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GIOI THIEU LUAN AN
1. Pit van dé

Ung thu gan nguyén phat trong d6 ung thu biéu md té bao gan
(UTBMTBG) chiém ti Ié tir 85 - 90% la bénh kha phé bién. Tai
Viét Nam, day 1a loai ung thu dng hang tha 2 vé ti 1é méac va hang
dau vé ti 18 tir vong. Hién nay, d6t nhiét séng cao tan (BNSCT) dugc
coi la mot trong nhimg phuong phap diéu tri UTBMTBG co ban
dugc nhiéu trung tam trén thé gici ap dung do co cac wu diém: két
qua diéu tri twong dbi tot, ti 1& tai bién thap, gia thanh hop Iy va co
thé phat trién ra nhiéu co so y té. Tuy nhién, hiéu qua cia phuong
phap diéu tri nay phu thudc vao mét sé yéu té trong d6 quan trong
nhat 1a céach thiét ké kim. Tai Viét Nam, DNSCT duoc 4p dung lan
dau tir nam 2002 tuy nhién hién hau hét cac co so y té sir dung kim
don cuc cho tit ca cac khdi u co kich thudc khac nhau. Theo hiéu
biét cua ching tdi hién nay & Viét Nam hién chua c6 nghién ctru nao
danh gia day du hiéu qua diéu tri va dic diém ky thuat cia phuong
phép str dung céc loai kim duoc thiét ké pht hop veéi kich thudc khéi
u bao gébm ca kim don cuc va kim chum nhiéu dau dét. Vi vay, ching
t6i tién hanh d& tai “Panh gia két qua diéu tri ung thw biéu mo té
bao gan bang dét nhigt song cao tin véi cac loai kim dwoc lwa
chon theo Kkich thwéc khoi u” véi hai muc tiéu sau:

1. Ddnh gid két qua diéu tri ung thir biéu mo té bao gan bang dot
nhiét séng cao tan véi cac logi kim diot lira chon theo kich
the6e knoi u duwdi su hueong dan cia siéu am.

2. Xdc dinh wu nhwoc diém va dé an toan cia phwong phdp dot
nhiét song cao tan véi cac logi kim diroc lwa chon theo kich
theée khoi u duwdi sur hueong dan cia siéu am.



2. Tinh thoi sw caa luan an

Luan an duoc tién hanh trong bbi canh UTBMTBG la bénh Iy 4c
tinh c6 ti 1é mic va tr vong cao ¢ Viét Nam. Cac co so' y té chu yéu
hién st dung kim don cuc cho moi loai kich thuéc khdi u do vay han
ché két qua diéu tri voi khdi u > 3cm, BN phai dot nhiéu lan dan dén
ti 18 tac dung khdng mong muén nhu dau va sét cao. Sur dung hé
théng kim lwa chon theo kich thudc u s& giup khac phuc dugc nhuoc
diém cua kim don cyc truyén thong. Do d6 viéc danh gia day du két
qua diéu tri, ghi nhan vu nhuoc diém, d6 an toan cua ki thuat nay la
can thiét.

3. Nhirng déong gop khoa hoc trong luan an

- Pay 1a nghién citu khoa hoc dau tién tai Viét Nam danh gia két
qua diéu tri UTBMTBG bang DNSCT véi c4c loai kim duoc lya
chon theo kich thudc khdi u.

- Nghién ctru da chi ra BDNSCT v6i cac loai kim lea chon theo
kich thuéc khdi u 1a phuong phap cé két qua diéu tri tot vai ti 1e dap
g sau 1 thang la 96,1%. Ti I¢ song sau 1 nim, 2 nam, 3 nim lan
luot 12 94,6%, 72,3% va 26,9%. Thoi gian séng thém toan bo cua tat
ca cac BN trong nghién cau la 48,5 thang (Cl 95%: 44, 7 - 52,4
thang). Thoi gian song thém khéng tién trién bénh 1a 30,9 thang (CI
95%: 28,7 - 33,0 thang).

- Nghién ctu ghi nhan BDNSCT véi cac loai kim lya chon theo
kich thudc khéi u day 1a phuong phéap twong ddi an toan vai ti 16 tai
bién 1a 1,7%, ti Ié tac dung khéng mong muén 1a 20,5% va c6 16 BN
(12,3%) khéi & vi tri kho duoc diéu tri bang ki thuat bom dich 6
bung/mang phdi két hop.

4. Bo cuc cha luan 4n

Luan an gdbm 146 trang, gom: Dit van dé va muc tiéu nghién cau
(2 trang), Tong quan (41 trang), Ddi tugng va phuong phap nghién
ctru (20 trang), Két qua nghién ctu (42 trang), Ban luan (38 trang),
Két luan (2 trang) va Khuyén nghi (1 trang). Luan an c6 57 bang, 9
biéu @ va 18 muc hinh anh. Luan &n c6 186 tai liéu tham khao bao
gom 21 tai liéu tiéng Viét va 165 tai liéu tiéng Anh.
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CHUONG 1: TONG QUAN

1.1. Dich t& ung thw biéu mo té bao gan

UTBMTBG ding hang thir 5 trong s6 cac bénh 1y 4c tinh thuong gap
trén thé gioi. Khu vigc Dong Nam A bao gom ca Viét Nam co ti l¢
mac hiéu chinh theo tudi kha cao (>20/10%) trong d6 Viét Nam la
nudc ¢6 ti 1é mac UTBMTBG ding hang thir 2 trong khu vuc.
1.2. C4c yéu té nguy co

Céc yéu t6 nguy co chinh cia UTBMTBG bao gém nhiém virus
viém gan B (HBV), virus viém gan C (HCV), ruou va tiép dén 1a
bénh 1y gan thoai héa m& khong do rugu (Non alcoholic fatty liver
disease - NAFLD). Cac nguyén nhan khac it gip hon bao gdm
aflatoxin, gan nhiém sat, thiéu hut alphal-antitrypsin, viém gan tu
mién, bénh Wilson. Tty theo khu vuc dia 1y va ching toc khac nhau,
nguyén nhan gady UTBMTBG c¢6 su khac biét.
1.3. Cac phwong phap chin do4n

Hién nay c6 nhiéu phuong phap dwoc st dung dé chan doan
UTBMTBG bao gom chan doan hinh anh, cac dau 4n sinh hoc va md
bénh hoc. Nam 2012, Bo Y té Viét Nam di dwa ra huéng dan chan
doan UTBMTBG va dé cap dén viéc sir dung bang phan loai
Barcelona (BCLC) trong thuc hanh 1am sang nham lya chon phuong
phap diéu trj phu hop.
1.4. Cac phwong phap diéu tri
1.4.1. Phdu thuat cdt gan

Phau thuat hién 1a phuong phap lwa chon hang dau cho BN
UTBMTBG giai doan som chirc ning gan 6n dinh, dac biét thich hop
v6i BN khong c6 xo gan tuy nhién s BN phat hién duoc ¢ nhiing
giai doan nay con it.
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1.4.2. Ghép gan trong diéu tri UTBMTBG

Tiéu chuan Milan hién 12 tiéu chuan dé lya chon BN ghép gan
duoc sir dung pho bién trén toan thé gisi. Tai Viét Nam, do chi phi
diéu tri quéa cao va ngudn tang khan hiém nén phan Ién BN di c6 chi
dinh ciing kho tiép can phuong phép nay.
1.4.3. Cic phwong phdp diéu tri tai chd UTBMTBG

Phuong phap tiém con da dugc ing dung nhiéu ¢ Viét Nam. Két
qua theo ddi trong 10 ndm ciia tac gia Mai Hong Bang cho théy ti 1é
song thém sau 1, 3, 5 nim 13 81%, 60% va 37%. Dbi cac BN co
nhiéu vach trong khdi u, c6 thé lya chon phwong phap tiém acid
acetic vao khéi u. B4t nhiét vi song 1a phuong phap pha hay khéi u
bang nhiét str dung vi séng ¢é tan s6 > 900 MHz voéi chi dinh twong
tu nhu chi dinh cia DNSCT. Phuong phap dbt nhiét laser va dong
lanh pha hity khdi u hién van dang duoc nghién ciru
1.4.4. Phuwong phdp mit mach hoa chat trong diéu tri UTBMTBG

Khi BN ¢ giai doan trung binh (BCLC B), c6 nhiéu khdi, chirc
nang gan va toan trang con dam bao (Child Pugh A-B, PS 0), nat
mach hda chét 1a phuong phap duoc khuyén cdo nham gay hoai tir
khéi u, kiém soét duoc su lan rong cia khdi u ciing nhur dam bao nhiéu
nhét viing gan lanh.
1.4.5. Phuong phdp Xa tri

Viéc str dung cac hat vi cau gan cac chit phong xa qua dudng
dong mach gan vao khéi u vira 1a phuong phéap diéu tri tai chd pha
hiy khdi u vira han ché dugc doc tinh téi nhu mé gan lanh. Nguyén
t6 phong xa duoc sir dung phd bién nhat hién nay la *Y. Tuy nhién
hién chua c¢6 sy thong nhat vé liéu ciing nhu khuyén céo chinh thirc
caa cac hiép hoi lon.



1.4.6. Piéu trj Sorafenib

K& tir khi ra doi cho dén nay, Sorafenib da tro thanh phuwong phap
diéu tri toan than hiéu qua cho nhimg BN ung thu giai doan muon.
Theo khuyén co cua EASL, sorafenib duoc chi dinh cho nhitng BN
chirc nang gan con tot (Child Pugh A) va ung thu & giai doan muon
(BCLC C) hoac nhitng khdi ung thu vuot qua chi dinh diéu tri tai chd.
1.5. Piéu tri UTBMTBG biing phwong phap PNSCT
1.5.1. Nguyén ly

Tan sb song cao tan sir dung trong y khoa Ia tir 200kHz - 20 MHz.
Mot mach dién khép kin duoc tao béi ngudn phat, dién cuc, kim,
ngudi bénh va dién cuc phan tan. Do dién trg gitra dau kim (bang
kim loai) va mé trong co thé c6 sy khéac biét rt Ién nén khi dong
dién xoay chiéu di qua, cic ion lién tuc va dap vao dau Kim véi toc
d6 rat cao lam cho dau kim néng Ién va sinh ra nhiét.
1.5.2. Chi dinh, chéng chi dinh ciia phwong phip DPNSCT

Theo Khuyén céo cua EASL, AASLD va APASL, phuong phap
BNSCT duoc chi dinh véi nhitng BN giai doan BCLC A nghia la co6
mot khdi u < 5 cm hodc ¢6 < 3 khdi u, kich thuéc mdi khdi < 3cm va
BN Child Pugh A hoic B. Chéng chi dinh caa phuong phéap nay bao
gom di cin ngoai gan, thoi gian séng thém wdc tinh dudi 6 thang,
thay ddi trang thai vé tinh than, dang nhiém trang, khdi u xam lan
duong mat chinh. Chéng chi dinh tuong d6i khi khdi > 5¢cm ¢ BN xo
gan nang, co trén 4 ton thuong, bénh Iy noi khoa nang (tim mach, ho
hap), réi loan dong mau nang.
1.5.3. Bién chang ciia phwong phdp

Bién ching cua DNSCT c6 thé duoc phan chia theo thoi gian: tai
bién xay ra ngay (6 - 24 gio sau khi tién hanh thu thuat), tai bién sau
thi thuat (trong vong 30 ngay) va tai bién muon hon.
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1.5.4. Hinh dnh khéi u sau diéu tri DNSCT

Trong DNSCT, kich thudc vung hoai tir phai 16n hon kich thudc
khdi u tir 0.5 - 1cm do do6 hién nay, theo khuyén céo cua EASL s&
cin clr vao ving md u con ngam thudc dé danh gia 1a con mé u va
viing khoéng ngdm thudc phan &nh su hoai tir cua mo - tiéu chuan
MRECIST.
1.6. Tinh hinh nghién ciru diéu tri UTBMTBG bang PNSCT

Tai Viét Nam, DNSCT la phuong phap dugc (tng dung ngay cang
nhiéu tai cac co sé'y té 16n va mang lai nhitng két qua kha quan. Trong
nhitg ndm gan dy, cac loai kim ngay cang duoc cai tién dé nang cao
hiéu qua diéu tri. Tai khoa Tiéu héa Bénh vién Bach Mai tir nim 2011,
ching t6i trién khai ki thuat st dung hé thng may RF3000 véi kim
don Soloist va kim chim LeVeen™ duoc lua chon theo kich thuéc
khéi u. Hé thong kim nay cho phép @t duoc nhitng khdi u kich thudc
4 - 5¢cm do nhiét nang sé téa theo cac nganh va mdi nganh dong vai tro
nhu mot dau dbt nho dé tao duoc mot dién hoai ti 16n.

CHUONG 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Péi twong nghién ciru
2.1.1. Tiéu chudn chen

* L nhitng bénh nhan duoc chdn dodn UTBMTBG dya vao
Hudng dan chin doan cua Bo y té Viét Nam nam 2012: C6 bang
ching giai phau bénh hogc hinh anh dién hinh trén chup CLVT/CHT
c6 tiém thudc + AFP > 400 ng/ml hogc hinh anh dién hinh cua
UTBMTBG trén chup CLVT/CHT c6 tiém thubc+ AFP ting cao hon
binh thuong (chwa dén 400ng/ml) + nhidm virus viém gan B,C.
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* Tiéu chudn lwa chen diéu tri bang PNSCT dya theo hudng
dan cua APASL 2010: Giai doan BCLC A (C6 1 khéi u gan < 5 cm
hogc s6 khdi < 3 va kich thudc mdi khdi < 3 cm; Xo gan giai doan
Child Pugh A, B; PS 0). Béi vai nhitng BN da diéu tri bang phuwong
phéap khac nhung khong dap ung va thudc giai doan BCLC A van
duoc chi dinh DNSCT.

2.1.2. Tiéu chudn logi trir

Xo gan giai doan Child-Pugh C; C6 réi loan dong méau niang (TC
< 50 G/l; PT < 50%); Da c6 di can (huyét khéi TMC, tinh mach trén
gan, hach va cac co quan khac); Phu nit c6 thai, BN dat may tao nhip,
hoac méc céc bénh 1y noi khoa ning (suy than, suy tim). Chdng chi
dinh twong d6i khi vi tri khdi kho quan sat, khd chon dudng choc
hodc nguy co bién ching.

2.1.3. Cong thirc mdu va cach chen médu

Nghién ctru gia dinh so sanh ti 1& dap ung diéu tri gitta nhém sir
dung kim don cuc va nhom stir dung kim chum LeVeen lua chon theo
kich thuéc u st dung cong thuc tinh ¢& mau so sanh 2 ti 1¢:

Nm Zl-::.p‘r Pg + P;({;
{E - P: )-

Trong d6 muc tin cay a = 0.05 va lyc mau 1 - p =80, P, = 0.3 (ti
I& dap tmg diéu tri thanh cong cua phuong phap diéu tri dét séng cao
tan bang kim don theo nghién ciru ciia tc gia Pao Vin Long), P, =
0.6 (ti 1¢ dap ung diéu tri thanh cdng cta phuong phap didu tri dot song
khéi u gan bang kim chum LeVeen theo nghién ctu cia tic gia Cabassa).
Ap dung vao cbng thic trén, ¢ mau can thiét cho mdi nhém
n;=n,=40 va tong s6 BN hai nhém 1a 80 bénh nhan. Nghién ciu nay
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theo ddi doc nhidu nam nén néu gia sir sé lwong bo cudc 1a 10%, c&
mau tdi thiéu 12 88 BN.
2.1.4. Pia diém va thoi gian nghién ciu

- bia diém nghién ctru: Khoa Tiéu hda Bénh vién Bach Mai

- Thoi gian nghién ciru: Thang 10/2011 - thang 6/2016
2.2. Phwong phap nghién ciru
2.2.1. Thiét ké nghién cizu: Nghién ciru theo phuong phap can thiép
lam sang mot nhom khéng ddi ching.
2.2.2. Phwong ti¢n nghién ciu

- May cit dot cao tan RF 3000 cua hdng Boston Scientific cua
My, ban dién cuc Pad Guard ™

- Céc loai kim DNSCT:
+ Kim don Soloist: dung cho u kich thuéc tir 1 - 1,5 cm.

+ Kim chum nhiéu dau dét LeVeen ™ : Kim chim 2.0 cho khéi
kich thudc 1.5 - 2 cm; Kim chum 3.0 cho khéi kich thuéc 2,1 - 3cm:;
Kim chum 4.0 cho khéi kich thugc 3,1 - 4cm; Kim chum 5.0 cho
khéi kich thudc 4 ,1- 5cm.

- Kim Veress trong truong hop can bom dich 6 bung/mang phoi.

- May siéu &m Samsung Acuvix A30, may siéu am Hitachi Aloka
Avrietta V60 vai dau do Convex c6 tan sb dao dong tir 2.5 - 7.5 kHz.

- Monitor theo ddi. Cac dung cu vo khuan va hop cap ciu.
2.2.3. Cdc buéc tién hanh nghién citu
2.2.3.1. Lwa chon va ddnh gid bénh nhén truée diéu tri

- Lva chon bénh nhan: theo tiéu chuan chon vao NC.
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- Panh gia bénh nhan trude diéu tri bao gom thim kham 1am sang,
lam céc xét nghiém (sinh hda mau, xét nghiém huyét hoc, virus viém
gan), Chup XQ tim phoi, Noi soi da day, Chan doan hinh anh (Siéu
am gan, Chup CLVT/CHT c6 tiém thudc). Choc hat bang kim nho dé
lam té bao hoic sinh thiét 1am md bénh hoc khi chua du tiéu chuan
chan doan. Panh gia phan do Child Pugh, phan loai Okuda va phan
loai Barcelona.
2.2.3.2. Ky thudt DNSCT u gan
* Chudn bj bénh nhan:

Giai thich va BN ky gidy cam doan dong ¥ thuc hién thu thuat.

* Thuc hién ki thugt:

Theo quy trinh ki thut di duoc Bo y té théng qua trong do lya
chon loai kim theo kich thuéc khéi. Nhimg truong hop khéi ¢ vi tri
kho sat cac co quan 1an can, BN s€ dugc thyuc hién ki thuat bom dich
6 bung hodc bom dich mang phdi trudc khi DNSCT st dung kim
Veress 14G.
2.2.3.3. Theo di tic dung phu va bién chirng

- Tai bién trong khi 1am thu thuat lién quan dén phuong phéap vo cam.

- Tai bién xay ra sém trong 6 - 24 gid va cac tac dung khong
mong muén (dau, sdt) sau khi tién hanh tha thuat.

- Tai bién xay ra muon hon trong 30 ngay.

- Tai bién mudn hon.
2.2.3.4. Theo déi va danh gid hiéu qud ciia phuwong phdp

Thoi gian theo ddi: sau DNSCT 1 thang tiép theo do dinh ky 3
thang/lan trong nim dau tién, 6 thang/lan sau nam dau tién.
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- Két qud vé ky thugt: S6 lan dét trung binh; Ti 18 hoai tir khoi
hoan toan; Tac dung khéng mong mubn va tai bién.

- Két qud vé 1am sang: danh gia theo cac muc do.

+ Tot 18n: BN hét hoic d& dau, ting can, in ngon miéng.

+ Khong thay doi so véi trude diéu tri.

+ XAu di: sut can, dau tang, an kém, xuét hién vang da, cd chuédng.

- Két qud vé can 1am sang: theo ddi sw thay déi cac chi sé

+ AFP: Giam di, giir nguyén hay ting 1én sau diéu tri.

+ AST, ALT, Bil, Albumin, PT.

- Thay déi hinh dnh khéi u trén chup CLVT/CHT

Str dung tiéu chuan MRECIST: Pap mg hoan toan; Pap tng mot
phan; Bénh giai doan 6n dinh va Bénh tién trién.

- Theo d&i thei gian séng thém toan bg va theéi gian séng thém
khong tién trién bénh ciia bénh nhan

- Theo ddi c4c bién cé khéac ciia bénh nhan

Bao gom: Tai phat tai chd; Xuit hién khdi mai; Huyét khéi tinh
mach cira; Di cin hach, phdi, xwong hodc cc co quan khéc.
2.2.4. Phwong phdp tién hanh thu thdp sé ligu

Cac sb liéu dwogc thu thap theo mau bénh an chung.
2.2.5. X ly sé liéu

S ligu duoc xir ly bang phwong phap théng ké y hoc sir dung
phan mém SPSS 20.0. Str dung cac thuat toan kiém dinh khi binh
phuong, t ghép cap, phan tich hdi quy Cox, phan tich sbng con st
dung Kaplan- Meier.
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CHUONG 3
KET QUA NGHIEN CUU

Nghién ctu thuc hién tir thang 10/2011 dén thang 6/2016 trén 130 BN.
3.1. M0 ta bénh nhan nghién cau

- Tubi trung binh 12 57,5 + 10,2. Ti 1é nam: nit 12 4,7:1.

- Triéu ching 1am sang: C6 40,8% BN tinh co phat hién. Trong sb
BN c6 triéu chung, hay gap nhat 1a mét moi (30%) va dau ha suon
phai (22,3).

- Nguyén nhan: C6 96 BN (73,5%) c6 virus viém gan B, 11 BN
(8,5%) 0 virus viém gan C, 59 BN (45,4%) str dung rugu thuong xuyén.

- C6 59 BN (45,4%) c6 bénh ly ndi khoa kem theo.

- C6 30 BN (23,1%) da tung diéu tri bang phuwong phap khac
truéc khi DNSCT: 28 BN nat mach, 1 BN tiém con, 1 BN phau thuat
cét gan.

- Chu yéu cac BN xo gan Child Pugh A (87,7%), c6 3 BN khong
x0 gan (2,3%) va 13 BN Child Pugh B (10%).

- C6 66 BN (50,8%) c6 ndng do AFP thap < 20 ng/ml. S6 BN c6
AFP >200ng/ml 12 38 BN (29,2%).

3.2. M6 ta dic diém cia khéi u

- C6 87 BN ¢6 1 khéi u (66,9%), 35 BN c6 2 khdi u (26,9%) va 8
BN c6 3 khéi u (6,2%). Téng cong 130 BN c6 181 khéi trén siéu am
trude diéu tri trong d6 53 khdi c¢6 kich thudc < 2cm (29,3%), 83 khdi
c6 kich thuée 2 - 3cm (45,9%) va 45 khéi co kich thuse > 3 cm
(24,8%).

- C6 97 BN (75%) c6 két qua giai phau bénh, 33 BN (25%) chan
doan bang hinh anh chup CLVT/CHT dién hinh + AFP > 400 ng/ml.

- Giai doan: Okuda | - 89,2%, Okuda Il -10,8%; Barcelona A -
87,7%, Barcelona 0 -12,3%.



12

3.3. M0 ta dic diém ky thuat

- Téng s6 lan BDNSCT - 410 lan. S6 lan @6t song trung binh cho
mdi khéi u gan 1a 2,0 = 1,1 lan. Céc khéi u 16n > 3cm c6 s6 lan dét
s6ng trung binh nhiéu hon so vé&i cac khdi < 3cm su khéc biét co y
nghia thong ké (p<0,05).

- CO su khéc biét vé s lan dbt giira cac loai kim: kim don 1.0 1a
1,8 + 1,0 1an, cac loai kim chum LeVeen 12 2,3 + 1,3 lan (p<0,05).
3.4. Pap wng sau diéu tri DPNSCT
3.4.1. Thay déi trigu chieng 1am sang

- Ti 1& BN cai thién vé triéu ching 1am sang sau 1 thang, 3 thang,
6 thang, 1 nam, 2 nam, 3 nam lan luot 12 53%, 51,5%, 45%, 46,3%,
33% va 19,4%. Ti Ié cai thién TCLS & nhom ban dau c6 tridu chiing
12 40/59 (67,8%).

- Sau DNSCT, hau hét cac BN giir nguyén hoic ting can. Ti lé
BN ting cin sau 1 thang, 3 thang, 6 thang, 1 nim, 2 nim, 3 ndm 1an
luot 1a 46,2%, 47,7%, 45,7%, 45,5%, 34% va 19,4%.

- Gi4 tri trung vi cua chi s6 AFP sau diéu tri 1 thang, 3 thang, 6
thang va 1 ndm giam han so voi thoi diém trudce diéu tri va sy khac
biét co ¥y nghia thdng k& (Wilcoxon test,p<0,05). G phan nhom c6
nong d6 AFP ban dau > 200ng/ml (n=38), ti 1¢ BN giam AFP sau
DPNSCT 1 thang 1a 86,8%.

3.4.2. Pdp ing khéi u sau diéu tri
3.4.2.1. Sw thay déi kich thwéc khéi u

- Kich thuéc khdi u sau DNSCT 1 thang ca trén siéu &m va chyp
CLVT/CHT déu I6n hon kich thuéc khéi ban dau va su khéc biét co
¥ nghia thong ké (p<0,05).
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- CO su khéc biét c6 ¥ nghia théng ké giira kich thudc khéi sau
DNSCT 1 thang so v&i kich thude trude didu tri ddi véi kim 1.0 va
kim 3.0 (p<0,05).
3.4.2.2. Hogi tir khéi hoan toan
Sau 1 thang, 142 khéi ¢ hoai tir hoan toan (79,3%) trong dé nhiing
khdi < 2cm ¢ ti & hoai tir hoan toan cao nhat (95,5%). Khong co su
khac biét vé ti ¢ hoai tir khdi hoan toan theo loai kim.
3.4.2.3. Pdp irng diéu tri theo phin logi mRECIST

- Thoi gian theo d6i BN trong nghién ctu trung binh 30,0 +
11,1 théang.

Bdng. Ddp ing sau DPNSCT theo thoi gian

1 thang 3 thang 6 thang
Pap ing MRECIST (N=130) (N=130) (N=129)
n % n % n %
Hoan toan (CR) 93 | 715 | 105 | 80,8 | 101 | 783
Khoéng hoan toan (PR) | 32 24,6 20 154 | 16 |124
Bénh 6n dinh (SD) 3 2,3 2 15 | 2 |16
Bénh tién trién (PD) 2 1,6 3 23 | 10 | 7,7
1 nam 2 nam 3 nam
Pap ing MRECIST (N=123) (N=94) (N=36)
n % n % n %
Hoan toan (CR) 106 | 862 | 71 | 755 | 30 [833
Khoéng hoan toan (PR) 6 49 4 43 2 5,6
Bénh 6n dinh (SD) 2 1,6 1 1,1
Bénh tién trién (PD) 9 73 18 | 191 | 4 |111
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- Khéng c6 su khéc biét vé dap ung diéu tri sau 1 thang, 3 thang
va 6 thang, 1 nam, 2 nam va 3 ndm giita c4c phan nhom khéac nhau vé
tudi, gioi, sé khéi, kich thude khdi, ndng d6 AFP ban dau, phan do
Child Pugh, giai doan Barcelona. C6 su khac biét vé ti l¢ dap ung
mMRECIST tai thoi diém 2 nam giita nhom c6 va khdng c6 tién sir
diéu tri trude d6 (p=0,05).

- Phan tich hoi quy Cox ghi nhan kich thudc khdi, dap ung sau 1
thang va tién sir diéu tri ¢6 lién quan dén dap tmg diéu tri theo thoi gian.
3.4.3. Theoi gian séng thém ciia BN sau diéu tri

- Thoi gian sdng thém toan bo cua tat ca cac BN trong nghién ctiu
la 48,5 thang (CI 95%: 44,7 - 52,4 thang). Cé 31 BN tir vong trong
qua trinh theo d&i (23,8%) bao gom 10 BN do xuét huyét tiéu hoa
(32,3%), 9 BN do suy gan (29,0%), 7 BN do di cin (22,6%), 2 BN do
u gan vd (6,5%) va 3 truong hop khong rd nguyén nhan. Ti I¢ sng
sot tich ity tai thoi diém 1 nam, 2 nam, 3 nam lan luot 12 94,6%,
72,3% va 26,9%.

- Nguy co tir vong ting & BN xo gan Child Pugh B, khéi u > 3cm
hodc cd nhiéu khéi. Phan tich hdi quy Cox ghi nhan tién su diéu tri
phdi hop va dap tng diéu tri sau 1 thang c6 lién quan dén tir vong.

- Thoi gian séng thém khong tién trién bénh trung binh 1a 30,9
thang (CI 95%: 28,7 - 33,0 thang).

3.4.4. Bién cé xudt hién trong qua trinh theo doi

C6 tong s6 49 BN (37,6%) xuét hién tién trién bénh vai thoi gian
trung binh 1a 15,2 + 8,9 thang trong d6 41 BN (31,5%) xuat hién tai
phét tai chd, 35 BN xuét hién nét mai, 6 BN xuat hién huyét khdi
tinh mach ctra, 1 BN ¢6 di can khip gan va 5 BN xuat hién di cin xa.

Phan tich hdi quy Cox ghi nhan nam giéi, s6 lan dbt va dap tng
diéu tri mRECIST sau 1 ndm c6 lién quan dén tién trién caa BN va
tién str diéu trj bang phuong phap khéac c6 lién quan dén su xuat hiént
tai phat tai chd.
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3.4.5. Piéu trj phéi hop sau PNSCT

C6 34 BN diéu tri phéi hop thém cac phuong phap khac trong do:
21 BN nat mach; 7 BN tiém con nhitng nét bé xuat hién méi trong
qua trinh theo ddi hoac khi khdi & vi tri kho; 4 BN phau thuat; 1 BN
ghép gan va 2 BN diéu tri hoa chat khi ¢6 di can phdi va huyét khoi
tinh mach cura.

3.5. Uu nhuoc diém va dd an toan ciia phwong phap
3.5.1. Tac dung khéng mong muén va tai bién ciia phwong phdp

- Trong sb 410 lugt DNSCT, sau thu thuat ti 1& sot 1a 4,1% trong
d6 chi yéu 1a sét nhe, ti 16 dau ha suon phai 1a 16,1% trong d6 chi
yéu dau mirc d6 it va 1 BN dau dau nhe. Tét ca déu dap tng voi diéu
tri noi khoa. Phan tich don bién va da bién cac yéu té bao gdom kich
thudc khdi u, loai kim, thoi gian, cudng do dét khong thay co sy lién
quan dén xuit hién cac tac dung phu dau va sét.

- Tai bién: 4 BN xuat hién nhip cham trong khi 1am tha thuat, 7
BN xuét hién tai bién sau tha thuat bao gom 2 BN tran dich mang
phdi phai, 1 BN tran méau mang phdi, 2 BN chay mau dudi bao gan, 1
BN khéi u hoai tir 4p xe hoa va 1 BN di cin theo vét kim.

3.5.2. Thay déi chi so xét nghiém sau diéu tri

Cac chi s6 xét nghiém so véi trude diéu tri khong cé khac biét co
¥ nghia théng ke.

3.5.3. Ky thud@t DNSCT cé bom dich ¢ bung hogc mang phai
3.5.3.1. Dc diém nhoém bénh nhan bom dich

C6 16 BN khéi u nam & vi tri khé sat cac tang 1an can duoc thuc
hién bom dich 4 bung hodc mang phdi truéc khi DNSCT u gan. Hay
gap nhét khdi ¢ ha phan thily VI st than, 6ng tiéu hoa, tiép dén la cac
khéi & hpt VII, VI sét vom hoanh, sat mang phéi. Kich thuéc TB cua
khdi u 1a 3,0cm trong d6 khdi nho nhat 1,8cm hpt VI sat than, khéi I6n
nhat 4,5cm hpt V11 sét mang phoi.
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3.5.3.2. Dic didm kj thugt & nhém cé bom dich

C6 16 BN duoc bom dich 6 bung hoic mang phoi trong d6 13 BN
dugce bom dich 6 bung véi lwong dich trung binh 13 1904 + 474 ml, 3
BN dugc bom dich mang phéi phai voi lugng dich trung binh 1a 900
+ 173 ml. C6 13 BN dugc dung kim 3.0 va 3 BN dung kim 4.0.
3.5.3.3. Pdp ting didu tri ¢ nhém DNSCT cé bom dich

- Ti & dap tmg hoan toan 1a 87,5%, dap wng 1 phan 1 6,3%, ¢6 1
BN bénh 6n dinh.
3.5.3.4. Tac dung khéng mong muén va tai bién khi bom dich

- Téc dung khéng mong muén: 1 trudng hop dau (6,3%).

- Tai bién: 2 BN tran dich mang phéi phai sau bom dich 6 bung, 1
BN khéi u hoai tir ap xe hoa da tién hanh phau thuat khi tinh trang
nhiém triing va chirc nang gan 6n dinh.
3.5.3.5. Bién cé trong qué trinh theo dai

- CO6 3 BN tir vong, 1 BN tai phat tai chd va 1 BN sau bom dich
mang phdi 4 tuan khéi u gan &p xe hoa khi phau thuat cat toan bo
khi &p xe ghi nhan két qua sau mo da co huyét khdi ban phan nhanh
phai TMC.

- Phan tich hoi quy Cox ghi nhan phan do Child Pugh, chi sé AFP
trude didu tri va dap tmg didu tri sau 1 thang co lién quan dén tir vong.

CHUONG 4: BAN LUAN

4.1. Dic diém bénh nhan nghién ciru

Nghién ciru cua chiing t6i ghi nhan tudi trung binh va ti 18 phan b
gidi ciing nhu cac yéu td nguy co gy UTBMTBG tuong tu nhu cic
nghién ctru khac da tién hanh tai Viét Nam. C6 27 BN ¢6 gian tinh
mach thuc quéan (20,8%) trong d6 8 BN phai nhap vién vi xuat huyét
tiéu hoa. Piéu nay cho thay viéc quan ly, theo di toan dién céc bién
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chuang cua xo gan can dugc chl trong nhiéu hon. Cha yéu cac BN
trong nghién ctru c6 bénh ly gan man tinh vgi chic nang gan tuong
d6i on dinh (Child Pugh A - 87,7%).

C6 30 BN (23,1%) da timg diéu tri bang phuong phéap khac trudc
khi BDNSCT trong d6 28 BN da dugc TACE. Tuy TACE da chung
minh dugc kha ning lam cham tién trién cua bénh va cai thién séng
con cho BN nhung rat khé dé dat dugc hoai tir ton thuong dich hoan
toan néu chi tién hanh don thuan. Trong nghién ctu nay, cé nhing
BN c6 tién sir diéu tri TACE nhung khong dap tmg dwoc chi dinh
DNSCT hoic ¢ khéi 16n 4-5cm, tang sinh mach nhidu duoc phdi
hop TACE truéc khi DNSCT.

* Pgc diém ciia khéi u

130 BN c6 181 khéi quan sat thay trén siéu am trong d6 87 BN ¢o
1 khéi u (66,9%), 35 BN c6 2 khéi u (26,9%) va 8 BN c6 3 khéi u
(6,2%). Két qua nay twong tu nhu trong cac nghién ctru cia cac tac
gia nude ngoai va s6 BN nhiéu khdi cao hon so véi cac nghién ctu
trong nudc khac. DI voi nhém BN ndy, viéc phau thuat rat kho khin
dac biét khi cac khdi nam ¢ nhitng ha phan thily khac nhau. Vi thé,
DNSCT tro thanh Iya chon wu thé. S6 khdi co kich thuéc > 3cm
chiém ti 1& 24,8%, nhiéu hon so véi cac nghién ctu vé kim don cuc
hoidc Cooltip tai Viét Nam. D6 1a do kim LeVeen duoc thiét ké cd loai
kim 4.0 va 5.0 khi xoe ra cac nganh c6 thé bao tron va dt dugc nhiing
khéi u 1on kich thuéc > 3cm.

* Pgc diém giai dogn bénh
C6 87,7% BN thudc giai doan BCLC A va 12,3% BN thudc giai

doan BCLC 0. Theo EASL, ti I¢ séng sau 5 nim cta BN giai doan
nay la 70% sau DNSCT.
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4.2. Pic diém ky thuat

Nghién ciiu cua ching t6i ciing ghi nhan két qua tuong ty nhu cua
C4c tAc gia nudc ngoai 1a khi kich thude u ting, sd lan dét trung binh
ciing tang. Khi so sanh vai cac nghién ciu khac ¢ Viét Nam, s6 lan dét
trung binh cua ching t6i thip hon so véi nghién cau sir dung kim don
cuc do khi sir dung kim don cuc cho khéi u > 3cm s& phai dét nhiéu lan.
S lan d6t séng trung binh cua kim don thap hon so véi céc loai kim
chiim LeVeen va sy khac biét co ¥ nghia thong ké (p<0,05).
4.3. Pap ung sau diéu tri PNSCT
4.3.1. Thay déi trigu chieng 1am sang

Sau DNSCT, ti I&¢ BN cai thién vé& triéu chimg 1am sang va ting
can sau 1 thang lan luot 14 53,1% va 46,2%. Diéu nay gilp tao cho
BN tam ly phan khoi va gop phan cai thién chat lugng cudc sdng.
4.3.2. Thay déi chi sé xét nghigm AFP

Nong do AFP giam han sau diéu tri tai cac thoi diém 1 thang 3
thang, 6 thang, 1 nim va sy khac biét ndy c6 ¥ nghia théng ké
(Wilcoxon test, p<0,05). O nhém BN c6 ndng do6 AFP ban dau >
200ng/ml (n=38), ti 1¢ BN giam AFP sau DNSCT 1 thang la 86,8%.
Giam duoc chi s6 AFP ¢ nhitng BN nay la mot yéu t6 tién luong tét
trong qua trinh theo doi.
4.3.3. Pdp vng khoi u sau diéu tri
4.3.3.1. Sw thay déi kich thudc khéi u

Kich thuéc khdi trung binh sau DNSCT 1 thang ca trén siéu am
va chup CLVT/CHT I6n hon kich thudc khbi TB ban dau va su khéc
biét c6 y nghia théng ké (p<0,05). D6 1a do muc tiéu khi tién hanh ki
thuat nay 1a pha hity duoc t6 chirc ung thu rong hon it nhat 0,5cm.
4.3.3.2. Hoai tir khéi hodn toan

Sau lan DNSCT dau tién, 142 khéi c6 hoai tir hoan toan (79,3%)
trong d6 nhitng khdi < 2cm ¢6 ti 1¢ hoai tir hoan toan cao nhat



19

(95,5%). Ti I& hoai tir hoan toan giam dan theo su ting kich thudc
khdi va su khac biét nay c6 y nghia thong ké (p<0,05). Két qua nay
tuong ty nhu trong nghién ctru cta cac tac gia nude ngoai va cao hon
S0 vai ti I¢ trong nghién ctu sir dung kim don cyuc cua tac gia Pao
Van Long.

4.3.3.3. Ddp trng diéu tri theo phin logi mRECIST

Hién nay, EASL khuyén cdo sir dung tiéu chuin mRECIST dé
danh gia dap ung sau diéu tri d6i véi cac phuong phap diéu tri tai
chd. Sau 1 thang, c6 96,1% BN dap tng diéu tri trong d6 dap tng
hoan toan chiém 71,5%. Trong cac nghién ctu sir dung kim LeVeen
& nudc ngoai, cac tac gia chu yéu danh gia dép tGng diéu tri sau
DNSCT 1 thang bang ti 1& hoai tir khdi hoan toan. Do vay can co
thém nhiéu nghién ctru danh gia gia trj cua tiéu chuan nay trong theo
ddi dap tng diéu tri sau DNSCT dic biét & Viét Nam. Khi phan tich
hoi quy Cox ghi nhan kich thudc khéi, mRECIST sau 1 théng va tién
sir diéu tri c6 lién quan dén dép g diéu tri theo thoi gian. Két qua nay
turong dong véi nghién ciu cua nhiéu tac gia khac trén thé gidi.

4.3.4. Thoi gian séng thém ciia BN sau diéu tri

Trong nghién ctu, c6 31 BN tir vong trong qua trinh theo ddi
(23,8%) voi thoi gian séng thém trung binh cua nhém BN tir vong la
33,6 thang (Cl 95% la CI95%: 31,7-35,6 thang). Ti 1é sdng sot tich
lity tai thoi diém 1 nam, 2 niam, 3 ndm lan luot 12 94,6%, 72,3% va
26,9%. Thoi gian song thém khdng tién trién bénh trung binh 1a 30,9
thang. Ti I¢ sdng thém toan bg sau 1 nam, 2 ndm cua ching tdi twong
ty nhu nhiéu cong b trén thé gioi nhung ti 1¢ sbng sau 3 nam thap
hon do s6 BN c6 thoi gian theo dai doc trén 3 nim con it (33 BN).
Tuy nhién két qua nay cao hon ti & sdng trong nghién ciru st dung
kim don cuc ¢ trong nudc.
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4.3.5. Bién cé xudt hign trong qua trinh theo doi

C6 tong s6 49 BN (37,6%) xuat hién tién trién bénh vai thoi gian
trung binh 1a 15,2 + 8,9 thang. Phan tich hoi quy Cox ghi nhan nam
gidi, s6 lan dbt va dap tng diéu tri mRECIST sau 1 niam c6 lién quan
dén tién trién cua BN va tién sir diéu tri bang phuong phap khac c6
lién quan dén su xuat hiént tai phat tai chd. Nghién ciu cua ching toi
c6 két qua twong ddng voi cac nghién ciu khac trén thé gisi vé ti 1é
Xuit hién nt méi tuy nhién lai gap ti 1¢ tai phat tai chd cao hon. So
Vv6i nghién ctru trong nuéc st dung kim don cuc trude do, ti 18 xuat
hién nét méi cua ching tdi thap hon.
4.3.6. Diéu tri phoi hop sau PNSCT

C6 34 BN diéu tri phdi hop thém cac phuong phap khéac trong qua
trinh theo ddi sau DNSCT phan 4nh xu huéng méi trong diéu tri
UTBMTBG dugc nhic dén nhiéu trong thoi gian gan day - diéu tri da
mo thuc.
4.4. Uu nhuoc diém va dd an toan ciia phwong phap
4.4.1. Tac dung khdng mong muén va tai bién ciia phwong phdp

Ti 1¢ thc dung khéng mong muén tuwong ty nhu trong nghién
clrucua tac gia nude ngodi va thap hon ti 1é khi sir dung kim don cuc
& c&c nghién ciu trong nudc. CO thé Ii giai do khi dung kim don cuc
cho khdi > 2cm s& phai d6t nhiéu dién va nhiéu lan. Ti Ié tai bién Ia
1,7% twong ty nhu cac bao cao trén thé gioi véi ti ¢ tai bién dao
dong tir 2,2 - 10,6%. C6 1 trudng hop di cin theo vét kim ra thanh
nguc sau 20 thang mac du khéi hoai tir hoan toan va day 1a BN c¢6
choc ht té bao trude diéu tri. Hién nay dé khac phuc bién ¢ nay, dét
duong ra duoc tién hanh cho tat ca BN DNSCT.
4.4.2. Thay déi chi so xét nghigm sau diéu tri
Khéng ghi nhan su khéc biét vé céc chi s6 xét nghiém khac trude

va sau DNSCT 1 thang. Két qua nghién ctru cua ching toi di gop
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phan chimg minh day 1a phuong phap diéu tri hidu qua, it xAm lan va
an toan.
4.4.3. Kj thud@t PNSCT cé bom dich ¢ bung hogc mang phéi
4.4.3.1. Pgc diém nhom bénh nhin bom dich

C6 16 BN bom dich trude khi BNSCT (12,3%) trong d6 13 BN bom
dich 6 bung, 3 BN bom dich mang phéi khi khéi sat cac tang 1an can.
4.4.3.2. Pgc diém kj thugt 6 nhém cé bom dich

Luogng dich bom viao mang phdi ciia ching toi twong tu nhu trong
nghién ciru cia céc tac gia nudc ngoai. Pbi véi bom dich 6 bung, hién
chua c6 sy thong nhat vé thé tich dich tdi thiéu can sir dung. Trong
nghién ctru ciia chung toi, lugng dich tbi thiéu 1a 1000ml, téi da 1a
2500ml va khong c6 BN nao ghi nhin cam giac dau hay kho chiu. Co
13 BN dugc dung kim 3.0, 3 BN dung kim 4.0. Khi so sanh voi thoi
gian va cuong do DPNSCT cua kim 3.0 va 4.0 khi khong c6 bom dich,
khong thiy c6 su khac biét vé thoi gian va cudong do dot. Nhu vay ki
thuat bom dich 6 bung/mang phdi di dam bao dugc thoi gian va
cuong do dot.
4.4.3.3. Pdp teng diéu trj 6 nhém DNSCT cé bom dich

Sau DNSCT c¢6 bom dich, 93,8% BN dap tng diéu tri trong do
87,5% dap tng hoan toan, chi c6 1 BN (6,3%) khong dap tng. Két
qua cta ching téi twong tu nhu trong nghién ciru ctia cac tac gia trén
thé giGi vai ti 16 hoai tir khdi dao dong tir 88 - 100%. Tuy nhién trong
qua trinh theo ddi, c6 3 BN (18,8%) tir vong trong d6 2 BN bom dich
6 bung va 1 BN bom dich mang phdi. Phan tich hoi quy Cox ghi
nhan phan d6 Child Pugh, chi sé AFP trudc diéu tri va dap tmg diéu
tri c6 lién quan dén tién luong tir vong. Piéu nay ciing phu hop Véi
cac nghién ciu khéc trén thé gigi. Co 1 BN (6,3%) tai phat tai chd
sau 21 thang theo ddi. C6 1 BN xuét hién 4p xe sau bom dich 4 tuan
va két qua md cho thiy bén canh tén thuong ap xe héa cd huyét khdi
ban phan nhanh TMC phai.
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4.4.4. Uu nhwoc diém ciia phwong phdp
4.4.4.1. Uu diem

- La phuong phap diéu tri hiéu qua cho khdi u kich thudc < 3cm.

- Viéc lya chon loai kim phu hop kich thudc khéi u giap giam s6
lan va thoi gian dbt.

- Ti 18 hoai ttr khdi hoan toan cao hon so véi kim don cuc.

- Tac dung khéng mong muén it hon, thoi gian ndm vién ngin hon
va khi ra vién, BN van sinh hoat va lam viéc binh thuong. Sau 1 thang
BN ting can, d& dau tac dong tot dén tam 1y BN, ning cao chit luong
cude song.

- Ti lé tai bién thap, ki thuat duoc coi 1a twong ddi an toan.

- C6 nhiing cai tién méi vé mat ki thuat nhu bom dich 6 bung,
dich mang phéi khi khéi & vi tri sat cac tang 1an can dé nang cao hiéu
qua diéu tri va bao dam an toan; d6t duong ra dé han ché di cin theo
vét kim.
4.4.4.2. Nhwoc diém

- Ti 18 tai phét tai chd va tién trién con cao

- Nhiéu BN phai DPNSCT nhiéu lan.

- Chi phi con dét chwa ap dung dugc rong rai.

KET LUAN

1. DPNSCT véi c4c loai kim lwa chon theo kich thwéc khéi u la
phwong phap diéu tri UTBMTBG c6 két qua tot trén cac mait
lam sang, chi s6 xét nghiém va dap &ng vé chan do4n hinh anh.

- Sau 1 thang, ti 1€ BN cai thién tri¢u chiing 1am sang & nhém ban
dau c6 triéu chiing 12 67,8%, ti 16 BN tiang can 1a 46,2%.

- Nong do AFP sau diéu tri 1 thang, 3 thang, 6 thang, 1 nim giam
han so véi trudce diéu trj (p<0,05).

- Sau DNSCT 1 thang, ti I¢ hoai tir khbi hoan toan la 79,3%.
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- Tai thoi diém 1 thang, 3 thang, 6 thang, 1 niam, 2 nim va 3 nim,
ti 1¢ dap tmg dicu tri theo mRECIST lan luot 1a 96,1%, 96,2%,
90,7%, 91,1%, 79,8% va 88,9%. Kich thuéc khdi, dap ting sau 1
thang va tién sir diéu tri 1a nhitng yéu té c6 lién quan dén dap tung
diéu tri theo thoi gian.

- C6 31 BN tir vong trong qué trinh theo d6i (23,8%). Thoi gian
séng thém toan bo cua tat ca cac BN trong nghién ciu 1a 48,5 thang
(Cl 95%: 44, 7 - 52,4 thang). Ti l¢ song sét tich liiy tai thoi diém 1
nam, 2 nim, 3 nam lan luot 1 94,6%, 72,3% va 26,9%. Tién sir diéu
tri phdi hop va dép ung diéu tri sau 1 thang c6 lién quan dén tién
lugng tir vong.

- Thoi gian séng thém khong tién trién bénh trung binh 1a 30,9
thang (C195%: 28,7-33,0 thang).

- C6 49 BN (37,6%) xuét hién tién trién bao gdom tai phét tai chd

(31,5%) xuét hién nét méi (26,9%), HK TMC (4,6%) va di cin
(4,6%). Nam giéi, dot nhiéu lan va khong dap tng tai thoi diém 1
nam 1a cac yéu t6 lién quan dén tién trién bénh.
2. DNSCT véi cac loai kim lya chon theo kich thwéc khéi la
phwong phap twong ddi an toan véi ti 1é tai bién thap, khéng gay
bién d6i chirc niang gan va két qua diéu tri nhitng khéi & vi tri
khé can bom dich é bung hoic mang phéi tét.

- Téc dung khdng mong muén sau DNSCT: dau ha suon phai
(16,1%), st (4,1%). Ti Ié tai bién trong thu thuat 12 0,97%, sau tha
thuat 12 1,7%.

- Khong c6 su thay ddi vé chi s6 xét nghiém trude va sau diéu tri.

- C6 16 BN dugc bom dich 6 bung hoic mang phéi: 93,8% BN
dap ung diéu tri trong d6 87,5% dap ung hoan toan. Trong qua trinh
theo ddi, 3 BN tir vong, 1 BN tai phét tai chd va 1 BN c6 bién chimng
ap xe hoéa.
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KHUYEN NGHI

Qua nghién ciru nay ching tdi xin khuyén nghi:

1.

Str dung cac loai kim theo kich thudc khdi u giup giam s6 lan
d6t va tac dung khéng mong mudn do vay nén dugc ap dung
rong rai.

Phat trién céac ki thuat bom dich & bung, dich mang phéi trong
nhitng truong hop khdi ¢ vi tri kho, sat cac tang 1an can.

St dung tiéu chudn mRECIST dénh gia dap ting diéu tri sau
DNSCT.

Véi ti 1¢ tai bién 1a 1,7%, day 1a mot k§ thuat tuong dbi an

toan. Pé tranh di cin theo vét kim can tién hanh d6t duong ra.
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THESIS INTRODUCTION

1. Background

Primary liver malignancy in which hepatocellular carcinoma
(HCC) has proportion of 85 - 90% is a common disease. In
Vietnam, this cancer ranks the second incidence rate and the first
mortality rate among malignancies. In recent years,
radiofrequency ablation (RFA) has been considered a vital therapy
in many centres worldwide with advantages of good efficacy, low
complication rate, reasonable cost and applicablity to other
centres. However, the efficacy depends on many factors in which
the kind of needles is important. In Vietnam, this therapy was first
applied in 2002, however, until now, most of hospitals are using
unipolar needles for tumors with different sizes. Extent to our
knowledge, there was no study in Vietnam conducted to evaluate
efficacy and technical aspects of RFA using needles chosen
suitably to tumor sizes including both Soloist and LeVeen™
needles. For this reason, the study “Assessment of percutaneous
radiofrequency ablation with needles chosen suitably to tumor
sizes for hepatocellular carcinoma patients” was conducted
with two aims:

1. To evaluate efficacy of percutaneous radiofrequency ablation
treatment with needles chosen suitably to tumor sizes for
hepatocellular carcinoma patients.

2. To identify advantages, disadvantages and safety of
percutaneous radiofrequency ablation treatment with needles
chosen suitably to tumor sizes for hepatocellular carcinoma
patients.



2. The topicality of thesis

The thesis was conducted in the context Vietnam has high
incidence and mortality rate of HCC. Most of medical centres are
using unipolar needle for any size of tumors leading to poor response
for tumors > 3 cm, more number of ablation sessions and high rate of
adverse events. Choosing needles suitable to tumor sizes could
overcome drawbacks of traditional unipolar needles. Therefore it is
necessary to evaluate thoroughly efficacy, advantages, disadvantages
and safety of this technique.

3. Scientific contributions of thesis

- This is the first study conducted in Vietnam to assess the
efficacy of RFA with needles chosen suitably to tumor sizes for HCC
patients.

- The study demonstrates that this therapy has good results with
response rate after 1 month being 96.1%, the cumulative overall
survival rate at 1 year, 2 year and 3 year is 94.6, 72.3 and 26.9%,
respectively. The mean overall survival (OS) time is 48.5 months (CI
95%: 44.7 - 52.4 months). The mean progression free survival (PFS)
time is 30.9 months (Cl 95%: 28.7 - 33.0 months).

- The study demonstrates that this therapy is realatively safe with
the complication rate being 1.7%, side effects being 20.5% and 16
patients (12.3%) having tumors in difficult locations were performed
artificial ascites or pleural effusion combinedly.

4. Thesis structure

The thesis has 146 pages with (excluding appendices and references)
Background (2 pages), Literature Review (41 pages), Subjects and
methods of study (20 pages), Results (42 pages), Discussion (38 pages),
Conclusion (2 pages) and Recommendations (1 page). There are 57 tables,
9 figures and 18 images. The reference includes 186 documents in which
21 are Vietnamese and 165 are English.
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CHAPTER 1: LITERATURE REVIEW

1.1. Epidemiology of hepatocellular carcinoma

HCC ranks the fifth of common malignancies worldwide. Southeast
Asia including Vietnam is a region with high age-adjusted prevalence
(>20/10°) in which Vietnam ranks the second.
1.2. Risk factors

The main risk factors of HCC are HBV, HCV, alcohol and non
alcoholic fatty liver disease. The less common causes include
aflatoxin, hemochromatosis, alpha 1- antitrypsin deficiency
autoimmune hepatitis and Wilson disease. In different geographic
areas with different races, the etiologies of HCC also vary.
1.3. Diagnosis

There are many methods to diagnose HCC including imaging,
biomarkers and histology. In 2012, Ministry of Health in Vietnam
released a protocol to diagnose and treat HCC in which Barcelona
(BCLC) classification was recommended to use.
1.4. Treatment
1.4.1. Surgery

Surgery is now a first-line option for HCC in early stage with
stable liver functions, especially for patients without liver cirrhosis.
However, the number of patients detected in this stage was small.
1.4.2. Liver transplantation

Milan criteria is used worldwide. In Vietnam, due to high cost and
lack of donor organs, most of patients having indications could not

approach this therapy.



1.4.3. Local therapies

Percutaneous ethanol injection (PEI) was applied commonly in
Vietnam. The follow-up study in 10 years by Mai Hong Bang
showed the survival rate after 1 year, 3 years and 5 years were 81%,
60% and 37%, respectively. For tumors with multiple walls inside,
percutaneous acid acetic injection is an option. Microwave ablation is
a therapy using microwave with frequency > 900 MHz having similar
indications compared to RFA. Laser ablation and cryoablation are
still in research.

1.4.4. Transarterial chemoembolization (TACE)

This therapy was indicated in patients with intermediate stage
(BCLC B), multiple tumors, stable liver functions and health status
(Child Pugh A-B, PS 0) to destroay the tumor, control the extention of

disease and protect normal liver tissue.
1.4.5. Radiotherapy

Transfering radioactive particles to tumors via hepatic artery is a
local therapy to destroy tumors and control toxicity to normal liver
tissue. The common agent is Y. However, the dosage and official

indications were not recommended.
1.4.6. Sorafenib

Since launching, Sorafenib has become an effective systemic
therapy for late stage patietns. According to EASL, sorafenib is
indicated for patietns with good liver funciton (Child Pugh A) and

late stage (BCLC C) or tumors extent local indications.



1.5. Radiofrequency ablation
1.5.1. Mechanism

RFA uses high frequency of 200 kHz - 20 MHz. A circuit was set
up among machine, needles, patient and pad guards. Because of huge
difference of impedance between needle tip and body tissue, when
the alternating electric current passes, it causes ionic agitation and
friction heat.
1.5.2. Indications and contraindications

According to EASL, AASLD and APASL, RFA is indicated for
HCC patients with BCLC A, which means a single tumor < 5 c¢cm or
< 3 tumors with each tumor size < 3cm and Child Pugh A or B.
Contraindications include extrahepatic metastasis, life expectancy
less than 6 months, mental changes, infection or main bile duct
invasion. Relative contraindications include tumor >5cm, severe liver
cirrhosis, more than 4 tumors, severe comorbid diseases and severe
coagulation disorders.
1.5.3. Complications

Complications post RFA could be classified on time: in the
procedure, early complication (within 6 - 24 hours post RFA), late
complications (within 30 days) or later complications.
1.5.4. Imaging after RFA

After RFA, the necrosis zone must be larger than tumor zone from
0.5 - 1cm so according to EASL, the response should be evaluated on
enhanced tissue (viable tumor) and non enhanced tissue (necrosis
zone) - mRECIST criteria.
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1.6. Researches on radiofrequency ablation

In Vietnam, RFA was applied more popularly in many medical
centres with positive results. In recent years, more hew advancements
were used to improve efficacy. The study of Le Thi My on 52
patients with Cooltip needles demonstrated the necrosis rate being
91.9%. In Gastroenterology department of Bach Mai hospital,
RF3000 was used since 2011 with Soloist and LeVeen™ needles
chosen suitably to tumor sizes. This system allows to ablate tumors 4
- 5em because the heat can spread along the array tines and each tine
can play a role as a unipolar needle to create larger necrosis zone.

CHAPTER 2: SUBJECTS AND METHODOLOGY
2.1. Subjects
2.1.1. Inclusion criteria

* Patients with HCC diagnosis based on Diagnosis Protocol
released by Vietnam Ministry of Health 2012: Pathology evidence or
typical images on enhanced CT-Scan/MRI + AFP > 400 ng/ml or
typical images on enhanced CT-Scan/MRI + elevated AFP (<
400ng/ml) + HBV/HCV carriers.

* RFA indications based on APASL 2010 recommendations:
BCLC A (1 single tumor < 5 ¢cm or < 3 tumors with each tumor size
< 3 cm; Child Pugh A, B; PS 0). For patients BCLC A with past
history of other therapies without response, RFA could be indicated.
2.1.2. Exclusion criteria

Child-Pugh C; severe coaglulation disorders (PLT < 50 G/I; PT
< 50%); Metastasis (Portal vein, hepatic vein thrombosis, lympho
node and other organs); Patients with pregnancy or pacemakers or
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severe comorbid diseases (kidney failure, heart failure). Relative
contraindication was tumor in difficult location to observe, choose
needle tract or at high risk of complications.
2.1.3. Sample size
The study assumed to compare response rate bewtween group with
unipolar needles and group with LeVeen needles chosen suitably to
tumor sizes. The formula to compare two proportion was used:
P+ P9,
N=Lpn="""35
(F-P)

In which o= 0.05 and 1 - = 80, P, = 0.3 (the successful response
proportion in the study using unipolar needle by Dao Van Long), P, =
0.6 (the successful response proportion in the study using LeVeen needle
by Cabassa). Applying the formula, the sample size needed for each
group n;=n,=40 and the total number of patients is 80 patients. This
study followed up patients along time so if assuming 10% of patients
were lost of follow-up, the minimum sample size is 88 patients.

2.1.4. Study location and duration

- Study location: Gastroenterolgoy department - Bach Mai
hospital

- Study duration: October 2011 - June 2016
2.2. Study methods
2.2.1. Study design

Clinical interventional study with one group, no control.

2.2.2. Study facilities
- Boston Scientific RF 3000 ablation machine, Pad Guard ™



- RFA neesles:

+ Soloist needle: for tumor size 1 - 1.5 cm.

+ LeVeen ™ needles: 2.0 needle for tumor size 1.5 - 2 cm; 3.0
needle for tumor size 2.1 - 3cm; 4.0 needle for tumor size 3.1 - 4cm; 5.0
needle for tumor size 4 .1- 5¢cm

- Veress needle for artificial ascites/pleural effusion

- Ultrasound machines: Samsung Acuvix A30, Hitachi Aloka
Avrietta V60 with Convex probes having 2.5 - 7.5 kHz frequency.

- Monitor machine. Sterile instrument and emergency box.

2.2.3. Research steps
2.2.3.1. Patient selection and evaluation before treatment

- Patient selection: according to inclusion criteria

- Evaluation before treatment: clinica examination, lab tests
(biochemistry, hematology, hepatitis virus screening), chest X-ray,
esophagealgastroendoscopy, Imagings (Abdominal ultrasound,
enhanced CT-Scan/MRI). Fine needle aspiration or biopsy to confirm
diagnosis. Evaluate Child Pugh Score, Okuda and BCLC
classification.
2.2.3.2. RFA technique
* Patient preparation:

Explain to patients the technique and patients sign in procedure
agreement document.

* Technique:

Based on technique protocol released by Ministry of Health and it
is important to choose needle suitably to tumor size. In difficult
locations, artificial ascites/pleural effusion with Veress needle 14G
was performed.
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2.2.3.3. Monitor side effects and complications

- Complications in procedure relating to anesthesia.

- Early complications within 6 - 24 hours and side effects (pain,
fever).

- Late complications within 30 days.

- Later complications.
2.2.3.4. Follow up and evaluation efficacy of therapy

Follow-up time: after RFA 1 month then 3 months/time
periodically in the first year then 6 months/time.
* Technical results: The mean ablation sessions, the necrosis rate,
side effects and complications.
* Clinical results: classify into different categories.

- Good response: less pain, weight gain

- No change

- Bad response: weight loss, more pain, jaundice, ascites
* Lab test result: monitor the change of

- AFP: Decrease, No change, Increase after treatment

- AST, ALT, Bil, Albumin, PT
* Imaging of tumor on CT-Scan/MRI

MRECIST criteria were used: Complete response, Parital
response, Stable disease and Progressive disease.
* Follow up OS and PFS time
* Follow up other events

Include: Local recurrence, new lesion appearance, portal vein

thrombosis, metastasis (lympho node, lung, bone or other organs).
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2.2.4. Data collection
Data were collected according to one form of medical records.

2.2.5. Data process
The data were processed with SPSS 20.0 software. The algorithm
used were Chi square, paired T, Cox regression analysis, survival

analysis with Kaplan- Meier graph.
CHAPTER 3: STUDY RESULTS

The study was conducted from October/2011 to June/2016 on 130
patients.

3.1. Patient characteristics

- Mean age was 57.5 + 10,2. Male:female ratio was 4.7:1.

- Clinical symptoms: 40,8% without symptoms. In patients with
symptoms, fatigue (30%) and RUQ pain (22.3) were common.

- Risk factors: 96 patients (73.5%) had HBV, 11 patients (8.5%)
had HCV and 59 patients (45.4%) drank alcohol regularly.

- 59 patients (45.4%) had comorbid diseases.

- 30 patients (23.1%) had past history of other therapies: 28
patients with TACE, 1 patient with PEI, 1 patient with surgery.

- Most patients were liver cirrhosis Child Pugh A (87.7%), 3
patients had no liver cirrhosis (2.3%) and 13 patients were Child
Pugh B (10%).

- 66 patients (50.8%) had AFP level < 20 ng/ml. The numer of
patients with AFP > 200ng/ml was 38 (29.2%).

3.1.1. The tumor characteristics

- 87 patients had 1 tumor (66.9%), 35 patients had 2 tumors

(26.9%) and 8 patients had 3 tumors (6.2%). 130 patients had 181
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tumors under ultrasound in which 53 tumors with size < 2cm
(29.3%), 83 tumors with size 2 - 3cm (45.9%) and 45 tumors with
size > 3 cm (24.8%).

- 97 patients (75%) had pathology results, 33 patients (25%) were
diagnosed by typical CT-Scan/MRI + AFP > 400 ng/ml.

- Classification: Okuda | - 89.2%, Okuda Il -10.8%; Barcelona A
- 87.7%, Barcelona 0 -12.3%.

3.2. Technical results

- The number of ablation - 410 times. The mean number of
ablation times for each tumor was 2.0 + 1.1. The tumors with size
>3cm had more mean number of ablation times than tumors with size
< 3cm and the difference was statistically significant (p<0.05).

- There was difference of mean number ablation times among
needles: Soloist 1.8 + 1.0 times, LeVeen 2.3 + 1.3 times (p<0.05).
3.3. Response after rfa
3.3.1. Clinical symptom change

- The percentage of patients with clinical improvement after 1
month, 3 month, 6 month, 1 year, 2 years, 3 years was 53%, 51.5%,
45%, 46.3%, 33% and 19.4%, respectively. The rate of improvement
in the group with initial symptoms was 40/59 (67.8%).

- After RFA, most of the patients maintained or gained weight.
The proportion of patients gaining weight after 1 month, 3 month, 6
month, 1 year, 2 years, 3 years was 46.2%, 47.7%, 45.7%, 45.5%,
34% and 19.4%, respectively.

- The median value of AFP after treatment 1 month, 3 month, 6
month and 1 year decreased compared to before treatment and the
difference was statistically significant (Wilcoxon test, p <0.05). In
the subgroup with initial AFP level > 200ng/ml (n = 38), the
percentage of patients decreasing AFP after 1 month was 86.8%.
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3.3.2. The tumor response after treatment
3.3.2.1. The tumor size change

- The tumor size after 1 month under ultrasound and CT-
scan/MRI was larger than initial size and the difference was
statistically significantly (p<0.05).

- There was statistically significant difference between tumor size
before and after RFA 1 month for Soloist and LeVeen 3.0 needles
(p<0,05). For other needles, there was no difference recorded.
3.3.2.2. Complete necrosis rate

After 1 month, 142 tumors achieved complete necrosis (79,3%) in
which the tumors < 2cm had highest necrosis rate (95,5%). There was
no difference among various needles.
3.3.2.3. mRECIST response

- The mean follow up time in the study: 30.0 + 11.1 months.

Table. mRECIST response over time

1 month 3 months 6 months
mREf.'ST over (N=130) (N=130) (N=129)
me n % n % n %
CR 93 71,5 105 | 80,8 | 101 | 78,3
PR 32 24,6 20 154 | 16 12,4
SD 3 2,3 2 15 2 1,6
PD 2 1,6 3 2,3 10 7,7
1 year 2 years 3 years
MRECISTOVEr | (N=123) (N=92) (N=36)
me N| % | n | % | n]| %
CR 106 | 86,2 710 | 755 | 30 | 833
PR 6 49 4 4,3 2 5,6
SD 2 1,6 1 1,1
PD 9 7,3 18 19,1 4 11,1
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- There was no difference of response after 1 month, 3 months, 6
months, 1 year, 2 years and 3 years among groups with different age,
gender, number of tumors, tumor sizes, AFP level, Child Pugh score,
BCLC classification. There was difference in mMRECIST response at
2 year between groups with and without past history of other
therapies (p=0.05).

- Cox regression analysis demonstrated tumor size, response after
1 month and past history of other therapies had correlation with

response over time.
3.2.4. Survival time

- The overall survival time of patients in study was 48.5 months
(C1 95%: 44.7 - 52.4 months). 31 patients died during follow up time
(23.8%), including 10 patients due to gastrointestinal bleeding
(32.3%), 9 patients due to liver failure (29.0%), 7 patients due to
metastasis ( 22.6%), 2 patients due to liver tumor rupture (6.5%) and
3 cases of unknown cause. Cumulative overall survival rate at 1 year,

2 years, 3 years is 94.6%, 72.3% and 26.9%, respectively.

- The mortality risks increased in patients with Child Pugh B,
tumor > 3cm or multiple tumors. Cox regression analysis showed that
past history of other therapies and response after 1 month correlated

with mortality.

- The mean PFS time of patients in study was 30.9 months (CI
95%: 28.7 - 33.0 months).
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3.2.5. Events during follow up time

- 49 patients (37.6%) had progression after the average duration of
15.2 £ 8.9 months including 41 patients (31.5%) having local
recurrence, 35 (26.9%) patients having new lesions, 6 patients having
portal vein thrombosis, 1 patient having liver metastasis spread and 5
patients having distant metastasis. Cox regression analysis recorded
male gender, mean times of ablation and mMRECIST response after 1
year correlated to the progression and past history of other therapies
correlated to local recurrence.
3.2.6. Combined therapies after RFA

34 patients were treated by other therapies after RFA including:
21 patients with TACE, 7 patients with PEI for tiny lesions or lesions
in difficult locations; 4 patients with surgery; 1 patient with liver
transplantation and 2 patients with chemotherapy when having
metastases.
3.3. Advantages, disadvantages and safety
3.3.1. Side effects and complications

- In 410 RFA times, after procedures, 4.1% cases had fever
mainly mild, 16.1 cases had RUQ pain mainly mild and 1 patient had
mild headache. All patients responded to internal therapies.
Univariate and multivariate analysis showed no correlation between
tumor size, type of needles, ablation time and intensity to side effects.

- Complications: 4 patients had bradycardia during procedures, 7
patients had complications after procedures including 2 cases of right
pleural effusion, 1 case with hemothorax, 2 cases with hematoma
under Glisson, 1 case with liver abscess and 1 case with tract seeding.
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3.3.2. Lab test change after treatment

Lab tests after treatment did not change statistically significant.
3.3.3. RFA with artificial ascites/pleural effusion
3.3.3.1. Patient characteristics

16 patients with tumors locating adjacent to other organs were
performed artificial ascites/pleural effusion before RFA. The most
common location was in VI segment adjacent to kidney or
gastrointestinal tract, then in VII or VIII segments adjacent to
diaphragm or pleura. The mean tumor size was 3.0cm with the
smallest lesion being 1.8 cm in VI segment adjacent to kidney and
the largest being 4.5cm in V1l segment adjacent to pleura.
3.3.3.2. Technique characteristics

16 patients were performred aritifical ascites/pleural effusion in
which 13 patients were performed aritficial ascites with the mean
volume of 1904 + 474 ml, 3 patients were performed artificial pleural
effusion with the mean volume of 900 + 173 ml. 13 cases used 3.0
needles and 3 cases used 4.0 needles.
3.3.3.3. Response in artificial ascites/pleural effusion group

The complete response rate is 87.5%, partial response rate is 6.3%
and 1 patient had stable disease.
3.3.2.4. Side effects and complications

- Side effects: 1 case had pain (6.3%).

- Complications: 2 patients had right pleural effusion after
artificial ascites, 1 patient had liver abscess requiring surgery when

infection status and liver function stabilized.
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3.3.2.5. Events during follow up time
- 3 patients died, 1 patient had local recurrence and 1 patient had
liver abscess after artificial pleural effusion. In surgery, that patient
was discovered to have right branch of portal vein thrombosis.
- Cox regression analysis demonstrated Child Pugh score, AFP
and response after 1 month correlated to mortality.
CHAPTER 4: DISCUSSION

4.1. Patient characteristics

Our research recorded mean age, gender distribution ratio as well as
etiologies of HCC similar to other studies conducted in Vietnam. There
were 27 patients with esophageal varices (20.8%) of whom 8 patients
were hospitalized with gastrointestinal bleeding. It indicates that
comprehensive management of complications in chronic liver disease
and liver cirrhosis patients should be more focused. Most patients had
chronic liver disease with stable stages (Child Pugh A - 87.7%).

30 patients (23.1%) were treated with other methods before RFA
in which 28 patients recieved TACE. Although TACE demonstrates
the ability to slow disease progression and improve survival for
patients, it is difficult to achieve the target lesion necrosis. In this
study, patients having past history of TACE failure were indicated
RFA or angiogenesis tumors with size of 4-5cm could be treated
combinedly TACE and RFA .

* Tumor characteristics

130 patients had 181 tumors observed under ultrasound in which
87 patients had 1 tumors (66.9%), 35 patients had 2 tumors (26.9%)
and 8 patients had 3 tumors (6.2% ). This result is similar to foreign
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studies and the number of patients with multiple lesions is higher
than domestic studies. For this group of patients, surgery indication is
very difficult especially when tumors are located in different lobes.
Therefore, RFA is an effective option. The proportion of tumor with
size > 3 cm was 24.8%, more than other studies with unipolar or
Cooltip needles in Vietham. It could be explained that for LeVeen
needles 4.0 and 5.0, the prongs can spread out and cover the whole
volume of tumor with size> 3 cm.
* Disease stage

There are 87.7% of patients in BCLC A and 12.3% of patients in
BCLC 0. According to EASL, 5-year survival rate of patients BCLC
0 was 70%.
4.2. Technical results

Our study also recorded similar results to foreign studies that
when the tumor size increases, the mean number of ablation
increases. When comparing to other studies using unipolar needles in
Vietnam, the number of ablation times in our study was lower. It
could be explained that when using unipolar needle for tumors >
3cm, more sessions must be performed. The mean number of ablation
time in Soloist group was lower than LeVeen group and the
difference was statistically significant (p<0.05).
4.3. Response after rfa
4.3.1. Clinical symptom change

After RFA, the percentage of patients with clinical improvement
and weight gain is 53.1% and 46.2%, respectively. This helps

patients to relieve mental pressure and improve quality of life.
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4.3.2. AFP level change

AFP level reduced at 1 month,3 months, 6 months, 1 year after
treatment and this difference was statistically significant (Wilcoxon
test, p <0.05). In subgroup with initial AFP level > 200ng/ml (n =
38), the percentage of patients having AFP decrease after RFA 1
month was 86.8%. AFP decrease in this subgroup is a good
prognostic factor in follow up time.
4.3.3. The tumor response after treatment
4.3.3.1. The tumor size change

The mean tumor size after treatment 1 month under ultrasound
and CT-scan/MRI was larger than initial tumor size and the
difference was statistically significant (p<0.05). It was explained
because the aim of technique is to achieve necrosis zone larger than
tumor at least 0.5cm.
4.3.3.2. Complete necrosis rate

After 1 month, 142 tumors achieved complete necrosis (79.3%) in
which the tumors < 2cm had highest necrosis rate (95.5%). The
necrosis rate decreased as the tumor size increased and the difference
was statistically significant (p<0.05). This result is similar to foreign
studies and higher than the study using unipolar needle conducted by
Dao Van Long.
4.3.3.3. mRECIST response

Currently, EASL recommends using mRECIST criteria to assess
post-treatment response for local therapies. After 1 month, 96.1% of
patients had treatment response in which complete response was
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71.5%. In studies with large sample sizes using LeVeen needles,
most authors evaluated treatment response after RFA 1 month by
complete necrosis rate. Therefore, further studies are needed to
conduct to evaluate validity of mRECIST criteria in Vietnam and to
provide general guidance in clinical practice. Cox regression analysis
recorded tumor size, mRECIST after 1 month and past history of
other therapies correlated to treatment response over time. This result
is similar to many foreign studies.
4.3.4. Survival time

In the study, 31 patients (23.8%) died during follow up time with
mean survival time of non survivors being 33.6 months (C195%: 31.7
- 35,6 months). Cumulative overall survival rate at 1 year, 2 years, 3
years was 94.6%, 72.3% and 26.9%, respectively. The mean PFS
time was 30.9 months. Our cumulative OS rate at 1 and 2 year is
similar to other publications in the world but OS rate at 3 year is
lower because the number of patients having follow-up time more
than 3 year is low (33 patients). However, the survival rate in our
study is higher than other studies using unipolar needles in Vietnam.
4.3.5. Events during follow up time

During follow-up time, 49 patients (37.6%) had progression after
15.2 + 8.9 months. Cox regression analysis recorded male gender,
multiple ablation times and response at 1 year correlated to disease
progression and past history of other therapies correlated with local
recurrence. Our study had similar results with other researchers
around the world in the rate of new lesion appearance but the local
recurrence rate was higher. Comparing to domestic studies using
unipolar needles, our study had lower new lesion appearance rate.
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4.3.6. Combined therapies

34 patients required other therapies during follow-up time after
RFA, whch has become the new trend mentioned in HCC treatment
in recent years - multidisciplinary treatment..
4.4. Advantages, disadvantages and safety
4.4.1. Side effects and complications

The rate of side effects was similar to foreign studies and lower
than domestic studies using unipolar needles. It can be explained that
for tumors >2cm, it was necessary to ablate many sessions when
using unipolar needles. The complication rate was 1.7% which was
similar to other reports in the world with complication rate ranging
from 2.2 to 10.6%. There was one case having tract seeding after 20
months despite complete necrotic zone and this patient was
performed fine needle aspiration for pathology evidence. Currently,

to resolve this situation, tract ablation was performed for all patients.
4.4.2. Lab test changes

There was no difference between lab tests before and after
treatment. The results of our study has contributed to prove that RFA
is an effective, less invasive and safe therapy.
4.4.3. RFA with artificial ascites/pleural effusion
4.4.3.1. Patient characteristics

16 patients (12.3%) were performed artificial ascites/pleural
effusion before RFA in which 13 patients were performed artificial

ascites and 3 patients were performed artificial pleural effusion.
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4.4.3.2. Technical characteristics

The volume of fluid for artificial pleural effusion in our study was
similar to other foreign studies. For artificial ascites, there is no
recommended volume. In our study, the minimum volume was
1000ml, maximum volume was 2500ml and no pain or discomfort
was recorded. 13 patients used LeVeen 3.0 and 3 patients used
LeVeen 4.0 needles. Comparing to subgroups using these kinds of
needles, there was no difference in ablation intensity and duration.
That means artificial ascites/pleural effusion ensured ablation
intensity and duration.
4.4.3.3. Response in artificial ascites/pleural effusion group

After RFA, the complete response rate in this group is 87.5%, and
only 1 patient did not respond. Our result is similar to other
publications worldwide with necrosis rate ranging 88 - 100%.
However during follow-up time, 3 patients (18.8%) died in which 2
patients were performed artificial ascites and 1 patient was performed
artificial pleural effusion. Cox regression analysis showed that Child
Pugh score, AFP before treatment and treatment response correlated
to mortality. It was similar to other publications in the world. 1
patient (6.3%) had local recurrence after 21 months. 1 patient had
hepatic abscess after 4 weeks and surgery results recorded besides the
abscess, right branch of portal vein had thrombosis.
4.4.4. Advantages and disadvantages of technique
4.4.4.1. Advantages

- Effective therapy for tumors < 3cm.
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- Choosing needles suitably to tumor size helps to reduce ablation
sessions and duration.

- Higher necrosis rate comparing to unipolar needle.

- Less side effects, shorter length of stay, normal lifestyle after
discharge, reduced symptoms and weight gain brings good impact on
patients to improve quality of life.

- Low complication rate proved the safety of technique.

- New advancement in technique including artificial ascites/
pleural effusion for tumors adjacent to other organs improved
efficacy, ensured safety; needle ablation is required to prevent tract
seeding.
4.4.4.2. Disadvantages

- High local recurrence and progression rate

- Many patients required mulitple ablation times.

- The cost is relatively high to apply more popularly.

CONCLUSION
1. RFA with needles chosen suitably to tumor sizes is an effective
therapy in clinical, lab test and imaging response aspects.

- After 1 month, the percentage of patients having clinical
improvement in the group with initial symptoms was 67.8% and the
percentage of weight gain was 46.2% of patients.

- AFP level after treatment 1 month, 3 month, 6 month, 1 year was
statistically lower than before treatment (p <0.05).

- After RFA 1 month, necrosis rate was 79.3%.

- At 1 month, 3 month, 6 month, 1 year, 2 years and 3 years after
RFA, the rate of treatment response according mRECIST was 96.1%,
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96.2%, 90.7%, 91, 1%, 79.8% and 88.9%, respectively. Tumor size,
response after 1 month and past history of other therapies correlated
to treatment response over time.

- 31 patients (23.8%) died during follow up time with mean
survival time being 33.6 months (CI95%: 31.7 - 35.6 months).
Cumulative survival rate at 1 year, 2 years, 3 years were 94.6%,
72.3% and 26.9%, respectively. Past history of other therpies and
response after 1 month correlated to mortality.

- The mean PFS time was 30.9 months (CI95%: 28.7 - 33.0
months).

- 49 patients (37.6%) had disease progresion including local

recurrence (31.5%), new lesion appearance (26.9%), portal vein
thrombosis (4.6%) and metastasis (4.6%). Male gender, multiple
ablation times and no response at 1 year after treatment were factors
correlating to disease progression.
2. RFA with needles chosen suitably to tumor size is a relatively
safe therapy with low complication rate, unchanged liver
function and good results for tumors in difficult locations with
artificial ascites/pleural effusion technique.

- Side effects after RFA: right upper quadrant pain (16.1%), fever
(4.1%). Complication rate was 0.97% in procedure and after
procedure was 1.7%.

- There was no change in lab tests before and after treatment.

- 16 patients were performed artificial ascites/pleural effusion:
93.8% responded to treatment in which 87.5% had complete
response. During follow-up time, 3 patients died, 1 patient had local
recurrence and 1 patient had hepatic abscess.
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RECOMMENDATIONS

Through this study we would recommend:

1.

To use the needle suitalbly to tumor size helps to reduce
number of ablation times and side effects after treatment so it
should be applied widely.

To develop aritifical ascites/pleural effusion techniques for
tumors in a difficult location adjacent to other organs.

To use mRECIST criteria to evaluate treatment response after
RFA

With the complication rate beingl.7%, this is a relatively safe
technique. To avoid tract seeding, ablation along needle tract

is required.
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