. Ti 1& tai phat khoi u tai cho & thai diém 5 nam,
10 nam chi 1a 3,2%. T&i phat khoi méi, di can xa &

thoi diém 5 ndm, 10 nam 13 74,8% va 80,8%. Cac yéu
t6 kich thudc u, s6 luong u, giai doan xo gan theo
Child-Pugh déu la nhiing yéu t6 du bao vé két qua
s6ng thém lau dai. O giai doan Child-Pugh A hoéc B
vGi 1 khéi u < 5cm hodc 3 khoi u < 3cm, thai gian
sOng thém sau 5 nam la 63,8%, trong khi d6 khi vuat
ra ngoai nhing tiéu chuan trén thoi gian séng thém
chi la 46,4%. Trong phan tich don bién 22 yéu t6, ¢6
19 yéu t6 anh huéng dén kha nang séng thém, tiép
tuc dua vao phan tich da bién, cac yéu té tién luong
doc lap dén thoi gian séng thém dugc ghi nhan la:
Giai doan Child-Pugh, kich thuéc u, s6 lugng u, tudi,
gisi, nbng do AFP-L3, DCP. Cac tac gia cing két luan
DNCT la phuong phap diéu tri an toan véi kha nang
kiém soét khéi u tai chd tot va mang lai két qua song
thém lau dai, c6 thé chi dinh day la phuong phap dau
tién cho UBTG giai doan sém [12], [13], [14].

Mot cau hoi khac dit ra la liéu ¢ thé so sanh
DNCT vé6i phau thuat? Chi dinh phau thuat c6 thé
khac nhau gilia cac trung tam, va chi dinh cho moi
phuong phép nay cing khac nhau, du c6 mét s6
trudng hop cé thé phi hop cho ca hai Cling trong
nghién ctu trén cda Shiina & nhém phu hgp véi chi
dinh phau thuat c6 237 BN, trong s nay c6 thé dat
dugc thoi gian s6ng thém 5 nam la 75,9%. V&i
nhing khéi u < 2cm, nhiéu nghién cliu da ching
minh phau thuat khéng con 1a lua chon téi uu nhat
khi so v&i DNCT [6]. Livraghi va cong su thuc hién
DNCT cho 218 BN UBTG c6 1 khéi u duy nhat, KT <
2cm, danh gia theo 3 tidu chi dé& so sanh véi phau
thuat do la: Ti [& dap Ung hoan toan u, céc tai bién,
bién ching va thsi gian s6ng thém sau 5 nam. Sau
thoi gian theo déi trung binh 31 thang, dap Ung
hoan toan khéi u van la 97,2%, tl vong lién quan dén
ky thuat 0%, bién ching nang 1,8% va séng thém
toan bd & thai diém 5 nam 13 68,5% [11]. Tac gia két
luan so v&i phau thuat, DNCT 1a ky thuat it xam 14n
hon, ti & tai bién, bién ching thap hon, gia thanh
thap hon, nhung day la phuong phap hoan toan cé
thé chi dinh nhu 1a diéu tri dau tién, ddm bdo c3 vé
kiém soat khéi u tai chd va séng thém lau dai. Trong
phan tich don bién cac yéu t6 tién luong xau dén
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sOng thém l3u dai 1a tubi cao, khéng phi hop véi chi
dinh phau thuat, tinh trang kho6i méi xuat hién. Trong
phan tich da bién yéu t6 du bao déc lap la tinh trang
¢6 khéi méi xuat hién sau diéu tri.

V6i nhing khéi u kich thuéc 16n hon thi con
khac nhau nhiéu gitta cac nghién ctu. Nghién ctu
tht nghiém |am sang ngau nhién clla Ogihara M va
phan tich cdng gop clia Cho YK da chi ra khéng ¢6
su khac biét vé két qua séng thém lau dai gitra DNCT
va phau thuat. Trong khi d6, 2 nghién ctu cla
Vivarelli M va Zhou Y lai cho thdy phau thuat c6 kha
nang mang lai loi ich s6ng thém lau dai hon so vai
DNCT [13], [14]. D& khing dinh van dé nay doi hai
phai c6 nhiéu nghién ctu thém. M6t nghién ctu cla
Gisele N'Kontchou va céng su trén 235 BN véi Child
A/B: 205/30 diéu tri DNCT |a “firstline”, v6i 307 khéi u
< 5cm, 53 BN ¢6 tir 2 khoi u tré |én, kich thudce trung
binh u 29 + 10mm, thdi gian séng thém toan bd &
thai diém 5 nam 1a 40%, s6ng thém khong tién trién
bénh la 32%. Thoi gian séng thém toan bd 5 nam
cho nhom BN c6 thé phau thuat dugc la 76%. Cac
yéu t6 tién lugng dén thoi gian séng thém toan bo
la ti I& Prothrombin (HR: 0,97; p<0,0001), néng d6
AFP (HR: 1,015; p=0,015). Kich thudc u la yéu t6 lién
quan dén tai phat tai ché nhung khéng anh hudng
dén thai gian song thém toan bé va thai gian song
thém khong tién trién bénh. Tac gia cho biét ngay ca
v&i nhiing khéi u téi 5cm, van ¢é thé chi dinh DNSCT
la diéu tri triét cdn dau tién, dac biét la BN c6 1 khéi
u, AFP thap, va chic nang gan du tri con tot [4].
Trong nghién ctu danh giad k&t qua 10 nam DNCT
trong diéu tri UBTG va phan tich cac yéu té anh
hudng ctia Kim YS va cs, ti 1é tai phat & thai diém 5
nam, 10 ndm la 27% va 36,9%, di can trong gan va
ngoai gan la 73,1% va 88,5%. Thai gian séng thém
toan bé & thoi diém 5 nam, 10 nam la 59,7% va
32,3%. Phan tich don bién va da bién cac yéu té anh
huéng: tudi cao, chic nang gan Child B, diéu tri
thudc khéang virus, va c6 di can ngoai gan la cac yéu
t6 tién lugng xau dén séng thém lau dai [8].

Trong nghién cdu nay ching téi dua vao phan
tich cac yéu t6 anh hudéng dén thoi gian song thém
khong tién trién bénh, k&t qua la KT u, sé khéi u, dap
tng AFP la nhing yéu t6 du bao cho su tién trién
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bénh véi p lan luot la 0,007, 0,04, 0,017, 0,006,
0,0003. Trong phan tich don bién cac yéu t6 anh
hudng dén thoi gian séng thém toan bo, néng do
AFP tang trudc diéu tri, nhiéu khéi u, chiic nang gan
Child B, tinh trang khong dap ung AFP va khéi u
hoai t& khéng hoan toan sau diéu tri la nhiing yéu t6
tién lugng xau dén thai gian séng thém. Trong phan
tich da bién, KT u, s6 u va chuic nang gan theo Child-
Pugh la nhing yéu té déc 1ap anh hudng dén thai gian
song thém. S6 u va dap ung AFP la yéu t6 tién lugng
ddc lap thoi gian sdng thém khéng tién trién bénh.

Nhu vay, du khong thiét k& nhém ching dé so
sanh nhung nhling két qua thu dugc va phan tich
trén day cla chung téi da cho thay diéu tri UBTG
bang DNCT la mét phuang phép c6 hiéu qua tét vé
kiém soat khoi u tai chd ciing nhu séng thém lau dai.
Pay ciing c6 thé la lua chon dau tién cho UBTG giai
doan sém, trén nén gan xd. Tuy nhién, két qua cling
phu thuéc vao mot s6 yéu té tién lugng trude diéu
tri va can phai c6 cac nghién cdu chi tiét, theo doi
trong thoi gian dai hon, ngau nhién c6 déi chung,
da trung tam dé chung minh hiéu qua ctia phuong
phéap nay & nudc ta.

5. Két luan

Qua nghién ctiu 82 bénh nhan UBTG diéu tri
biang phuong phap BDNCT st dung kim dién cuc
Cool-tip chiing t6i rat ra két luan nhu sau:

DNCT st dung kim dién cuc Cool-tip cé thé
mang lai hiéu qua séng thém lau dai cho bénh nhan
UBTG, dac biét dbéi vsi nhém cé mét khéi u, kich
thudc u < 3cm va chiic nang gan con tot.

X4c suat séng thém tich 0y toan bd & thai diém
3 ndm, 4 ndm, 5 nam, 6 nam, 7 nam lan luot la:
90,2%, 84,1%, 37,8%, 34,1% va 18,3%. Thdi gian s6ng
thém khéng tién trién bénh 3 ndm, 4 ndm, 5 nam va
6 nam la 64,6%, 35,3%, 8,5% va 2,4%.

Trong phan tich da bién, kich thuéc u, sé u va
chtic nang gan theo Child-Pugh la nhiing yéu té tién
luong doc lap anh hudng dén két qua sdng thém lau
dai. S6 u, dap tng AFP la nhing yéu té tién lugng
déc 1ap anh hudng dén thoi gian séng thém khong
tién trién bénh.
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