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GIOI THIEU LUAN AN
1. Pt vén dé

Ung thu biéu md té bao gan (HCC-Hepatocellular Carcinoma) la
mot trong céac loai ung thu gan nguyén phat hay gap nhat. Trong cac
khdi u gan gom nhiéu loai khac nhau: lanh tinh, 4c tinh, nguyén phat,
thir phét, trong d6 ung thu té bao gan (UTTBG) chiém 90% téng sé
ung thu gan va 1a nguyén nhan tir vong dung hang thir 3 trong tong
s6 nguyén nhan tir vong do ung thu, hang nim c6 khoang 1 triéu
truong hop t&r vong do UTTBG. Trong khoang 2 thap ky qua ty 1€
bénh nhan méc viém gan B, C khong ngimg ting 1én. Tai My c6
khoang 3 triéu ngudi mic viém gan C va 1,2 triéu nguoi mic viém
gan B, trong d6 c6 khoang 0,5%-5% phat trién thanh ung thu moi
nam. Tuy nhién ty 18 UTTBG tai My van con thip hon tai cac nudc
Pong Nam A, Chau Phi va Trung Qudc.

Phau thuat ct gan 1a phuong phéap diéu tri co ban cho UTTBG.
Tuy nhién, ty & cat bo trong UTTBG chi chiém khoang 30%. Trong
do6 cat gan 16n thuong gap, chiém ty 1& 76% cac truong hop cat gan
do UTTBG. C6 nhiéu phuong phap khac nhau diéu tri UTTBG nhu:
tiém con, dét séng cao tan, nit mach héa chat hoac phau thuat. Trong
diéu tri khdi u gan cac phuong phap nay cé thé dugc phdi hop voi
nhau tly thudc giai doan bénh, tinh chat, dic diém ton thuong cua
khéi u. Viéc phdi hop cac phuong phap diéu tri ndy nham ting ti 1é
diéu trj triét can tir d6 lam tiang thoi gian sdng va giam ti 16 tai phat
sau mo6. Hau hét cac nghién ciu trén thé gisi chi ra rang c6 dén 50-
60% cac truong hgp UTTBG dugc phau thuat tai phat trong vong 2
nam dau sau mé, dic biét & nhitng truong hop khéi u gan Ion c6 kich
thudc trén Scm do thudng c6 nhan vé tinh va xam Ian cac mach méu
trong gan.

Véi dac diém khoi u giau mach va thuong phét trién trén nén gan
x0, chtre ning gan kém nén viéc phdi hop nat dong mach (PM) héa
chat trude sau d6 phau thuat trong trueang hop thé tich gan con lai du



hoac phdi hop nat DM héa chét véi nat tinh mach cira (TMC) trong
truong hop thé tich gan con lai khong du, sau d6 phau thuat 1a mot
bién phap diéu tri hiéu qua dbi voi UTTBG vi vira lam ting ti 1& bénh
nhan duoc phiu thuat, dong thoi 1am giam ti 18 tai phat va kéo dai
thoi gian séng sau mo. Chinh vi loi ich caa cac bién phéap can thiép
mach truéc mdé UTTBG ma phuong phap nay di dwgc ap dung
thuong quy tai nhiéu trung tim gan mat trén thé giéi. Tai Viét Nam
nGt dong mach gan (PMG) dé diéu tri UTTBG khong con chi dinh
mo da duoc &p dung tir 1au. Tuy nhién nit DPMG hoic nat DPMG phdi
hop nat TMC truéc md cét gan thi méi duoc ap dung. Do dé ching
toi thuc hién dé tai: “Nghién ciru dic diém 1am sang, can 1am sang
va két qua phiu thuat cit gan do ung thw té bao gan sau nat
dong mach gan” vai 2 muc tiéu:
1. M0 td ddc diém l1am sang, cdn 1am sang bénh nhin ung thu té
bao gan dwoc mit dong Mach gan tredc mé cdt gan.
2. Pdnh gid két qua cat gan dwge mit dong Mach gan  trudc mo
trong diéu tri ung thir té bao gan.
2. Tinh c4p thiét cia dé tai

Cho dén nay phiu thuat cit gan van la phuong phap diéu tri co
ban ung thu té bao gan. Tuy nhién ti & cit bo chi chiém khoang 30%
va c6 dén 50-60% tai phat trong vong 2 nam dau. Nut dong mach gan
don thuan hodc nat DPMG phdi hop véi nat tinh mach cira trugc md
trong diéu tri ung thu té bao gan da duoc nhiéu trung tdm phau thuat
gan-mat trén thé gioi do 1am ting ti 1é bénh nhan dwoc phiu thuat cit
bo, giam ti I& tai phat sau mo va kéo dai thoi gian séng thém.

Tai Viét Nam nat déng mach gan hoac nat déng mach gan phéi
hop nut tinh mach cta diéu tri khéi ung thu té bao gan dwoc nhiéu
trung tdm &p dung. Tuy nhién chua c6 mét nghién ctru nao danh gia
day du vé vai trd cua nat dong mach gan hoic nat dong mach phéi
hop vé&i nit tinh mach cira truéc md. Do d6 nghién ctru ndy nham
danh gia vai trd cua nat dong mach gan trudc mé va cac yéu tb anh
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hudng dén tai phat va thoi gian song thém sau mé gidp cai thién yéu
t6 tién lugng & nhitng bénh nhan ung thu té bao gan va gop phan vao
su phét trién cua chuyén nghanh gan mat tai Viét Nam.
3. Nhirng déng gop méi caa luan an

Pay 1a cong trinh dau tién ¢ Viét nam nghién ctu vé dac diém
lam sang, can 1am sang va két qua phau thuat cit gan ¢ bénh nhan
ung thu té bao gan duoc nut dong mach gan truéc mo tir d6 dua ra
chi dinh dung ¢ nhiing truong hop can can thiép mach trugc mod
nham cai thién thoi gian séng va giam ti Ié tai phat sau mo.

Nghién ciru tién hanh & 100% bénh nhan ung thu té bao gan dugc
nat dong mach gan truéc mo hoic nit dong mach gan phdi hop véi
nut tinh mach cira phai phi dai gan trai néu thé tich gan trai con lai
khong du.

4. Bo cuc cha luan an

Luan an day 125 trang kho gidy A4, dugc phan ra 4 chuong, trong
do: dat van dé 02 trang, tong quan: 37 trang, ddi twong va phuong
phap nghién ctu: 12 trang, két qua nghién cau: 33 trang, ban luan: 38
trang, két luan va kién nghi: 3 trang.

CHUONG 1
TONG QUAN

1.1. Co s& giai phiu gan va sy phan chia gan
1.1.1. Hinh thé ngodi va phan chia gan

Gan la tang Ion nhit trong co thé, chiém khoang 2-3% trong
luong co thé, co 2 thuy dién hinh duoc md ta theo 2 cach: giai phau
hinh thai hoc va giai phau chuc ning. Gan nam khu tr( & Y4 trén
mac treo dai trang ngang bén phai, dudi co hoanh, dugc bao vé
boi khung xwong suon va duoc gitr dang vi tri bai hé théng céac
day ching (day ching tron, day ching tam giac phai va day ching
tam giéc trai).

Sw phan chia cia gan: theo ¢ dién dwa vao hinh thé ngoai, gan
dugc chia thanh 2 thuy phai va trai. Cé 3 phan loai dugc sir dung
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nhiéu trén thé gisi dai dién cho 3 truong phai vé phan chia gan: hé
Anh My, hé Phap va Viét Nam. Thuy gan dung dé goi cac thuy c6
dién theo hinh thé ngoai cua gan, ntra gan phai va trai ngin cach nhau
baoi khe chinh chia thanh 2 phén thuy trudc va sau, riéng thuy duoi
(S1) theo phén loai ciia Couinaud hay con goi la ha phan thay 1. Cac
phan thuy lai duoc chia nho thanh cach ha phan thuy va dugc danh s6
gidng cac phan thuy ciia Couinaud tir 1 — 8.

1.1.2. Giai phau déng mach gan (PMG), cac dang bién doi va &ng
dung trong nit PMG va phiu thuit cat gan

PMG chung tach ra tir dong mach than tang di 1én va chia nhanh
thanh DMG riéng va PM vi t trang. PMG riéng sau d6 chia thanh
PMG phai va PMG trai. Tuy nhién DPMG c¢6 nhiéu dang bién doi va
phan loai khac nhau. Viéc nim viing giai phau PMG va cac dang
bién ddi c6 vai tro rit quan trong trong nut PMG truéc md dé xac
dinh va lam tic ngudn mau nudi khdi u tir d6 1am ting hiéu qua cua
nit PMG nhim dat duoc ti 1& hoai tir khdi u & mac cao nhét cé thé,
tranh céc bién chimg trong qua trinh nut dong thoi han ché céc tai
bién trong mé do bat thuong giai phau gay nén.

1.1.3. Giai phiu tinh mach gan, cac dang bién ddi va Wng dung
trong miit PMG va phiu thuit cit gan

Tinh mach gan c6 thé chia thanh 3 nhém: tinh mach & trén, & gitra
va ¢ dudi, 3 tinh mach ¢ nhém phia trén (tinh mach gan phai, gan
gitra va gan tréi).

Tinh mach gan & trén: tinh mach gan trai chi nhan mau cua ha phéan
thuy 2, 3 va thuong hop véi tinh mach gan gitia thanh than chung,
tinhnh mach gan gitta d thing vao tinh mach cha dudi chi gip
khoang 3%. Trong hau hét cac truong hop 1a d6 vao tinh mach gan
trai tao thanh than chung, tinh mach gan phai 1a tinh mach gan Ién
nhat, nam giira thay bén bén phai va thiy giita bén trai, nhan mau cia
mot s& nhanh HPT 5, 8 va tat ca cac nhanh cua HPT 6, 7.



Cac tinh mach gan & giira va duéi: ¢ bo phai, nhom tinh mach gan
& gitra va & dudi ciing ¢ mot s6 vai trd quan trong. Trong khoang 25%
s6 truong hop nhom tinh mach gan & gitra, & dudi hoic ca gitra va dudi
c6 kich thudc to va ¢ tng dung trong phau thuat. Bién doi giai phau
tinh mach gan it ¢6 vai trd trong cat gan va nit PMG.
1.1.4. Giai phiu tinh mach cira (TMC), c4c dang bién déi va irng
dung trong nat TMC va phiu thuit cit gan

TMC duogc hinh thanh do tinh mach (TM) mac treo trang trén hop
vai than TM lach-mac treo trang dudi, ri vao ctra gan chia hai nhanh
phai va trai. Thong thuong than chinh TMC chia Iam 2 nhdnh TMC
phai va nhanh TMC trai (loai 1). Ngoai ra con c6 bién d6i TMC chia
lam 3 nhanh: TMC trai, TMC trudc phai va TMC sau phai (loai 2) va
loai bién d6i TMC sau phai 1a nhanh dau tién caa TMC phai (loai 3).
Trong cit gan cac bién dbi giai phau TMC thuong it dwoc nhic dén .
Tuy nhién trong nit TMC gay phi dai gan ciing s& khé khan hon néu
c6 bién dbi giai phau do phai nit tai nhiéu vi tri.
1.1.5. Gidi phdu dwiong mdt, cic dang bién doi va ting dung trong
phdu thudt cdit gan

Sy phan chia coa cay dudong mat theo hé théng TM gan, c6 rét
nhiéu cac dang bién d6i giai phau dwong mat khac nhau ma hau hét
c4c bién do6i nay 1a do vi tri hop nhat ciia 6ng gan phén thuy trudc véi
bng gan phan thily sau hoic véi dng gan tréi. Viéc nam viing giai phau
duong mat va cac dang bién dbi c6 y nghia rat quan trong trong cit
gan nham giam ti Ié bién chirng rd mat sau mé.
1.2. Chén do4n va diéu tri ung thwr té bao gan
1.2.1. Chéin dodn ung thw té bao gan

- Theo Hai nghién ctru bénh ly gan Chau Au: néu khdi u < 1cm s&
theo ddi bang siéu am 3 thang/ 1an, khéi u 1-2cm sinh thiét u va khdi
u > 2cm: chan doan xac dinh UTTBG khi ¢6 2 bién phap chan doan
hinh anh phat hién khdi u giau mach hoic 1 bién phap chin doan
hinh anh két hop o«cFP> 400ng/mL.
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- Theo Hoi nghién ciu bénh Iy Gan ciia My: khdi u < 1cm theo
ddi bang siéu am 3-6 thang/ lan, kich thudc khéi u > 1cm chan doan
xac dinh dya vaophim chyp cét I6p vi tinh hoac cong huong tir dong
hoc (ngdm thubc nhanh thi DM va thai thudc nhanh thi tinh mach —
washout), sinh thiét dé khang dinh chan doan khi khong c6 dau hiéu
thai thudc dién hinh.

- Hoi nghién cttu bénh 1y gan Chau A Thai Binh Duong (APASL-
2010): khong dya vao kich thudc khdi u gan, chan doan xac dinh
UTTBG bang dau hiéu thai thudc nhanh trén cac phuong phap chan
doan hinh anh, c6 yéu té nguy co giy viém gan man tinh (B,C hoic
ruou), «cFP> 400ng/mL, khong du cac tiéu chuan trén thi sinh thiét.
1.2.2. Diéu tri phéiu thudt ung thuw té bao gan

Chi dinh diéu tri phdu thuit: u gan don doc hodc nhiéu u nhung
khu trd, khdng han ché vé kich thu6c u, chua xam l4n cac mach mau
16n nhu tinh mach cha dudi, thin TMC, chua c6 biéu hién di cin xa
va khong mic cac bénh 1i man tinh nang.

Pinh gia trwde mo cit gan

- Hé théng phan loai Child: ban dau chi dwa vao 4 yéu té: bénh
ndo gan, dich 6 bung, ndng do bilirubin va albumin trong méu, vé sau
Pugh c6 thém vao ty 1& prothrombin hay INR d thng nhat thanh
phan loai Child-Pugh gom 5 yéu td.

- Bo d¢ thanh thai Indocyanin trong mau (ICG test): Indocyanin la
hop chat albumin va alpha-1llipoproteins nhuém mau xanh cua
tricarboncyanine, dinh lwong nong d6 ICG trong mau tai thoi diém
15° s& danh gia dugc chirc ning té bao gan.

- Po thé tich gan con lai: biang chup CLVT do dugc V gan du kién
con lai sau khi cat bo khi ty 1& V gan con lai/P > 1% hozc ty 16 V gan
con lai/ V gan chudn > 40% méi du diéu kién dé thuc hién cit gan lon.

Phiu thuat cit gan diéu tri ung thw gan: c6 nhiéu phuong phap
cit gan khac nhau trén thé gigi



+ Ky thuat cat gan cua Ton That Tung: la cat gan c6 ké hoach,
kiém soat cubng mach trong nhu mé. Cé 2 dong tac cam mau la cap
toan bo cudng gan (nghiém phap Pringle) va thét truc tiép cudng
mach trong gan.

+ Ky thuat cat gan theo Lortat-Jacob: cap cat céc thanh phan
cubng gan & ngoai gan sau d6 mai cit gan.

+ Ky thuat cat gan theo Henri-Bismuth: két hop ca 2 phuong phap
cit gan ctia Ton That Tang va Lortat-Jacob.

+ Ky thuat loai bo hoan toan mach méu ciia gan trude khi cat gan:
&p dung trong mot sb it trudng hop u 16n, thAm nhidm tinh mach cha
dudi.

+ Ky thuat cat gan bang dong tac treo gan cua Belghiti: luon day treo
gan & khoang v mach phia truc tinh mach chu trong truong hop cét
gan phai.

+ K§ thuat cit gan theo Takasaki: kiém soat cudng gan ngoai bao
Glisson, cac cubng gan duoc budc va cit trude khi cit nhu mé gan.
1.3. Niit PMG héa chat truéc mo
1.3.1. Co s6 chi dinh niit PMG héa chit trude mo

Nut PMG c6 tac dung lam hoai tir nhan vé€ tinh quanh khéi u chinh,
giam xam 1an cic mach méau trong gan, giam huyét khéi trong khdi u
day 1a mot yéu tb tién lwong quan trong trong viée di cin trong gan
sau mo. Ngoai ra, niit DMG c6 thé thuc day sy hinh thanh cac vo xo
quanh khéi u do ¢6 thoai trién va hoai tir va kém theo thdm nhiém té
bao viém, xo hdéa. Do d6 hinh thanh vo xo hoan toan va tang do day
vo bao quanh khdi u tranh lam roi t& bao ung thu trong qua trinh
phau thuat.

1.3.2. Chi dinh niit PMG héa chit truée mo

Nut DPMG dugc chi dinh cho truong hop khéi UTTBG kich thude
16n trén 5 cm, nong dd oFP cao trude md, ¢ nhan vé tinh quanh khéi u
chinh hoic truong hop khdi u nhé nhung chirc ning gan kém c6 thé tién
hanh nat DMG va hdi stc ndi khoa chd md hogc truong hop khéi u & vi
tri gidi phau chua rd ring voi cac mach mau 16n trong gan.



1.3.3. Quy trinh niit PM héa chit va hi¢u qud sau niit PMG

Noi dung co ban cua phuong phap nit DPMG 13 héa chat chong
ung thu duoc tron déu voi lipiodol tao thanh mot nhii dich gém cac
giot nho (droplets) lipiodol bao boc quanh héa chat (dang nudc trong
dau, water in oil), sau d6 duoc bom vao nhanh PM nuéi khdi u cho
dén khi khdi ngadm day thudc va két thic bang bom spongel cit nho
~1 mm?tron véi thudc can quang nude 1am tic nhanh DM nay.

Trong nat DMG lipiodol chii yéu lam chiic nang van chuyén hoa
chat chong ung thu di qua hé PM ting sinh dén cac té bao khéi u va
dugc giit lai ¢ do, 1am tic cac tiéu DM va xoang TM. Hoa chit
Doxorubicin dugc tim thiy trong khéi UTTBG giam dan va chi bién
mat sau 10 tuan. Trong nit PMG hoa chat bi dong mau DM day vé
hé TM rét it va cham nén ndng d6 ctia N6 trong méau ngoai vi rat thap.
1.3.4. Bién chitng va theo ddi sau niat PMG

Céc bién chiing c6 thé gap thudc cac nhom: bién chimg ky thuat,
bién chting ton thuong gan, bién chiing ngoai gan va bién ching toan
than. Bién ching nguy hiém nhat sau ntit DPMG 1a suy gan cip khéng
hoi phuc. Ngoai ra c6 thé gap cac bién ching ngoai gan nhu: nhdi
maéu tGi mat, nhdi mau lach, tic mach phdi, ton thuong tay séng
do tic PM lién suon 10, 11 hodc xuat huyét tiéu hoa

Theo déi sau niit DPMG: Theo dbi hoi ching hily hoai té bao gan
(AST, ALT), cong thirc mau, chirc nang gan, a-FP va nut PMG lap
lai khi:

+ Nt lai theo ké hoach: trong truong hop cac bac si can thiép
chan doan hinh anh danh gia nit 1an 1 khdng lam tic hoan toan
ngudn mau nudi u do khéi u 16n, ngudn mach nudi u nhiéu, thoi gian
can thiép kéo dai

+ Nt lai khong theo ké hoach: trong truong hop theo doi sau
nat thay khdi u dap tng véi lan nat truéc khdng hoan toan, con ton
thuong khong ngdm thudc hozc khi danh gia lai dap ung cua khéi u
trugc md thay sut hién tén thuong mai.



1.4. NGt TMC phai giy phi dai gan trai phéi hop véi mit PMG
truréc mo

1.4.1. Co s6 chi dinh nit PMG phéi hop nit TMC phii gdy phi dai
gan trdi truéc mé

V6i dac diém UTTBG duoc cip méu chu yéu tir PMG va thuong
phét trién trén nén gan xo nén ludn ton tai shunt gitta MG va TMC. Nt
PMG phdi hop nit TMC vi ntiit PMG chéng lai qué trinh phét trién cua
khdi u trong khoang thoi gian chd mé dong thoi nat DMG 1am tang hiéu
qua cia nat TMC gdy phi dai gan do 1am tic cac shunt DM-tinh mach
trong gan.

1.4.2. Chi dinh va chéng chi dinh

Chi dinh: thé tich gan con lai khong dii (ty 18 thé tich gan con lai voi
trong luong co thé < 1% hodc V gan con lai/ V gan chudn < 40%).

Chong chi dinh: di cin xa, ton thuong ung thu gan lan rong, rdi
loan dong mau khong diéu tri duoc, khdi u x4m 14n tinh mach ctra;
tang ap luc tinh mach ctra.

1.4.3. Ky thudt nit TMC va niit PMG phoi hop truéc mé

Pudng vao tinh mach ctra theo dudng qua da (cung bén hoic dbi
bén) va duong qua tinh mach mac treo trang. Vat liéu PVA dugc st
dung pho bién nhat hién nay va la vat liéu gy tac vinh vién. Nut DMG
phéi hop thuong duoc nit trudc khi nit TMC tir 1-4 tuan tdy theo
tirng nghién cau.

1.4.4. Dién bién 1am sang sau nit PMG va nat TMC phdi hop
truéc md

Nhu cac trudng hgp nat DPMG don thudn trudéc md, cac truong
hop ¢6 chi dinh nGt TMC phéi hop truéc md ciing thuong cé biéu
hién hoi chirng sau nut va thuong dién ra trong vong 3-5 ngay sau nit
va chi can diéu tri triéu chung, dén thoi diém nat TMC thi thuong cac
xét nghiém chirc nang gan va triéu chiang 1am sang ciing tré vé binh
thuong. Do sy thay ddi chirc nang gan sau nit tinh mach cira thuong
rat it nén biéu hién 1am sang thuong thoang qua (50% khong co biéu
hién gi dang ké).
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1.4.5. Bién chirng sau niit PMG phoi hop véi niit TMC
Ngoai cac bién chimg nhu trong ntit PMG don thuan thi cic bién
chimg sau nut tinh mach cira thudng khong nhiéu. Ciing nhu cac can
thi€p qua da vao gan, nut tinh mach ctra co thé gap cac bién chung:
Chay mau duong mit, chay mau, ty mau dudi bao, nhiém trung....
Mot s bién chung dac hiéu sau nat TMC: Tai thong sau nt, huyét
khdi tinh mach cura, tdng 4p luc tinh mach ctra gdy gidn tinh mach
thuc quan va chay mau.
Chuwong 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Pbi twong nghién ciru
Bao gom nhitng bénh nhan dugce nat PMG hoic nat DPMG phdi
hop ndt TMC va diéu tri phiu thuat tai bénh vién hitu nghi Viét
Durc tir 08/2012 dén 12/2016.
2.1.1. Tiéu chudn lwa chon bénh nhin
T4t ca cac BN ca nam va ni, trén 16 tudi, duoc chan doan
UTTBG trudce khi niat DPMG véi céc tiéu chuan sau: c6 két qua sinh
thiét khing dinh ung thu té bao gan nguyén phat hoic c6 du tiéu
chuan 1am sang + can 1am sang dé chan doan xac dinh, BN duoc nit
PMG hodc nit DPMG phdi hop nit TMC, chic ning gan trudc mo
trong gigi han binh thuong hoic xo gan Child-Pugh A ddi vai cit gan
Ié6n va Child-Pugh B véi truong hop cit gan nhé.
2.1.2. Tiéu chuan loai trir
Giai phau bénh khong phai 1a UTTBG hoic tir chdi véi phuong
phap diéu tri dwoc chi dinh.
2.2. Phuwong phap nghién ciru
2.2.1. C¢ mdu nghién ciru: 1a mot nghién ctru lién quan dén phau thuat
cét gan 16m trong diéu tri UTTBG, ¢& mau duoc tinh theo cong thirc.
Z’ a-ay<p(1-p)
n= d’
V&i Z%.: gid tri gisi han twong (ng véi do tin cay 95%, p: ty Ié
tir vong sau mo cat gan 2% (0,02) va sai s6 tdi thiéu cho phép 12 0,05.
Thay vao cong thirc ¢6 s6 BN téi thiéu can c6 la 30 BN.
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2.2.2. Phwong phap nghién ciru

Nghién ctru mé ta can thigp khong ddi ching
2.2.3. Thoi gian va dia diém

Thai gian: tir thang 08/2012 dén 12/2016 (52 thang) tai bénh vién

Viét buc.

2.2.4. Thiét ké nghién ciru

UTTBG

l

Daénh gia kha ning phau thuat: Child + V gan

- Chtrc nang gan: Child A
-V gan con lai du
- Khéi u dusi 5ecm

- Chirc nang gan:
Child A
-V gan con lai ko

- Kich thuéc lon (>
5cm), vi tri phuac tap
- Chue nang gan: Child

du:<1%P B
Nut PMG+ntt TMC Nat PMG + hdi strc
CAT GAN CAT GAN CAT GAN

!

Panh gia két qua gan + xa
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2.2.6. Cadc chi tiéu nghién ciru
2.2.6.1. Pdc diém lam sang va cdn lam sang truée mo

bic diém 1am sang: tudi, gioi, tién sir viém gan, tién st nghién ruou,
li do vao vién, thoi gian dién bién bénh, triéu chimg 1am sang.

Dic diém can 1am sang: xét nghiém cong thirc mau, sinh hoa mau,
chat chi diém khéi u oFP va méi lién quan dén tai phat va thoi gian
song sau mo, dd Child-Pugh trudc md, dic diém khdi u trén siéu am,
chup cit 16p vi tinh, nat PMG
2.2.6.2. Chi tiéu vé phdu thudt

Pudng md, tén thuong trong md, loai cit gan cu thé, phuong phap
cit gan, ki thuat cét gan, dién bién trong md: truyén méau trong mo,
tai bién trong mo.
2.2.6.3. Chi tiéu vé bién chirng sau mé va két qua gidi phau bénh

Bién ching sau mé: Theo Dido bién chiing sau mé dwoc chia lam
5 d¢. Bién chtng cu thé gdbm: chay mau sau md, ro mat sau mo, suy
gan sau md, suy than cip sau mo, tran dich mang phdi sau mé, ap xe
tén du sau mo.

Dic diém giai phau bénh khi u: kich thuéc khdi u, ti 1¢ hoai tir
khéi u, 46 xo gan, mirc do biét hoa cua té bao, nhan vé tinh quanh
khoi u va méi lién quan dén tai phéat sau mo.
2.2.6.4. Chi tiéu vé két qua xa sau mé va thoi gian song thém

Ti lé tai phat, ti 18 tir vong sau md, thoi gian sdng thém va xac
suit sbng thém sau mo, méi lién quan gitra cac yéu tb véi thoi gian
séng thém.

2.2.8. Xir Iy s0 ligu

S liéu duoc xir Iy theo phuong phap théng ké y hoc voi sy trg

gilp cua phan mém SPSS 16.0 va st dung cac thuat toan thong ke.
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Chuong 3
KET QUA NGHIEN CUU
3.1. Dic diém chung
3.1.1. Pic diém lam sang

- Tubi, giéi tinh: Tudi trung binh 48,813, cao nhét 13 68 tudi,
thap nhat 1a 19 tudi, nam giGi chiém 80,4%, nit gidi chiém 19,6%.

- Tién sir, yéu t6 nguy co: tién sir viém gan B (43,5%), nghién
rugu chiém 26,1%.

- Bénh nhan phét hién tinh c& 47,8%, dau bung chiém 34,8%, giy sut
cAn 17,4% va hau hét thoi gian dién bién bénh dudi 1 thang chiém 39,1%.
3.1.2. Cdn lam sang

Xét nghiém cong thirc mau-dong mau: Cac chi tiéu xét nghiém
cong thirc mau nhu: sé lwong hong cau, ndng d6 hemoglobin, sb
lugng bach cau, sb luong tiéu cau va ti 1é prothrombin déu trong gioi
han binh thuong.

Xét nghiém sinh hoéa: Céc xét nghi€ém sinh héa mau danh gia
chtre ning gan, than cia nhom nghién ctru déu trong gidi han binh
thuong, ndng d6 albumin trudc md c6 mdi lién quan dén ti 16 tai phat
sau md (p<0,05).

Xét nghiém virus viém gan, chit chi diém khoi u: Ti 16 HbsAg
dwong tinh chiém 89,1%, ti 1¢ nhiém HCV rét thap chi (4,3%). Nong
d6 ocFP trung binh & nhém c6 tai phat sau mo cao hon so véi nhom
khong c6 tai phat sau md voi p=0,049.

Pic diém khoi u trén chian doan hinh anh: kich thudc khéi u
trung binh trén siéu am 6,842,2 cm va trén chup cat 16p vi tinh
7,16+2,78 va & nhom tai phat sau mb ¢6 kich thude trung binh khéi u

16n hon so véi nhom khéng c6 tai phat sau mé véi p<0,05.
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3.2. Chi tiéu niit PMG truéc md

Ti 1¢ hoai tir u trung binh 14 68,5%, thap nhat 1 10% va cao nhat
1a 100%. Giita cac nhém c6 s lan niat mach khac nhau ¢ ti 1¢ hoai
tr u khac nhau, sy khac biét nay khong co ¥ nghia thong ké véi
p>0,05 c6 25 BN dugc niit DMG 1 1an trude md (6 truong hop co tai
phat sau md) va 21 BN dugc nit DMG > 2 1an (6 truong hop tai phat
sau md), sy khac biét khong c6 ¥ nghia théng ké (p=0,725).
3.3. Chi tiéu vé phiu thudt

Cit gan 16n c6 28 BN (60,9%), cit gan nho c6 18 BN (39,1%),
trong nhom cat gan Ién c6 9 BN c¢6 tai phat sau mé chiém 32,1%, s6
BN tai phat sau mé trong nhoém cit gan nho 1a 3 BN chiém 16,7%. Sy
khéc biét khong c6 y nghia thong ké véi p>0,05.
3.4. Bién chitng va tir vong sau mé

Ti 18 bién chitng sau mé chiém 10,9%, trong d6 & nhom cit gan
Ién c6 4 BN (14,3%), bién chung tran dich mang phdi gip chu yéu
sau cat gan 1én (14,3%), suy gan sau mo 2BN (4,3%) trong d6 1
trudng hop BN tir vong 3 thang sau mé do suy gan khong hdi phuc
va mot trudng hop diéu tri noi khoa on dinh.
3.5. Pic diém giai phdu bénh, moi lién quan dén ti 1¢ tai phat va
thoi gian song sau mo

Kich thwée khéi u va lién quan dén tai phat sau mé: Kich
thude khéi u trung binh 7,96+4,17cm. O nhém tai phéat sau mo kich
thuéc khbi u 16n hon so véi nhom khong c6 tai phat sau md, & nhom
kich thudc u trén Scm c6 ti 1€ tai phat 1a 37% va ti I¢ nay & nhom co
kich thudc khéi u dudi 5 cm 13 10,5% véi p<0,05.

Ti 1¢ nhin v¢ tinh quanh khéi u chinh va tii phat sau mé: Ti 1¢
tai phat & nhom BN ¢ nhan vé tinh quanh khéi u chinh chiém 54,5%
va ti 18 tai phat sau m6 ¢ nhoém khong co nhan vé tinh quanh khéi u
chinh chi 1a 17,1% véi p=0,014
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3.6. Nong do «cFP sau mo va moi lién quan den tai phat sau mo

Bing 3.26: Xét nghiém oFP sau mé

) Tai phatsauméd |_,
ocFP sau mo , - Tong so p
Co Khéng
Trung binh 1823,6 22,9 492,6
Gia tr Do Iech 57322 | 450 | 29449 | p=0,068
(ng/mi) Thap nhit 2 1,0 1,0
Cao nhat 2000 162,7 2000
oran g | B heong [ 6 28 34
an nhém
. (<20) % 17,6% | 82,4% | 100%
AFP sau mo p=0,028
n 6 6 12
(ng/ml) Cao (> 20)
% 50% 50% 100%

3.7. Két qua xa sau mo
Tir thang 08/2012 dén 12/2016 c6 46 trudng hop ung thu té bao
gan trong nghién ciru voi thoi gian theo ddi sau md dai nhat 1a 52
thang va ngin nhat 1a 3 thang v6i thoi gian song thém trung binh sau
md 1a 44+2,75 thang.
3.7.1. Ti 1§ chét va tai phat sau mo
Bing 3.27: Ti I¢ chét va ti I¢ tdi phdt sau mo

Chi tiéu n %
. Do tai phéat 6 13%
Ti lé chét :
Do suy gan sau mo 1 2,2%
Ti lé tai phat sau mo 12 26,1%
Tong 13 28,3%

3.7.2. Khio sat mdt sé yéu t6 véi thoi gian sdng thém sau mé
Nong d6 oFP trwéc md va thoi gian séng thém sau mé: thoi
gian séng thém sau mé & nhom c6 nong do oFP truéc mo dudi
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400ng/mL cao hon nhom c6 néng d6 aFP> 400ng/mL (p<0,05) va ti
I& sbng thém 1 ndm, 2 ndm va 3 nam sau mo cua nhom cé nong do
oFP dudi 400ng/mL 1a 95,7%, 88,3% va 88,3% cao hon nhoém co
néng do oFP trén 400ng/mL véi ti 1¢ twong tng 1a 77,8%%, 71,8% %
va 71,8% (p <0,05).

Kich thuéc khéi u: BN co kich thudc khdi u dudi 5em thi xac
Xuat séng thém trong vong 20 thang dau gan bang 100%, nguoc lai
khi kich thuéc khdi u trén 5cm thi tir vong thuong say ra trong 20
thang dau tién sau mo. Nhom kich thuéc khdi u dudi Sem chua co
BN nao tir vong véi thai gian theo ddi dai nhat Ia 35 thang, nhom co
kich thuéc khéi u trén 5cm thi ti 18 séng thém 1 ndm, 2 ndm va 3 nim
sau md tuong ng la 80,8%, 71,3% va 71,3%

Nhan vé tinh quanh khdi u va thoi gian séng sau mé: thoi gian
séng thém trung binh sau mé ¢ nhém khong c6 nhan vé tinh quanh
khdi u chinh cao hon nhiéu so véi nhém c6 nhéan vé tinh, ti 1& séng
thém 1 nam, 2 nim va 3 ndm sau md & nhdm khong ¢ nhan vé tinh
véi ti 1€ twong ung 1a 97,1%, 93,4% va 93,4% cao hon nhom c¢o
nhan vé tinh quanh khéi u chinh vai ti 18 tuong ung la 63,6%, 50,9%
va 50,9% (p=0,03).

Nong d6 oFP sau mo va thoi gian séng thém: thoi gian song
thém caa nhém cé nong do oFP sau md binh thuong sau mé la
47,56+2,34 thang dai hon so voi nhém c6 nong do oFP sau md ting
la 17,3+1,82 (p<0,05). Ti I¢ sng thém 1 nim, 2 nim va 3 nim sau
mé & nhém ¢ nong do6 aFP<20ng/ml déu cb ti 1¢ 1a 90,3% con &
nhom c6 ndng d6 aFP cao sau md ¢ ti 1& twong wng la 83,3%, 37,5%
va 37,5%(p<0,05).
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Chuwong 4
BAN LUAN
4.1. Pic diém chung ciia nh6m nghién ciru
4.1.1. Dic diém lim sang

Trong nghién ciu cua ching téi nam gigi chiém da sb 80,4%, tudi
trung binh 48,8+13 két qua nay tuong ty VoI mot s6 nghién cau
khac trén thé gisi nhu nghién cua Nishikawa va Ja Young Kang.
Ti Ié BN c6 viém gan trong nghién curu cua chdng téi la 43,5%. Tuy
nhién trong thyc té khi 1am xét nghiém mau thi ti 1& nhiém virus viém
gan B 1én dén 89,1% két qua nay cao hon nhiéu cia Nishikawa va
twong tu cua Ja Young Kang.  Triéu chang 1am sang chu yéu BN
kham bénh vi dau bung dudi sudn phai va gay sit can chiém ti I¢ lan
luot 1a 34,8% va 17,4%. Chi gap 1 trudng hop BN ¢6 biéu hién vang
da chiém 2,2% va 1 trudng hop BN c6 biéu hién gan to chiém 2,2%.
Nam 2014 Arnaoutakis théng bao nghién ctu tai My gom 334 BN
UTTBG trong d6 ¢6 319 BN dugc phau thuat cit gan cho thay cac
triéu chuang 1am sang chu yéu 1a dau bung (53%), chan in (15%), sat
can (12%) va c6 dén 6% BN tu so thay khdi u.

4.1.2. Pic diém can 1am sang
4.1.2.1. Cdc chi tiéu xét nghiém mdu

Céc chi sb vé cong thirc mau, dong mau, sinh héa mau déu
trong gidi han binh thuong va khdng cé su khéc biét & 2 nhém c6 va
khong c6 tai phat sau mo.

Chit chi diém khéi u: trong nghién ctu cia ching téi nong do
oFP trung binh truéc mo rat cao la 3712 ng/mL, gia tri nong d6 aFP
dao dong tir 1,56 ng/L dén 58594 ng/L. Khi so sanh nong do oF P trudc
mé & 2 nhom c6 tai phat sau md va nhom khéng cé tai phét sau mé thi
thy nong d6 «FP & nhém c6 tai phét sau mo cao hon han nhém khéng
¢ tai phéat sau mo voi p=0,049. Trong nghién ciru cua Taketa sur dung
gi4 tri nong d6 aFP 20 ng/ml la diém cit thay dé nhay ting lén
78,9%. Mot nghién ctru tir Théai Lan [146] thdy nhitng bénh nhan c6
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aFP tir trén 4.400 ng / ml thi UTTBG c6 xu hudng c6 kich thudc 16n
hon, ton thwong ca 2 thlly, huyét khéi TMC va giam thoi gian séng
con. Theo ddi nong do oFP c6 gi4 tri trong theo ddi bénh nhan sau
mo. Trong trudng hop cit bo thanh cong khdi u bang phau thuat thi
thudng ngay lap tac oFP tro vé gia tri binh thuong. Néu oFP van ting
sau mo thi ¢6 thé van con lai khdi u trong gan hozc phau thuat chua
triét dé.

4.1.2.2. C&c chi tiéu chan dodn hinh anh

Siéu am bung: day la bién phap chan doan thuong quy, khong
xam lan va it ton kém, giup xac dinh chan doan ban dau khdi u ¢ gan.
Trén siéu am c6 thé danh gia kich thudc, vi tri, s6 luong, dic diém
am cua khdi u, tinh chat nhu mé gan, tinh trang xam lan va di can xa
cua khéi u gan. Trong nghién ciu cua ching toi thy vi tri khéi u ¢
gan phai cao nhét chiém 65,2%. Kich thudc khdi u trung binh trén
siéu am 1a 5,6 cm, ngoai ra siéu &m con rat cé gia tri trong theo doi
bénh nhan sau mé. Theo Chalasani d6 nhay va do dic hiéu cua siéu
am trong chan doan UTTBG lan luot 12 59 va 93%.

Cit 16p vi tinh: cac dic diém vé kich thudc, vi tri, sé luong, ti
trong cuia khdi u, tinh chat nhu md gan, tinh trang xam lan va di can
xa cia khéi u gan cling dugc danh gia trén CLVT. Qua 46 trudng
hop trong nghién ctru kich thuéc khéi u trén CLVT trung binh la
5,77cm, khéi u c6 kich thuéc nho nhat 1a 2cm va I6n nhat la 11,3cm.
Khi so sanh kich thuéc khdi u giita 2 nhém c6 tai phéat va khong co
tai phat sau mo thdy & nhém tai phét sau mé cé kich thuse khéi u
trung binh I6n hon so véi nhém khéng c6 tai phat sau mé véi p<0,05.
Nhu vay kich thuée khéi u 12 yéu td quan trong lién quan dén tai phat
sau mo.

4.2. Nut PMG, TMC, dét s6ng cao tan truéc mé

Ngay nay nit DPMG da duge s dung nhu 1a mét diéu tri hd trg
trudc phdu thudt cat bo khéi UTTBG véi hy vong ting ty 1& sbng
khong bénh sau khi cit gan. Trong nghién ciru ctia chung t6i ti 16 nat
DMG 1 lan chiém 54,3% va ti 16 BN dugc nat PMG tir 2 1an tr6 1én
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chiém 45,7% . Ti 1¢ hoai tir u trung binh trong nghién ciru cta ching
t61 12 68,5%, ti 1¢ hoai tir u nho nhat 1a 10% va 16n nhat 1a 100% va ti
1€ hoai tr u khong . Trong nghién ctru ciia Lee ndm 2009 ty 1¢ hoai tir
trung binh 1a 51,2%, 14,9% chwa c6 hoai tir u va 14% hoai tr u hoan
toan. Trong nghién ciru cta Choi 2007 ti 1¢ nat PMG 1 1an trudc mb
13 74,2% va nit PMG trén 1 1an truée md 1a 25,8%. Tuy nhién ti 16
hoai tir khdi u hoan toan & nhém nit DPMG trén 1 1an trudec mo khong
cao hon so v6i nhém chi nat PMG 1 lan.

Trong nghién ciu caa ching khong thiy su khac biét vé ti 1é tai
phét sau md & 2 nhém nit PMG 1 1an va nhém duoc nit trén 1 1an trude
mé. Tuy nhién khi so sanh ti 1¢ tai phat sau mé & nhém ¢ ti 1é hoai tir u
khong hoan toan (dudi 100%) va nhém hoai tor u hoan toan (hoai tu
100%) thdy & nhom hoai tir u hoan toan khéng c¢6 truong hop nao tai
phat sau md, trong khi d6 nhom hoai tir u duéi 100% thi ti I8¢ tai phét.
Trong nghién ctu Tu thidy nhdm BN nat DMG ¢6 hiéu qua trudce phau
thuat ¢ ty 1& song 5 nam khdng bénh 1a 56,8% va thoi gian séng thém
dén thoi diém nghién cau 1a 90,1 thang. Ngay ca nhitng nhém " n(t
DMG khong hiéu qua" thi ty I¢ song khdng bénh 1a 27,8%, tét hon so
voi nhom khéng nat PMG trude mo khi ty 16 nay 1a 21,4%.

4.3. Chi tiéu diéu tri phau thuat

Ti lé cit gan c6 kiém soat cubng gan chon loc theo Takasaki trong
nghién ctu cuaa ching toi chiém ti 1&é cao nhat 54,3%. Ti 1& cat gan
I6m c6 28 truong hop chiém 60,9% va cit gan nho co 18 truong hop
chiém 39,1%. Nghién ctu caa Choi ti 1& cit gan 16n & nhém nit
PMG trudc mo 1a 55% va cat gan nho 1a 45%. Ti 18 truyén méu trong
mb chiém 8,7% trong do6 3 truong hop phai truyén mau trong mé khi
cat gan lon va 1 truong hop BN phai truyén mau khi cat gan nho,
khong co truong hop nao ¢4 tai bién trong mé. Trong nghién ciru cua
Reddy ti I& cit gan Ion chiém 51,3% va ti 1¢ tir vong sau mo thiy
nhém cat gan tir 3 ha phan thly tré 1én ¢6 ti 1 tir vong cao hon nhém
cit gan nho vé6i p<0,05 nhung ti 1& bién ching sau mé & 3 nhém thi
khong thiy c6 su khac biét. Nghién ciru cia Wong niam 2014 ti 18 cat
gan 16n chiém 26,7%, cat gan nho chiém 73,3%. Ti & phai truyén
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méu trong mo, ti 1& bién chiing sau mo khong thay khac biét c6 y
nghia thong ké gitra 2 nhom.

4.4. Két qua gan sau mo

4.4.1. Bién chirng sau mé

Ti 1¢ bién chang trong nghién ciru cia ching t6i ¢ 5 BN chiém
10,9% trong d6 ¢ 4 truong hop tran dich mang phéi 2 truong hop
suy gan sau md va 1 trudng hop suy than cip sau mo. Trong nghién
ctu ciia chung t6i khong c¢6 trudng hop nao cé bién chang rd mat, &p
xe t6n du va ttr vong sau mo. Khi so sanh ti 1& bién chiing & 2 nhom cat
gan l6n va cit gan nho thi khdng thay su khac biét c6 ¥ nghia théng ké
& 2 nhém nay voi p>0,05. Ti 1 bién chung trong nghién ctu
cuaVirani 13 22,6% trong d6 c6 5,2% BN phai mo lai va ti Ié tir vong
& nhimg truong hop nay ciing cao hon nhimg truong hop khac khéng
phai mé lai. Khi nghién ctu ti 1& bién ching ¢ 2 nhém cit gan 16n va
cit gan nho thi nhiéu nghién ciru khdng thay khéc nhau.

4.4.2. Két qua giai phau bénh

Kich thuée khéi u: kich thudc khdi u trung binh 6,18+3,19 va
nhom tai phat sau md co kich thuée khdi u trung binh 16n hon nhém
khong tai phat sau mo. Trong nghién ctru ciia Ja Young Kang nim 2010
6 20 (62,5%) BN ¢6 1 khéi u, 10 BN (31,3%) c6 2 khdi u va 2 BN
(6,2%) c6 trén 2 khdi u, kich thude trung binh cta khdi u 14 4,3+2,5cm.
Trong nghién cuu cua Choi ndm 2007 trén 120 BN duogc nat BPMG
trude mod thi kich thude trung binh cua khdi u 14 4,70 + 2,44cm.

Nhin v¢ tinh quanh khéi u chinh: day 1a mot yéu t6 quan trong
lién quan dén tai phat sau md 14 c6 nhan vé tinh quanh khdi u chinh
hay khong. Trong nghién ctru cua ching t6i c6 11 BN (23,9%) va ti
1€ tai phat & nhom c6 nhan vé cao hon hdn so véi nhom khong cé
nhéan vé€ tinh vdi ti 1€ twong tmg 1a 54,5 va 17,1%. Trong nghién clru
cua Yumoto ti 1€ nhan vé tinh 1a 39,5 %.

4.5. Két qua xa sau md
4.5.1. Ti I¢ tdi phdt va tir vong sau mé

Ti 1¢ tai phat sau md 1a 26,1%, ti 1& tir vong c6 7 trudong hop

chiém 15,2% trong d6 c6 6 truong hop tir vong do tai phat va di can
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xa va 1 trudng hop tir vong do suy gan khong hdi phuc sau mo. Khi
nghién ciru cac yéu t6 anh huong dén tai phat sau moé bang phan tich don
bién chiing t6i chia ra cac yéu td anh huong dén tai phat sau mo thanh 2
nhém: nhém cac yéu té trude mo va nhom cac yéu td sau mo thi thay
trong nhom cac yéu td trudc md ¢ anh hudng dén tai phat sau md gém:
ndng do albumin trudc thap c6 ti 18 tai phat sau md cao hon & nhom co
nong do albumin binh thuong, néng do oFP trung binh trudc md cao
ciing o ti 1¢ tai phat sau mo cao hon nhém c6 nong d6 oFP trung binh
trudc mo thap, kich thude khéi u 16n ciing c6 ti 16 tai phat sau mo cao
hon nhém c6 kich thude khdi u nho, dic biét voi nhitg khdi u trén 5 cm
. B6i voi nhom céac yéu t6 nguy co sau mé anh huong dén tai phét sau
md c6 cac yéu t6 sau: kich thude khéi u trén giai phau bénh , ¢6 nhan vé
tinh quanh khdi u chinh va ndng d6 «FP sau md trén 20ng/mL.

Theo Yumoto va cong su nguyén nhan chu yéu cua tai phat sém
sau mé l1a do khong tim thdy nhan vé tinh trong phau thuat va céc
nhan ung thu rdi ra trong qua trinh phau thuat. Trong nghién ciru cua
Murakami ciing cho thay rang nhiing truong hop UTTBG c6 nhén vé
tinh, xdm 14n TMC va di cin trong gan thi nuat PMG thuong kém hiéu
qua kéo dai thoi gian song va nong do oFP trude nit DMG va sau nut
DMG ciing 1a yéu t6 quan trong trong viéc tién lugng di cin ngoai gan
sau phau thuat. Nam 2015 Tabrizian [6] thdng bao mot nghién cau gom
661 truong hop UTTBG dugc phau thuat tai trung tim ung thu New
York thiy ti I8 tai phat 12 54% ¢ thoi diém 22 théng sau 1an md dau tién,
ti 1¢ tai phat 1 ndm sau md 1a 35% va 5 nim sau md la 70%. Trong
nghién ciru nay tac gia ciing nhan thiy thoi diém tai phét say ra sém hon
& nhom khéi u c6 xam lan vi mach, kich thudc khéi u va ndng d6 oFP
sau mo tang la yéu td nguy co tai phat sGm.

Nam 2013 Ma W.J thong bao nghién ctru 108 BN duogc phau thuat
cit gan do UTTBG va chia lam 3 nhom: nhom 1 ¢6 ndng d6 aFP trude
md dudi 20ng/mL (aFP-am tinh), nhém 2 ¢6 ¢6 ndng dd oFP trude md
tir 20-400 ng/mL (aFP thip) va nhom 3 c¢6 nong do oFP trudc md >
400ng/mL (oFP cao) thay ti 1¢ tai phat 2 nim sau m6 & nhom aFP-am
tinh thip hon 2 nhém c6 oFP cao véi p<0,05.
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4.5.2. Thoi gian séng thém sau mé va cac yéu t6 lién quan

Trong nghién ctru cta chung tdi véi 46 BN duoc nit PMG truéc
mb cit gan co thoi gian séng trung binh cua ca nghién ciu 13 44+2,75
thang. Ti 1¢ séng thém 1 nim, 2 nim va 3 nim sau md cia nghién
ctu lan luot 12 88,6%, 85,9% va 80,9%. Trong mot nghién ciru phan
tich gop cua Yu nam 2013 thay ty 18 sng 5 ndm sau md ciia nhém cé
nat PMG cao hon nhém khong nat DPMG trudc mo va co dén 67%
c4c tAc gia cho rang co sy cai thién ty 1é song khéng bénh ciia nhém
nat DPMG truéc md so véi nhdm khdng nat DPMG. Cac yéu td anh
hudng dén thoi gian sdng sau md trong nghién ctiu cia ching toi gom:
tién sir viém gan virus B, nong d6 oFP trugc mo, kich thudc khéi u
truge md, ¢6 nhan vé tinh quanh khéi u chinh va ndng do oFP sau md.
V6i truong hop BN ¢6 nong do oFP trudc md >400ng/ml thi thoi gian
séng thém trung binh sau mé chi 1a 32,85+3,9 thang, trong khi nhom
c6 nong d6 oFP trudc md <400ng/ml thi thoi gian nay la 47,69+2,78
thang. Khi nghién cau yéu t6 nhan vé tinh quanh khdi u chinh anh
hudng dén thoi gian séng thém sau md trong nghién ctiu cia ching
t6i ciing cho thdy thoi gian séng thém trung binh sau mé ¢ nhom
khong c6 nhan vé tinh 1a 48,91+1,96 thang cao hon nhom BN ¢o
nhan vé tinh thoi gian sdng thém trung binh sau mé chi 1a 25,2+4,67
thang véi p=0,03.

Khi danh gi4 riéng biét lién quan ndng d6 aFP truéc md véi thoi
gian séng thém, nghién ctiu ciia Peng thiy nhém BN c¢6 nong do oFP
dudi 250ng/mL thi thoi gian séng thém 2 nim sau md cao hon & nhdm
nong d6 oFP trén 250ng/mL véi ti 18 lan luot 12 88,9% va 61,8%.
Trong nghién ctu cuia Ma nam 2013 ciing thiy ti 1& sbng thém 18
thang va 24 thang sau mo & nhém cé nong do aFP 4m tinh (aFP dudi
20ng/mL)cao hon nhém c¢6 ndng do oFP thip (aFP tir 20-400 ng/mL)
va nhom oFP cao (aFP >400 ng/mL) véi p<0,05 va khi phan tich da
bién tAc gia ciing chi thay duy nhat c6 bién kich thudc khdi u va bién
nong d6 oF P 1a co lién quan chit ché véi thoi gian sbng thém sau md.

Arnaoutakis nim 2014 thay thoi gian séng thém trung binh
khong tai phat caa nhém khéng cd nhan vé tinh quanh khéi u



23

chinh 12 2,5 nim cao hon nhém c6 nhan vé tinh quanh khdi u
chinh véi thoi gian séng thém trung binh khéng tai phat chi 1a 1,2
nam. Thoi gian séng thém trung binh sau mé cia nhém khadng c6
nhan vé tinh quanh khéi u chinh ciing cao hon nhém c¢6 nhan vé
tinh quanh khdi u chinh véi thoi gian tuong tng la 3,3 nam va 7,7
nim. Masahiro Murakami cho ring nhimng truong hop c6 khéi u
kich thuéc trén 5cm thay thoi gian séng thém khong bénh ¢ nhém
¢6 niit PMG trudc md cao hon ¢ nhom khong nit DPMG trude md.
Trong nghién ctu cta ching téi nhom BN c¢6 kich thuéc khdi u
dudi 5cm chua ¢6 BN nao tir vong véi thoi gian theo ddi dai nhat
1a 35 thang, nhom c6 kich thudce khéi u trén 5cm thi xac suat sdng
thém 1 ndm, 2 ndm va 3 nim sau md tuong tng la 80,8%, 71,3%
va 71,3%. Véi nhitng BN trong nghién ctru cta ching téi ¢6 nong
d6 aFP<20ng/ml thi thoi gian séng thém trung binh sau mé la
47,56+2,34 thang cao hon so véi nhém cé néng do oFP>20ng/ml
véi thoi gian séng thém trung binh sau mé chi 1a 17,3+1,82 thang.
Ti 1 séng thém 1 nim 2 ndm va 3 nam sau md & nhém ¢6 nong do
oFP<20ng/ml ciing cao hon nhém c6 ndéng d6 aFP cao sau md
(p<0,05) vai ti 1€ 1a 90,3% so vai 83,3%, 37,5% va 37,5%.

KET LUAN

1. Pic diém 1am sang, can 1am sang bénh nhin ung thw té bao
gan sau mit PMG tru6c mé cit gan

- Tudi trung binh trong nhém nghién cau 12 48,8 tudi, dau hiéu
Iam sang nghéo nan chu yéu BN tinh co phat hién bénh chiém 47,8%.

- Kich thudc trung binh khéi u trén chup cat I6p vi tinh 14 5,77+2,42
cm, néng d6 oFP trung binh trudc md 1a 3712,5+10164,9 ng/ml, xo gan
Child-Pugh A chiém 97,8%, mirc d6 xo gan 2/6 trén giai phau bénh
chiém ti 1¢ cao nhit 52,2%.

- Ti 1€ hoai tur u trung binh caa nghién ctru la 68,5+31,07%, nhém
BN dugc nit DPMG 1 1an chiém 54,3%, ti 16 BN dugc ndt TMC phdi
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hop nut DPMG 1a 26,1%, nhém nat DMG trén 1 1an ¢4 ti 1& hoai tir u
cao hon nhom nut 1 lan nhung khong c6 y nghia thong ke.
2. Két qua diéu tri cit gan do UTTBG sau nit PMG

- Pac diém phau thuat: duong mé hinh chir J chiém da s
(73,9%), cat gan ¢ kiém soat cudng chon loc theo Takasaki chiém
54,3%. Ti l¢ cat gan 16n chiém 60,9%, ti I¢ cit gan nho 1a 39,1%,
khong co trudng hop nao cé tai bién trong mo, ti Ié truyén mau trong
mb c6 4BN (8,7%), ti 1& bién chiing sau mo 10,9%.

- Két qua xa: ti 1¢ tai phéat sau mo 1a 26,1%, ti 1¢ chét chiém 15,2%
(chét do tai phét sau md 13%, chét do suy gan sau mé 2,2%). Thoi gian
sdng thém trung binh sau mé tinh dén thoi diém két thdc nghién cbu la
44+2 75 thang, ti 16 séng thém 1 ndm, 2 ndm va 3 nim sau mo 1a 88,6%,
85,9% va 80,9%.

- Mot sb yéu t6 anh hudéng dén tai phat sau mé gdbm: ndng do
albumin tredc mé thap, ndng do oFP cao trudc md, kich thudc khdi u
I6n >5cm, ¢6 nhan vé tinh quanh khéi u chinh hay khdng, khéi u hoai tir
hoan toan hay khéng hoan toan, nong do aFP cao sau md >20ng/mL.

- M6t s6 yéu té anh huong dén thoi gian séng thém va xac suat song
thém sau mé gébm: ndng dd oFP cao trudc md, nong do oFP cao sau md,
kich thudc khéi u trén 5cm, ¢6 nhan vé tinh quanh khéi u chinh.

KIEN NGHI

1. Nut dong mach gan truéc md ddi véi cac truong hop khdi u
kich thuac I6n trén 5¢em, ¢6 nhan vé tinh quanh khéi u chinh,
oFP cao truéc md. Nat dong mach gan phdi hop nut tinh
mach cira trugc md néu thé tich gan con lai khong du.

2. Can c6 nghién cau véi sb luong 16n, da trung tm, theo doi
lau dai sau mo dé danh gia cac yéu to khac lién quan dén tai
phét va thoi gian séng thém sau mé.



INTRODUCTION

1. Background

HCC (Hepato-Cellular Carcinoma) is one of the most common
types of primary liver cancer. Several distinct types of tumors can
develop in the liver because the liver is made up of various cell types.
These growths can be benign or malignant, primary or secondary, in
which HCC accounts for 90% of total liver cancer and is now the third
leading cause of cancer deaths worldwide (about 1 million deaths each
year). The incidence of Hepatitis B and C has increased steadily over the
past two decades. In the United States, there are about 3 million people
infected with hepatitis C and 1,2 million people infected with hepatitis
B, It is estimated that approximately 0,5% - 5% hepatitis B and C
carriers developing liver cancer each year. However, HCC rates were
lower in the USA than South East Asia, Africa and China.

Liver resection surgery remains the main option for patients with
HCC. . However, the rate of surgical resection only accounts for about
30%. Of which the major liver ablation is common, accounting for 76%
of cases of major hepatictomy. A number of potentially curative
treatments have become available consists of: alcohol injection,
chemoembolization or radiofrequency ablation or surgery. Combined
treatment methods which depends on the tumour’s stage and
characteristics, is expexted to increase the rate of complete cure, life
expectancy and reduces recurrence rate after surgery. It was estimated in
most research worldwide that up to 50-60% recurrence cases among
surgical resection occurred in the first 2 years after surgery, especially
with large tumors (> 5 cm) resulting in satellite lesion and invasive
hepatic blood vessels.

The combination of transcatheter arterial chemoembolization

(TACE) and surgery (sufficient remlant liver volume) or sequential
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TACE and portal vein embolization (PVE) and surgery (insufficient liver
volume) which based on tumour characteristics (rich in blood vessels,
often develop on fibrosis and poor function liver), may increase the
proportion of patients undergoing surgery, reduce the recurrence rate and
prolong postoperative survival. It is has been routinely applied in many
hepatobiliary centers in the world for the benefit of preoperative
interventions. In Vietnam, chemoembolization treatment on patients have
no surgery indication has been performed. However, TACE or sequential
TACE and PVE before surgery prior to be applied. Therefore, we
conducted the study on "Clinical, subclinical and surgical findings of
preoperative  transcatheter arterial chemoembolization in

hepatocellular carcinoma patients™ with two objectives:

1. Describe the clinical characteristics, laboratory test on patients with
HCC.
2. Evaluate the effectiveness of chemoembolization combined with liver
resection for HCC
2. The necessity of the thesis

Hepatectomy has been a primary treatment for liver cancer till
now. However, only 30% of cases received hepatectomy and 50-60% of
patients has recurrence within the first two years. TACE alone or
sequential TACE and PVE before hepatectomy, which have been applied
in many centre of liver disease, are expected to increase the incidence of
hepatectomy performance, decrease the rate of posthepatectomy
recurrence and prolong life expectancy.

TACE alone or combined with PVE in treatment of HCC has been
performed in many hospitals in Vietnam. However, there has not been
any study with comprehensive evaluation of TACE or sequential TACE

and PVE before hepatectomy. Thus this study was conducted to access



TACE’ role posthepatectomy, factors that affect recurrence and
postoperative survival that contribute to the development of hepatology in
Vietnam.
3. New contributions of the thesis

This is the first research in Vietnam on clinical, subclinical features
and result of TACE before hepatectomy on HCC patients in order to have
accurate indication to increase survival rate posthepatectomy and reduce
recurrence rate.

It was reported in the study that 100% of cases received TACE or
combined TACE and PVE before surgery on insufficient liver remnant
volume.

4. Structure of the thesis
The thesis consists of 125 pages in A4 size and is divided into 4

chapters, including: Background: 2 pages, Overview: 37 pages, Subject
and study methods: 12 pages, Results: 33 pages, Discussion: 38 pages,

Conclusions and Petitions: 3 pages.

CHAPTER 1
OVERVIEW
1.1. Background of liver surgery and liver division
1.1.1. External appearance and liver division
Liver is the largest organ in the body, accounting for 2-3% of body
weight, with was classified in two ways: morphologic and functional
anatomy. The liver is Located in the right upper quadrant of the
abdominal cavity beneath the right hemidiaphragm, it is protected by the
rib cage and held in place by a system of ligaments (round ligaments,
right coronary and falciform ligaments).
The liver is divided into two right and left lobes based on the

outside appearance - classic division. There are three widely used



categories worldwide representing three point of view of liver division:
American, French and Vietnamese. The sector of the liver is used to call
the classical lobes in the external appearance of the liver, the left and
right hemis separated by the portal scissurae, anterior and posterior
segment, coudate lobe (S1) according to the classification of Couinaud or
segment 1. The sector are subdivided into eight functionally indepedent
segments number from 1-8.
1.1.2. Hepatic arterial anatomy, variations and application in
transcatheter arterial chemoembolization (TACE) and hepatetomy

The hepatic artery proper or the proper hepatic artery arises from
the common hepatic artery as it divides into its two terminal branches, the
hepatic artery proper and the gastroduodenal artery. The hepatic artery
proper runs anterior to the portal vein and to the left of the common bile
duct to form the portal triad. These three structures maintain this position
while lying in hepatoduodenal ligament between the duodenum and the
porta hepatis, enveloped in peritoneum in the free edge of the lesser
sac *. It then terminates by bifurcating into the right and left hepatic
arteries before entering the porta hepatis of the liver. It is important to
gain an insight of anatomy and variants to identify and block the blood
supply to the tumor thereby increasing the effectiveness of TACE to
achieve necroinfunctional necrosis, avoid complications and limit the
surgery complication due to abnormalities anatomy.
1.1.3. Anatomical hepatic veins, variants and applications in TACE
and hepatectomy

The hepatic veins are divided into an upper, middle and lower
group. The upper hepatic vein includeclu: right, middle, and left hepatic
veins.

Upper hepatic vein: left hepatic veins only receive blood from the
lobe 2, 3 and are usually associated with the liver vein between the
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vertebral body and the central vein of the liver that flows directly into the
vena cava below 3%. In most cases, the left hepatic vein forms a common
with middle hepatic vein. The right hepatic veins being the largest hepatic
vein, between the anterior and posterior segment, receiving the blood of
several branches of segment 5, 8 and all branches of segment 6, 7.

Middle and lower hepatic veins: on the right side 0 the vena cava,
the middle and lower hepatic veins also have some important roles. In
about 25% of cases, the middle, lower or both of them are large and have
some practical application. Anatomical variation hepatic veins is less
likely to play a role in hepatectomy and TACE.

1.1.4. Anatomical portal vein, variants and implication for TCAE and
hepatectomy

The portal vein is usually formed by the confluence of the superior
mesenteric and splenic veins and also receives blood from the inferior
mesenteric, gastric, and cystic veins. The portal trunk divides in the liver
hilum into two branches: the left portal vein branch and the right portal
vein branch (type 1). The most common variant is the so called “portal
vein trifurcation” where the main portal vein divides into three branches:
the left portal vein, the right anterior portal vein, and the right posterior
portal vein (type 2). The second most common variant is a right posterior
portal vein originating as the first branch of the portal vein (type 3).
Anatomical variant which does not take an important part in
hepatectomy, will make the PVE challenging because of performing
multi- point chemoembolization.

1.1.5. Biliary tree anatomy, variants and implication in hepatectomy

The division of the bile duct with the hepatic vein system, there are
many different types of biliary anatomy that most of these changes are
due to the consolidation of the anterior and posterior bill duct or with the
left hepatic duct. Understanding the anatomy of biliary tree and the
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variants of significant changes in biliary anatomy will be important in
reducing the rate of postoperative complications.

1.2. Diagnosis and treatment

1.2.1. Diagnosis

- According to EASL (European Association for the Study of the
Liver), Radiological criteria: two coincident imaging technique. Focal
lesion >2 cm with arterial hypervascularization. Combined criteria: one
Imaging technique associated with AFP. Focal lesion >2 cm with arterial
hypervascularization. AFP levels >400 ng/mL

- According to the American Association for the Study of Liver
Diseases (AASLD) Nodules found on ultrasound surveillance that are
smaller than 1 cm should be followed with ultrasound at intervals from 3-
6 months. Nodules of 1-2 cm found on ultrasound screening of a cirrhotic
liver should be investigated further with two dynamic studies, either CT
scan, contrast ultrasound or MRI with contrast. If the appearances are
typical of HCC (i.e., hypervascular with washout in the portal/venous
phase) in two techniques, the lesion should be treated as HCC.

- According to Asian Pacific Association for the Study of the Liver
(APASL-2010): Typical HCC can be diagnosed by imaging regardless of
the size if a typical vascular pattern, i.e., arterial enhancement with
portal-venous washout, is obtained on dynamic CT, dynamic MRI, or
contrast enhanced ultrasonography (CEUS). Nodular lesions show an
atypical imaging pattern, such as iso- or hypo-vascular in the arterial
phase or arterial hypervascularity alone without portal-venous washout,
should undergo further examinations.

1.2.2. Surgical treatment



Indication: single or multiple but localized tumors, not limited to
tumor size, not invasive blood vessels such as vena cava, portal vein, no
metastatic extrahepatic and no serious chronic illness.

Evaluation before surgery

- The Child classification system: evaluate only four factors:
hepatic encephalopathy, abdominal fluids, bilirubin and albumin
concentrations in the blood; later added prothrombin or INR to unify
Child - Pugh classification (consists of 5 elements).

- Indocyanin clearance in the blood (ICG test): Indocyanin is
albumin and alpha-1-lipoprotein blue dye of tricarboncyanine, the
measurement of blood ICG levels at 15 minutes will evaluate the function
of liver cells.

- Measure the remaining liver volume by CT scanner: major liver
resection could be peformed when the remaining liver volume / P > 1%
or the remaining liver volume / standard liver volume >40%.

Hepatectomy: There are many different methods world wide

- Ton That Tung's technique: planned strategy, which controls the
glissonean pedicule in the parenchyma. Two-stages hepatectomy consits
of: the whole of the liver pedicule (Pringle test) and controls pedicule
intrahepatic.

- Lortat-Jacob's technique: hepatectomy followed by a cut the part
of pedicule extrahepatic.

- Henri-Bismuth's technique: a combination of Ton That Tung and
Lortat-Jacob.

- Hepatic Vascular Exlusion techniques: applied in a small number
of cases of major tumors, inferieur vena cava infiltration.

- Belghiti's technique: guide to the correct anatomical transection
plane and elevates the deep parenchymal plane by a belly tube extraction
in the front of the vena cava in case of right hepatectomy.



- Takasaki’s technique: control of the glisson ppedicule
extrahepatic and this glisson are tied and cut before hepatectomy.
1.3. Transcatheter arteriel chemoembolization before liver resection
1.3.1. Theoretical BASIS indication TACE before hepatectomy

TACE can be used to induce satellite lesion’s necrosis, block the
flow of blood to a tumour, reduce the invasion of hepatic blood vessels
which are important predictor of hepatic metastasis. In addition,
chemoembolization which causes degeneration, necrosis and
inflammation, promote the formation of fibrous tumors around, avoids
the fall of cancer cells during surgery.
1.3.2. Indication TACE before hepatectomy

It was indicated for tumors larger than 5 cm, high levels of aFP,
with satellite lesions around the main tumor, or small tumors on
decreased liver function, unclear anatomical hepatic blood vessels.
1.3.3. Procedure TACE

TACE using lipiodol-based regimens, including the administration
of an anticancer-in-oil emulsion, followed by embolic agents coated
with chemotherapeutic ~ drugs are  injected  selectively  through
a catheter into an artery directly supplying the tumor. It is injected into
the tumor nodule until the block is filled with the drug and terminated by
a 1 mm3 sponged injection pump mixed with the contrast suppressor.
Lipiodol has a unique place in TACE as it combines three specific
characteristics: drug delivery, transient and plastic embolization and
radiopacity properties. Substantial heterogeneity in the physicochemical
characteristics of Lipiodol/cytotoxic agent emulsions might reduce the
efficacy of this procedure and justifies the current interest in Lipiodol for
drug delivery. Doxorubicin level in tumour is steadily decrease and
disappears after only 10 weeks.
1.3.4. Complications and follow-up after TACE
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Complications following TACE including: technical procedure,
liver ruptrue, extrahepatic and systemic complications. The most serious
complication is unrecovered acute liver failure. However, major
complications can occur, which include but not limit to hepatic failure,
liver abscess, liver ruptrue, biliary tract injury, renal failure, necrotizing
pancreatitis, cerebral lipiodol embolism, and hepatic encephalopath.

Follow-up period: enzym liver (AST, ALT), liver function, blood
cell count, a-FP. The decision to perform additional TACE procedures
when:

+ Planned repeat: artery directly supply the tumor are not been
completely blocked in the initial TACE treatment.

+ Unplanned repeat TACE: incompleted respond in the initial
TACE or appears new lesions.

1.4. Sequential transcatheter arterial chemoembolization and portal
vein embolization before hepatectomy

1.4.1. Theoretical BASIS indication sequential TACE and PVE
before hepatectomy

HCC, which mainly be supplied by the hepatic artery, developed
on the cirrrhosis liver, so there is always a shunt between arterial and
portal vein. TACE combination PVE because TACE fight the
development of the tumor during the waiting time for surgery after PVE
and TACE increases the effectiveness of the PVE causes hepatic
obstruction due to blocking the shunt arterial-portal vein in the liver.
1.4.2. Indication and contraindication

Indication: insufficient remnant liver volume ( <1% body weight
or remaining liver volume / standard liver volume <40%).

Contraindication: extrahepatic metastasis, extent of liver cancer,
uncontrolled bleeding coagulation, invasive portal vein tumors, increased

portal vein pressure.



1.4.3. Technique sequential PVE and TACE before surgery

The entrance to the portal vein through the skin (on one side or
other side) and through the mesentery superior vein. PVA material which
Is the most widely used nowaday, can cause permanent obstruction. The
TACE is usually performed 1-4 weeks before PVE varies from study to
study.
1.4.4. Clinical manifestations after sequential TACE and PVE

Signs and symptoms usually occur within 3-5 days after procedure
and only require symptomatic treatment. At the time of PVE
performance, the liver function tests and clinical symptoms usually come
back to normal. Due to vary little changes in the posterior portal vein
function, the clinical presentation is usually minimal (50% without
significant signs).
1.4.5. Complications after sequential TACE and PVE

In addition to the TCAE complications, PVE complications are not
common, as other transcutaneous hepatic interventions such as: bleeding,
hematoma, infection.... Some private complications including: biliary
hemorrhage, venous thrombosis, portal hypertension, esophageal varices

and bleeding.

Chapter 2
SUBJECT AND STUDY METHODS

2.1. Subjects

Patient who received TACE alone or combined with PVE and
surgical treatment at the Viet Duc Hospital from 08/2012 to 12/2016.
2.1.1. Inclusion criteria

All male and female patients, over 16 years old were diagnosed
with HCC: with either of the following criteria: a confirmed biopsy of

primary liver cancer or a qualified clinical trial. Patient received TCAE or



combination TCAE and PVE, with normal hepatic function or Child-
Pugh A liver cirrhosis for major hepatectomy and Child-Pugh B with
minor hepatectomy.

2.1.2. Exclusion criteria

There is no evident of HCC on biopsy or refuse to receive procedure

2.2. Methods

2.2.1. Sample size:

ZZ(l-a/Z)Xp(l'p)
n= d?

With Z2 (1-a / 2: limit value corresponds to 95% confidence
interval, p: postoperative mortality by 2% (0.02) and minimum deviation
of 0,05. Minimum number of patients required is 30 patients.

2.2.2. Methods

Descriptive interventional study
2.2.3. Time and place
Time: from 08/2012 to 12/2016 (52 months) at Viet Duc Hospital.

2.2.4. Research design

HCC

Screening for hepatectomy:
Child + Liver Volume

- Child A - Child A - Large tumor
- enough liver volumn - Insufficient liver | | (>5cm), difficult
left volumn left: < 1% position
P - Child B
- tumour < 5em diameter

l l

TACE + PVE TACE + ICU




2.2.6. Instruments
2.2.6.1. Clinical and laboratory test before surgery

Clinical features: age, gender, history of hepatitis, history of
alcohol abuse, reasons for hospitalization, duration of disease, clinical
symptoms.

Laboratory test: blood transfusions, blood chemistry, tumor
markers, and associated relapses and postoperative survival, Child-Pugh
preoperatively, tumor characteristics on ultrasonography, computerized
tomography, TACE
2.2.6.2. Surgical targets

Surgery, surgical lesions, specific liver cutting, liver cutting
methods, liver cutting techniques, surgery in surgery: blood transfusions
during surgery, complications in surgery.
2.2.6.3. Indications for postoperative complications and pathological

findings



Postoperative complications: According to Dido postoperative
complications are divided into 5 degrees. Specific complications include:
postoperative bleeding, postoperative bleeding, postoperative liver
failure, postoperative renal failure, pleural effusion after surgery, residual
abscess after surgery.

The anatomical features of the tumor: tumor size, tumor necrosis
factor, liver cirrhosis, cell differentiation, perihelion saturation, and
relapse after surgery.
2.2.6.4. Target for long-term postoperative outcome and survival rate

Rate of recurrence, postoperative mortality, life expectancy and
postoperative survival, relationship between factors and survival time.
2.2.8. Data processing

Medical statistical method by SPSS 16.0 software and using

statistical algorithms..

Chapter 3
RESEARCH RESULTS
3.1. General features
3.1.1. Clinical characteristics

- Age, sex: The average age was 48.8 + 13, the highest was 68, the
lowest was 19, the male accounted for 80,4%, the female accounted for
19,6%.

- History, risk factors: hepatitis B (43,5%), alcohol consumption
(26,1%).

- Accidental found 47.8%, abdominal pain accounted for 34.8%,
weight loss 17,4% and duration of disease under 1 month accounted for
39,1%.

3.1.2. Subclinical



Coagulation tests: blood counts, hemoglobin, platelet counts, and
prothrombin levels are in normal range.

Laboratory tests: assessing the liver and kidney function within
normal range, preoperative albumin level, which were associated with
postoperative recurrence (p <0, 05).

Hepatitis virus test, tumor markers: HbAg positive (89,1%), low
rate HCV infection (4,3%). Mean of=P level is higher in the postoperative
recurrence group than those without recurrence with p = 0,049.

Tumor characteristics on imaging: mean tumor size on
ultrasound 6,8 £ 2,2 cm and on CT 7,16 = 2,78 and in recurrent group
after surgical excision The mean tumor size was greater than those
without recurrence after surgery with p <0,05.

3.2. Index of TCAE before hepatectomy

The prevalence of necrosis tumor was 68,5%, the lowest was 10%
and the highest was 100%. The groups which received different number
of TACE, has different incidence. It was not statistically significant at p>
0,05. There were 25 patients who had one TACE before surgery (6
recurrence cases), 21 patients who had 2™ TCAE (6 recurrence cases)
with no significant difference meaning (p = 0,725).

3.3. Surgical index

The recurrence rate among major hepatectomy and minor hepatectomy
was 9/28 (32,1%) and 3/18 (16,7%), respectively. The difference was not
statistically significant with p> 0,05.

3.4. Complications and death after surgery

Postoperative complications was reported in 10,9% of patients, in
which 4 patients with pleural effusion in major hepatectomy group
(14,3%), 2 patients with hepatic failure (4,3%) 1 death in the 3" month
after surgery because of unrecovered liver failure, and a medical case

stabilized.



3.5. Anatomical features, recurrence rates and postoperative survival

Tumor size and recurrence rate: The mean tumor size was 7,96
+ 4,17 cm, which was bigger in recurrence group than the other. The
recurrence rate in the group tumor size > 5 cm and < 5cm was 37% and
10,5%, respectively with p <0,05.

Satellite lesion and recurrence rate: The recurrence rate in the
group of patients with satellite lesions and the others are 54,5% and
17,1%, respectively with p = 0,014
3.6. o~P level postoperative and relapse rate

Table 3.26: «cFP Postoperative

Relapse | Téng
ocFP . p
Yes No SO

Mean 1823,6| 22,9 | 492.6
Value Deviation [5732,2| 45,0 [2944.9
(ng/ml) |  minimum 2 10 | 1,0

maximum | 2000 | 162.7 | 2000
Normal | n 6 28 34

(<20) | % |17,6% |82,4%| 100%
oFP _ p=0,028
high(> | n 6 6 12

20) % | 50% | 50% | 100%

p=0,068

Groupof

(ng/ml)

3.7. Long — term results

There are 46 cases of HCC were included in the study from August
2012 to December 2016, with the longest postoperative follow-up of 52
months and the shortest of 3 months with an average postoperative
survival of 44 + 2,75 months.



3.7.1. Mortality and recurrence

Table 3.27: Mortality and recurrence rate

n %
_ Recurrence 6 13%
Mortality _ _
Liver failure 1 2,2%
Recurrence rate 12 26,1%
Total 13 28,3%

3.7.2. Factors related to survival after hepatectomy

oFP level preoperative and survival: survival postoperative in
the group with oFP < 400ng/mL were higher than oFP > 400ng / mL
group (p <0,05). Survival rates of 1, 2, and 3 years postoperatively is
higher in the lower oFP level than the others with 95,7%, 88,3%, 88,3%,
and 77,8 %%, 71,8%, 71,8% respectively (p <0,05).

Tumor size: The probability of survival within the first 20 months
is nearly 100% in group with tumor < 5cm diameter, whereas fatal
occurred in the first 20 months after surgery in patients with bigger
tumour (>5cm) . The tumor size group of less than 5¢cm with no patient
died with the longest follow-up of 35 months, the tumor size above 5 cm,
the survival rates of 1 year, 2 years and 3 years were 80,8%, 71,3% and
71,3% respectively.

Satellites lesion and postoperative survival time: the median
survival time in the group with no satellite lesion was much higher than
in the satellite lesion group, with survival rates of 1 year, 2 years and 3
are 97,1%, 93,4%, 93% and 63,6%, 50,9% va 50,9% respectively (p=
0,03).



oFP level postoperative and survival time: the postoperative
survival of the normal oFP level group was 47,56 + 2,34 months longer
than that of higher oFP level group of 17,3 + 1,82 (p <0,05). Survival
rates of 1 year, 2 years and 3 years postoperatively in aFP <20 ng / ml
group were 90,3% and in higher oFP level group were 83,3%, 37,5% and
37,5% (p <0,05).

Chapter 4
DISCUSSION

4.1. General characteristics
4.1.1. Clinical features

In our study, it was demonstrated in our research that HCC was
more common in male patients ( 80,4%), with an average age of 48,8 +
13, it was similar to Nishikawa and Ja Young Kang. The proportion of
hepatitis B infection in our study was 43,5%. However, blood tests
confirmation hepatitis B infection was 89,1%, higher than Nishikawa’s
study and similar to Ja Young Kang's. Main clinical symptoms: lower
right abdominal pain and weight loss accounted for 34,8% and 17,4%,
respectively. Only one patient with jaundice (2,2%) and 1 patient with
enlarged liver accounted for 2,2%. It was reported in Arnaoutakis’s study
that 334 HCC patients including 319 patients received hepatectomy, the
clinical symptoms were mainly abdominal pain (53%), anorexia (15%),
weight loss (12%) and up to 6% of patients have palpable tumor.
4.1.2. Subclinical characteristics
4.1.2.1. Blood tests

Blood counts, blood coagulation, and biochemical blood were
within normal range and there was no difference in the two groups with
and without recurrence postoperative.

Tumor markers: pre-operative aFP was 3712 ng/mL; ranged from
1,56 ng/mL to 58594 ng/ mL. aFP level in the recurrent group was higher



than those without recurrence with p = 0,049. It was reported in the
Taketa’s study, value 20ng/mL of aFP is the cut point showed an increase
sensitivity of 78,9%. It was demonstrated in a study conducted in
Thailand is that patients with oFP over 4,400 ng/ml are at higher risk for
HCC with larger size tumour, bilateral lobe damage, port vein
thrombosis, and reduced survival time. Monitoring of oFP level is
valuable in postoperative follow-up. aFP will be in the early returned to
normal value if the successful hepatectomy is carried out. In case of high
aFP level, there may be leftover hepatic tumors or paliative surgery
4.1.2.2. Imagination

Abdominal ultrasonography: This is a routine, non-invasive, and
inexpensive diagnostic tool to help identify the initial diagnosis of a
hepatic tumor in the liver. It was reported on ultrasonography about the
size, location, number, tumor tone, liver parenchyma, invasion and
metastasis of the liver tumor. It was demonstrated in our study that right
hepatic lobe tumor is most common with 65,2%. The average tumor size
on ultrasound is 5,6cm, in addition ultrasound is also very valuable in
post-operative follow-up. According to Chalasani, the sensitivity and
specificity of ultrasonography for diagnosis of HCC were 59 and 93%,
respectively.

CT scanner: characteristics of size, location, number, tumor
density, liver parenchyma, invasion and distant metastases of liver tumors
were also evaluated on CT. It was demonstrated in our study, average
tumor size on CT scanner is 5,77cm, the minimum was 2cm and the
largest was 11,3cm. The mean tumor size in relapsed groups was bigger
than nonoperative group with p <0,05. Therefore, tumor size is an
Important factor in predicting relapse rate after surgery.

4.2. TACE, PVE, RFA (Radio Frequency Ablation) before surgery



Today, TACE has been considered as a neoadjuvant treatment for
hepatectomy with expectation of increasing disease-free survival post
surgery. It was reported in our study that 54,3% of patients received
TACE one time and 45,7% of patients received more than 2 times TACE.
The average tumor necrosis rate in our study was 68,5%, the minimum
was 10% and the maximum was 100%. According to Lee (2009), mean
necrotic necrosis rates were 51,2%, 14,9% of patients had no tumor
necrosis and 14% had complete tumor necrosis. It was demonstrated in
Choi’s study 74,2% of cases received one TACE before surgery and
25,8% of patients received over 2 times TACE. However, complete
tumor necrosis rate among > 2 times TACE group is not higher than in 1
time TACE group.

It was also reported in our study, there was no difference about
recurrence rate between 2 groups. However, there is no recurrence case in
complete necrotic tumor group (necrotic 100%). According to Tu’s study,
the 5-year disease-free survival rates in TACE patients is 56,8%, with
survival time is 90,1 months. Disease-free survival rates is even higher in
“inactive TACE" groups compared with “no —TACE” group.

4.3. Surgical treatment index

It was reported in our study, 54,3% of patients were administered
the Takasaki technique hepatectomy, major hepatectomy and minor
hepatectomy were prescribed in 28 cases (60,9%) and 18 cases (39,1%).
In Choi's study 55% of patients were received TACE amd major
hapetectomy and 45% of cases received minor hepatectomy. The rate of
blood transfusion was 8,7%, in which 3 cases of major hepatectomy, 1
case of minor hepatectomy, without any complications. In Reddy's study,
a high prevelence of major hepatectomy (51,3%) and mortality was
higher in the severity of liver failure (3 cases) was higher than that of the
small group with p <0,05 However, the incidence complications in the 3
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groups was not significantly different. According to Wong's study (2014),
26,7% of patients received majorhepatectomy and 73,3% of cases
received minorhepatectomy. The rate of blood transfusions during
surgery, the incidence of postoperative complications did not differ
significantly between the two groups.
4.4. Short — term result
4.4.1. Postoperative complications

Postoperative complications was reported in 10,9% of patients, in
which 4 patients with pleural effusion in major hepatectomy group
(14,3%), 2 patients with hepatic failure (4,3%) and 1 cases with kidney
failure. In our study, there were no cases of leaks, abscesses and deaths
after surgery. There was no statistically significant difference in
complication between major hepatectomy and minor hepatectomy groups
with p>0,05. According to Virani’s study, complication was reported in
22,6% of patients with 5,2% of patients having reoperatiion and the
mortality in these cases was higher than in other cases without
reoperation. It was also demonstrated in many research that there was no
statistically significant difference in complication between 2 groups.
4.4.2. Pathlogy reports

Tumor size: The average tumor size was 6,18 + 3,19 and was
bigger in recurrence group. According to Ja Young Kang's study (2010),
20 (62,5%) patients had one tumor, 10 patients (31,3%) had two tumors
and two patients (6,2%) had two tumors. The average size of tumor is 4,3
+ 2,5cm. It was 4,70 £ 2,44 cm in Choi's study (120 patients who
underwent TCAE before hepatectomy).

Satellite lesion: This is an important factor associated with
recurrence post hepatectomy. In our study, 11 patients (23,9%) have

satellite lesions and recurrence rate were significantly higher than the



non-satellite group with 54,5% and 17,1% . In Yumoto's research the
satellite rate was reported in 39,5% of case.

4.5. Long- term result

4.5.1. Recurrence rate and mortality

The recurrence rate was 26,1%, 7 patietns were died accounted for
15,2%, including 6 deaths from recurrence and distant metastasis and 1
death from unrecovered liver failure. Using one-variable analysis, factors
affect recurrence was classified in two groups: preoperative and
postoperative factors. Preoperative factors that related to higher
recurrence rate included: low albumin levels, high oFP level, large tumor
size (>5cm). Postoperative risk factors correlated with higher recurrence
rate consist of: tumor size on pathology, satellit around primary tumor,
and postoperative aFP level above 20 ng / mL.

According to Yumoto, fail in finding satellite lesion and tumor cell
left during surgery can be considered as the main cause of early
recurrence. It was also shown in Murakami's study that TCAE is
ineffective in prolonging survival in HCC patients with satellite lesion,
portal vein invasion and liver metastasis. aFP level is before and after
TACE is also an important factor in the prognosis of extra-hepatic
metastases. It was reported in Tabrizian’s study (New York Cancer
Center) that the prevalent of patients had recurrence 22 months, 1 year
and 5 year after surgery are 54%, 35% and 70% respectively. It is also
demonstrated in our study that the patients who had tumor capillary
invasive, large tumor size and high level postoperative oFP, were at
higher risk of early recurrence.

In Ma WJ’s research (2013), the recurrence rate 2 years pos
thepatectomy in HCC patients in negative oFP level group was lower
than 2 other groups (aFP level from 20 to 400ng/mL and > 400ng/ml)
with p <0,05.



4.5.2. Survival rate post surgery and related factors

It was reported in our study that the median overall survival of 46
patients who underwent TACE before hepatectomy was 44 + 2,75
months. Survival rates of 1, 2, and 3 years after surgery were 88,6%,
85,9% and 80,9%, respectively. In Yu’s meta-analysis in 2013, the 5-year
survival rate among TACE group was higher than the non- TACE group
and 67% of the authors agreed that there was improvement in disease-free
survival rates in patients with TACE compared with non —TACE groups.
Postoperative survival rate could be affected be some factors including:
history of hepatitis B, preoperative aFP level, tumor size, satellite lesion,
postoperative aFP level. Postoperative survival time among patients with
oFP level > 400 ng/ml and < 400ng/ml was 32.85 + 3,9 and 47,69 + 2,78
months, respectively. Survival time after surgery was higher in non-
satellite group than in satellite lesion group, 48,91+1,96 and 25,2 + 4.67
months, respectively with p = 0,03.

It was reported in Peng’s study, 2-year survival rate in aFP level <
250 ng/mL and >250ng/mL were 88,9% and 61,8%, respectively.
According to Ma study (2013), 18- month and 24- month postoperative
survival was also higher in the negative oFP group (oFP less than 20
ng/mL) than in the low-aFP group (aFP of 20-400 ng/mL and the high
aFP group (aFP> 400 ng/mL) with p <0,05. It was demonstrated in multi-
variable analysis that tumor size aned oFP level were closely related to
survival time after surgery.

According to Arnaoutakis (2014), disease free survival in non-
satellite lesion group was 2,5 years higher than in patients with satellite
lesion group (1,2 years). The median survival time of the group without
satellite was also higher than satellite group, 3,3 years and 7,7 years,
respectively. It was reported in Masahiro Murakami’s study that disease

free survival on patients with tumor >5cm in TACE group is higher than



in non-TACE group. In our study, there were no death among patients
with tumor size less than 5 cm during longest follow-up of 35 months. 1-
year, 2-year, 3- year survival rate among group with tumor size above
5cm was 80,8%, 71,3% and 71,3%, respectively. The median survival
among aFP level <20ng/ml group was 47,56 + 2.34 months which was
higher than among the oFP level >20ng/ml group (17,3 + 1,82 months).
Survival rates of 1 year 2 years and 3 years postoperatively in the group
with of aFP level <20ng/ml were also higher than those with high aFP
level(p <0,05) at 90,3% with 83,3%, 37,5% and 37,5%.

CONCLUSION

1. Clinical and laboratory features on HCC patients received TACE
before hepatectomy

- The average age in the study group was 48,8 years, the clinical
signs were mostly poor. Patients accidentally detected 47,8% of the cases.

- The mean tumor size on the CT scan was 5,77 £ 2,42 cm, the
mean preoperative aFP level was 3712,5 £ 10164,9 ng/ml, Child-Pugh A
cirrhosis was seen in 97,8% cases, liver cirrhosis on pathology at stage
2/6 accounted for the highest rate of 52,2%.

- The mean tumor necrosis rate of the study was 68,5 + 31,07%,
54,3% of patients received one TACE, 26,1% of cases had sequential
TACE and PVE. Higher tumor necrosis rates was observed in > 1 time
TACE compared with 1 time TACE but no statistically significant
meaning.

2. Results of hepatectomy after TACE

- Surgical characteristics: J inscision tract occupy the majority
(73,9%), Takasaki controlled hepatectomy (54,3%), major hepatectomy
(60,9%), minor hepatectomy (39.1%). No complications during surgery,



4 patients (8,7%) were given blood transfusion, complications
postoperatively rate was 10,9%.

- Long-term outcome: recurrence rate was 26,1%, mortality rate
was 15,2% (death from post operative recurrence 13%, from liver failure
was 2,2%). The median survival time was 44 + 2,75 months, with
survival rates of 1 year, 2 years and 3 years after surgery at 88,6%, 85,9%
and 80,9%.

- Some factors affect postoperative recurrence include: low
preoperative albumin level, high preoperative oFP level, large tumor
size> 5 cm, satellite lesion, complete or incomplete tumor necrosis, high
postoperative oFP level > 20 ng / mL.

Some factors that affect postoperative survival include: high level
of preoperative aFP level, high postoperative aFP level, tumor size above

5 cm, satellite lesion.

PETITIONS
1. TACE should performed on patients with large tumors > 5 cm, satellite
lesion, high level of preoperative aFP. The combination of TACE and
PVE in insufficient remnant liver volume.
2. Bigger sample size, multicenter, long-term follow-up studies should be
conducted to assess other factors related to recurrence and overall

postoperative survival.





