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1. PAI CUONG

Ung thu biéu mé té bao gan (UTBMTBG) la loai ton thuwong thuong gip nhat
trong cac loai ung thu tai gan, ndm trong séu loai ung thu phd bién nhét trén thé gi6i.
Tai Viét Nam, theo GLOBOCAN 2022, UTBMTBG co ty 1€ méc méi dimg thtr 2 ¢ ca
hai gi6i, sau ung thu va va 1a nguyén nhan tir vong hang dau lién quan dén ung thu.!

1.1. Dich té hoc:

Tai Viét Nam, ty 1& ung thu gan chuan hod theo tudi 1a 20,2 ca/100.000 dan,
chiém 13,6% tong sb ca bénh ung thuy méi mac hang nim. Mot nghién ctru ghi nhén sb
lisu UTBMTBG tai mién Trung va mién Nam Viét Nam 1a 24091 truong hop trong
thoi gian 2010 dén 2016, trong d6 62,3% c6 nhidm virus viém gan B (HBV) man va
26% c6 nhiém virus viém gan C (HCV) man.? Viét Nam 1 nude c6 ti 16 mac HBV
cao, udc tinh c6 khoang 12,3% nam gioi va 8,8% nir gidi co nhiém HBV man.’ Viéc
tiém chiung HBV cho tré em tai Viét Nam da lam giam phan nao ti 18 viém gan virus B
man, tuy nhién ti 1¢ méc ung thu biéu md té bao gan lién quan dén nhiém HBV tai Viét
Nam van & mtc cao.

1.2. Céc yéu to nguy co chinh:

- HBV: theo sb liéu ctua Td chic Y té Thé gi61 (WHO) nam 2016, dya trén mat sb
nghién cuu tur 2003 dén 2014, ti 1¢ nhiém HBV & nguodi 16n tai Viét Nam khoang
8,2-19%. Nhiéu nghién ctru phan tich gdp (meta-analysis) di ching t6 nguy co
UTBMTBG & nhitng ngudi nhiém HBV cao hon 15-20 1an so v&i nhitng ngudi
khong nhiém. Nguy co bi UTBMTBG trong cudc doi clia ngudi nhiém HBV man 1a
khoang 10-25%. C6 nhiéu yéu té lam ting nguy co UTBMTBG & ngudi nhiém
HBV man, bao gdm céac yéu té vé hinh thai (nam gidi, tudi 16n, tién sir gia dinh co
nguoi bi UTBMTBG), vé virus (mirc do nhan ban HBV cao, kiéu hinh HBV, thoi
gian nhiém HBV, dong nhiém voi HCV, HIV, HDV), vé 1am sang (xo gan) va vé
moi trudng va 16i sbng (phoi nhiém véi Aflatoxin, nghién rugu ning, hit thude 14).3

- HCYV: theo s6 liéu ctia To chirc Y té Thé gigi (WHO) nam 2016, dya trén mot sd
nghién cuu tur 2003 dén 2014, ti 1 nhiém HCV & nguoi 16n tai Viét Nam khoang 1-
3,3%. Mot phén tich gop trén mot sd nghién ctru bénh-ching (case-control studies)
cho thy ngudi c6 khang thé khang HCV ¢6 nguy co bi UTBMTBG gap 17 lan so
v6i nguoi khong cé khang thé khang HCV .3

- Pong nhiém HBV va HCV: lam ting nguy co bi UTBMTBG 1én géap 46 lan so véi
ngudi khong nhiém virus.* Trong mot nghién ciru vé 24091 truong hop UTBMTBG
tai mién Trung va mién Nam Viét Nam trong thoi gian 2010 dén 2016, ti 1& dong
nhiém HBV va HCV 1a 2,7%.2

- Sir dung dd udng c6 con: mot phan tich gop trén 19 nghién ctru tién ciru ghi nhan
nguy co UTBMTBG ting 16% ¢ nhirng nguoi sir dung tir 3 don vi dd udng c6 con
tré 1én mdi ngdy va ting 22% & nhitng ngudi sir dung tir 6 don vi dd udng co con
tré 1én mdi ngay, va nguy co nay ciing ting ngay ca khi chi st dung luong con thap
nhat mdi ngdy (25g mdi ngay, twong g véi 2 don vi do udng c6 con mdi ngay), (1
don vi ¢dn 1 330ml bia, 120ml ruou vang, 40ml ruou manh).>6



O Viét Nam, chua c6 sb liéu chinh thirc vé mdi lién quan gitta UTBMTBG va
viéc st dung dd uéng c6 cdn. Theo mét nghién ctu trén 1617 bénh nhan
UTBMTBG tai mién Trung va mién Nam Viét Nam, c6 68,6% bénh nhan da va
dang str dung d6 udng c6 con véi nhiéu mirc d6 khac nhau.”
Theo dinh nghia trong Huéng din Ché do in udng cua Chinh phu Hoa Ky danh cho
ngudi My (2015 dén 2020), udng ruou it duge dinh nghia 1a it hon hai ly/ngdy & nam
gidi va mot ly/ngay & nir giéi (1 ly= 12,5 g/ly). Theo mét phan tich téng hop, nguy co
mic ung thu gan & nhoém bénh nhan udng ruou trung binh tré 1én ting gap 1,4 1an so
v6i nhom khong bao gio udng ruou hodc ubng it.8
- Aflatoxin B1: 1a doc t6 ndm mdc, bi nhidm khi dn phai cac thuc phidm bao quan
kém nhu lac, ngd, ngii cde trong moi truong am thap. Khi bi nhiém doc té nay két
hop HBV lam tang nguy co UTBMTBG 1én dén 30 lan.°
- Bénh gan nhiém m& khéng do ruou (Nonalcoholic fatty liver disease - NAFLD)
va dac biét 1a giai doan tién trién cta bénh, bénh viém gan thoai héa m&é khong do
rwgu (Nonalcoholic steatohepatitis - NASH), 1a bénh gan pho bién nhét trén toan
thé gidi, anh huéng dén gan 25% dan sb toan cau. Con sé nay du kién sé& ting 1én
56% & Chau Au, Hoa Ky va Trung Qudc trong muoi nam téi.' NAFLD cé lién
quan dén gan nhiém m& (v6i chit béo chiém hon 5% trong luong gan) va rdi loan
chtic nang chuyén hoa. Mtc d6 nghiém trong cia NAFLD phu thudc vao su tién
trién ctia viém hoai tir va xo héa gan. Qua trinh xo hoa dugc dic trung boi sw tich
tu collagen — mét thanh phan ciia chit nén ngoai bao — din dén hinh thanh mé
seo trong gan. Khi bénh tién trién ning, NAFLD c6 thé phat trién thanh NASH, va
néu xo hoa tiép tyc tién trién sé din dén xo gan, lam ting dang ké nguy co phat
trién UTBMTBG 1én."! Uéc tinh ty 1¢ xut hién UTBMTBG & bénh nhan xo gan do
NASH 12 0,5-2,6%. Tuy nhién, bénh nhan mic NAFLD khong xo gan ciing c6 thé
phat trién UTBMTBG.!2 Theo mdt phan tich gop trén 130 co s, ty 1& bénh nhan
xuat hién UTBMTBG trén nén NAFLD 1a 0,21/1000 ngudi-ndm, va véi bénh nhan
c6 xo gan kém theo 13 10,6/1000 ngudi-ndm. '3
Mic du nguy co mic UTBMTBG lién quan dén NAFLD thip hon so véi
UTBMTBG lién quan dén HBV va HCV, nhung viéc dé NAFLD tién trién thanh
NASH lam ting ty 16 mic UTBMTBG tuy nhién can thém dir liéu dé lua chon nhiing
bénh nhan c6 du yéu té nguy co dé dua vao sang loc UTBMTBG.

1.3. Phong ngwra UTBMTBG:

- Sir dung vaccin ching ngira HBV cho tré em, nhat 13 tré so sinh dé ngin ngtra viéc
nhiém HBV. Phy nit mang thai nén duoc kiém tra viém gan B va diéu tri thudc
khang virus khi HBV DNA > 2x10° [U/mL. Tré so sinh c¢6 me viém gan B nén
dugc tiém dong thoi vacxin viém gan B va huyét thanh khang viém gan B trong 24
gio dau sau sinh.'*

- Diéu tri 1au dai va hiéu qua cho cac bénh nhan nhiém HBV man va c6 bénh 1y gan
dang hoat dong.

- Piéu tri viém gan virus C cho dén khi bénh nhan dat duoc dap Gmg virus bén viing
(sustained virologic response - SVR). Nguy co UTBMTBG s& giam dang ké néu
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cac bénh nhan viém gan virus C man dat dugc SVR. Tuy nhién, ngay céa khi Qat
duoc SVR, cac bénh nhan c6 xo gan F3, F4 van c6 nguy co UTBMTBG cao va can
duoc tam soat.

- Diél,,l tri cac bénh 1y chuyén hoa n?hu tiéu dudng, béo phi, réi loan lipid mau, ting
huyét ap vi cég bénh nay co thé gy nén NAFLD, NASH lam tang nguy co
UTBMTBG, nhat 1a khi da c¢6 xo gan.

2. TAM SOAT UTBMTBG

2.1. Poi twong tim soat:

Bénh nhéan xo gan, Child Pugh A, B

Bénh nhén xo gan, Child Pugh C, ¢6 thé ghép gan

Bénh nhéan viém gan B nguy co cao (theo AASLD 2023):

«  Piém PAGE- B* > 10 diém (nguy co trung binh, cao)

«  Nam > 40 tudi hodc nit > 50 tudi

* Piém PAGE-B trong phén tang nguy co tién trién HCC & BN viém gan B man

Yéu to Piém
Tubi

16-29 0
30-39 2
40-49 4
50-59 6
60-69 8
>70 10
Giéi

Nam 6
Nir 0
Tiéu ciu

>200000/pl 0
100000-199000/p1 1
<100000/ul 2

<9: nguy co thip (~0% tién trién thanh UTBMTBG trong 5 nim)
10-17: nguy co trung binh (~3% tién trién UTBMTBG trong 5 nim)
> 18: nguy co cao (~17% tién trién UTBMTBG trong 5 nim)



2.2. Phuong tién va tin suit tim soat :

- Tam soat bang siéu 4m bung va xét nghiém chat chi diém ung thu AFP mdi 6 thang.

So do tam soat UTBMTBG
AFP > 20 ng/mL, ting

L e - Chup CT bung hodac MRI
gép d0i 2 lin xét nghiém bung c6 tiém thude
lién tiép hodc not >
10mm
- N6t < 10mm va AFP —» Lam lai siéu am +
Siéu 4&m + AFP <: binh thuong AFP mdi 3 — 6 thang

Khéng co n@%t va » Lam lai siéu am +
AFP binh thudng AFP mbi 6 thang
Véi cac ton thuong < 10mm duoc theo ddi mdi 3 thang mot 1an trong vong 2 nim ma
bién mat hodc khong thay tang kich thudc thi s& duoc theo ddi 6 thang mot lan.'s
3. CHAN POAN UTBMTBG
3.1. Kham lam sang va cac chi dinh cin lam sang cin lam
- Can tim hiéu c4c yéu t6 nguy co ciia bénh nhan:

+ Bénh nhan di ting bi nhiém hay d3 hoic dang diéu tri nhiém HBV va/hoic
HCV.

+ Gia dinh bénh nhan (cha me, vo chéng, anh chi em rudt) c6 nguoi da ting bi
nhiém hay di hoic dang diéu tri nhiém HBV va/hoic HCV, hodc d3 duoc chan
doan bi UTBMTBG.

+ Pai timg duogc truyén mau hay ting str dung chung kim tiémvéi nguoi khéc.
+ Tinh trang st dung thitc udng c6 con (s6 luong, tan suét, thoi gian, ...).
+ Di timg tiép xuc véi cac loai doc td hay hoa chét (loai, thoi gian tiép xuc...).
+ Ly do dén kham bénh (dau bung, vang da, bung to, ... hay chi 1a kiém tra sirc
khoe).
+ Cac bénh 1y khac di kém.
- Kham lam sang:
+ Phan 16n cac truong hop UTBMTBG chi ¢6 dau bung mo hd hodc duoc phat
hién tinh co.
+ Pénh gia toan trang, dau hiéu sinh ton, tinh trang vang da niém mac.
+ Kham tong thé, kham bung, cht y ¢6 so thiy gan to hay khong.
- Cac chi dinh can l1am sang can lam:
+ Cong thirc mau, chtrc ning d6ng mau toan bd, dudng huyét.
+ Chtrc nang gan than: ALT, AST, Bilirubin, Albumin, Ure, Creatinin mau.
+ Céc xét nghiém mién dich vé virus viém gan B, C: HBsAg, AntiHCV.
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Chi d4u sinh hoc cia UTBMTBG: AFP, AFP-L3, PIVKA 1L
Céc chi dau ung thu khac (néu can): CEA, CA 19.9.

Chup cét 16p vi tinh 16ng nguc danh gia di can phoi v6i khéi u gan kich thude >2
cm.

+

+

+

+ Noi soi duong ti€u hoa trén danh gid tang ap luc tinh mach ctra, gian tinh mach
thuc quan.

+ Xa hinh xuwong néu nghi ngd di can xuwong véi 9mTc-MDP dé danh gia ton
thuong di can xuong trong truong hop nghi ngc‘r di can xuong, hodc xem xét (ér
nhiing bénqh nhan c6 AFP > 1000 ng/ml, xdm lan mach mau 16n hodc bénh da 6
hai thuy dé danh gia di can xuong khong tri¢u chiing.

+ Siéu am Doppler mach mau gan.

+ CT scan bung c6 can quang (va MRI bung c6 tuong phan tir néu can).

3.2. Hinh anh hoc:

3.2.1. Siéu am:
3.2.1.1. Siéu am 2D va siéu am Doppler mach mau gan:

Siéu am 2D va siéu am Doppler nén 1a phuong phap dau tién duoc ap dung dé
tam soat va theo doi diéu tri UTBMTBG, nhung khong dung dé chan doan
UTBMTBG.

Siéu 4m danh gia hinh dang, vi tri, s6 lwong, kich thudc khdi u gan, tinh trang bénh 1y
gan nén, tinh trang dich 6 bung va cac ton thuong di kém trong 6 bung.

Siéu 4m Doppler mach méau gan cho phép danh gia tinh trang cip mau cua khéi u, tinh
trang khoi u xam lan va di can vao cac mach mau lan can, dac bi¢t 1a tinh mach cura va
tinh mach chu dudi.

3.2.1.2. Siéu am c6 chat twong phan (CEUS):

Hinh anh dién hinh cia UTBMTBG trén CEUS la ngam thudc manh thi dong
mach va thai thudc sau 60 gidy. CEUS c6 d6 nhay cao dé phat hién can 4m cua u thi
dong mach va diu hiéu thai thudc nhanh (dién ra sém, tai thoi diém 55-60 gidy) dbi
v6i bénh 4c tinh khong phai UTBMTBG va “thai thudc” rat muodn (sau 60 gidy) doi
vo1 UTBMTBG.

3.2.2. Chup Cit 16p vi tinh (CT scan) va Cong hwong tir (MRI):

Hinh anh hoc ddng vai trd quan trong trong chin doan va trong viéc ra quyét
dinh diéu tri UTBMTBG nho vao viéc mo ta ddy du hinh thai gan va néu lén dugc
dong hoc tudi mau gan. Tén thwong UTBMTBG c6 sy thay doi dién hinh 13 ting
ngudn cip mau tir ddng mach va giam ngudn cAp méu tir tinh mach cira.

Dé chin doan UTBMTBG, can c6 CT scan da diy dau do chup du 4 thi va/hoic MRI
tiém thudc d6i quang tir c6 thi dong mach tré, thi tinh mach ctra va thi muon (khoang
3-5 phut sau khi tiém chét twong phan tir). CT scan va MRI tiém thudc cho phép danh
gia muc do phan bd mach mau tai khéi u, véi hinh anh dién hinh cia UTBMTBG la
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ngdm thudc manh & thi déng mach va thai thuéc & thi tinh mach ctra va/hodc ¢ thi
muon.

MRI c6 thé phat hién nhirng khéi u c6 kich thuée nho, nhat 1a cac khdi u < 2cm.
MRI cho phép chan doan phan biét rat tét giita UTBMTBG véi cac ton thuong khu tra
khac trong gan nhu u mau, u tuyén (adenoma), ting sinh dang ndt khu tri (FNH), di
can gan hodc ndt tan tao trong xo gan. MRI déu co do nhay cao hon CT scan dac biét
d6i voi cac ton thuong nho.

Chup MRI véi chit twong phan tir gan-mat gadoxetate disodium (Gd-EOB-
DTPA-gadolinium ethoxybenzyl diethylenetriamine pentaacetic acid) c6 d§ nhay cao
hon CT scan va MRI st dung céc chét twong phan ngoai bao. Uu tién chi dinh chyp
EOB-MRI primovist néu diéu kién cho phép va nhét 13 khi CT scan c6 can quang va
MRI ¢6 can tir khong cho chan doan xac dinh. Dic biét v4i bénh nhan co xo gan, dé
gitip phan biét v&i cac tén thuong tién ung thu nhu cac nhan loan san mirc do cao.'s

Hinh anh dién hinh cia UTBMTBG trén CT scan/MRI 1a giam dam do ¢ thi chua
tiém thudc, ngém thudc manh & thi dong mach va thai thudc & thi tinh mach cua hay
thi muon.

Ngoai gia tri chan doan, CT scan/MRI con dugce sir dung dé theo ddi va danh gia
sau diéu tri UTBMTBG.

Céc ton thuong nghi ngd 1a UTBMTBG néu c6 ngam lipiodol tai ton thuong sau
khi lam Nut mach héa chat (TACE) thi dugc chan doén 1a UTBMTBG.

Céc dit liéu trén thé gio1 cling nhu tai Viét Nam da chirng minh tri tué nhan tao
(AI) c6 thé hd trg trong phat hién va chan doan ung thu biéu mé té bao gan. Pic biét
tri tué nhan tao giup phat hién sém ung thu (nhat 1a vé vi tri, kich thudc va thé tich),
v6i cac két qua rat kha quan, qua d6 phuc vu cho diéu tri duoc tét hon (giup lua chon
phuong phap diéu tri chinh x4c hon va giam ty 1& tr vong do ung thu gan).'

3.23. PET-CT

Chi ¢6 khoang 40% céc trudng hop UTBMTBG c¢6 hap thu Fluorodeoxyglucose
F18 (18F) khi chup PET-CT, va hau hét cac truong hop UTBMTBG biét hoa cao déu
cho két qua am tinh khi chup PET-CT. Tuy nhién PET-CT rat ¢ gia tri dé phat hién
céc ton thuong di can ngoai gan cia UTBMTBG, nhit 1a trong cac trudng hop khong
thdy ton thwong UTBMTBG méi trén CT thong thudng ma co ting AFP, PIVKA II.
3.3. Chi dau sinh hoc :

3.3.1. AFP (Alpha-fetoprotein):

Vai tro cia AFP trong chan doan UTBMTBG la chua 16 rang. AFP c6 thé ting
trong cac trudng hop viém gan hoat dong va xo gan, va c6 thé giam di khi diéu tri cac
tinh trang viém gan bang cac thudc diéu tri HBV va HCV. Ngudng gié tri binh thuong
ctia AFP thuong 1a 20 ng/mL. Tuy nhién, nhiéu trudng hop HCC c6 AFP < 20 ng/mL
nhung van cao hon ngudng gia tri binh thudng cia may do. Can lay ngudng AFP ting
theo ngudng gi tri binh thuong cao nhat ctia may do lam tiéu chuan chan doan.
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Bénh nhan c¢6 bénh gan man tinh va ting AFP goi y nguy co cao cua ung thu
gan. Ngudng AFP > 400ng/mL c6 d6 dic hiéu 95% trong chan doan UTBMTBG. Tuy
nhién c6 khoang 40% bénh nhan UTBMTBG c¢6 AFP binh thudng va ting AFP c6 thé
gip trong cac bénh ung thu khic nhu ung thu dudng mat, ung thu da day, u té bao
mam. AFP ¢6 thé dugc sir dung phdi hop véi siéu am dé phat hién UTBMTBG giai
doan som voi d nhay 1a 63%, d6 dac hiéu 1a 84%.1
3.3.2. AFP-L3 (Alpha-fetoprotein Lens 3 ):

AFP-L3 c6 thé dugc dung dé phan biét sy gia ting AFP trong cac truong hop
UTBMTBG v6i cac truong hop u lanh tinh ¢ gan. Ngudng gia tri binh thuong cua
AFP-L3 1a 5%.

3.3.3. PIVKA II (Prothrombin induced by vitamin K absence-II):

PIVKA II 1a mét prothombin bat thuong, ting trong huyét thanh cia cac truong
hop UTBMTBG. Ngudng gia tri binh thuong ciia PIVKA 11 1a 40 mAU/ml. PIVKA 11
nén dugc lam thuong quy hodc trong nhitng truong hop bénh nhan UTBMTBG c6 gia
tr1t AFP binh thuong.

3.3.4. Két hop cac chat chi diém ung thw trong huyét thanh:

Su két hop céac chat chi diém ung thu AFP, AFP-L3 va PIVKA II trong huyét
thanh c6 thé cai thién do nhay trong tam soat va chan doan UTBMTBG ma khong 1am
giam di d6 chuyén biét, do d6 nén str dung viéc két hop nay trong thuc té 1am sang.
Khoang 40% bénh nhan HCC c6 AFP binh thudng, trong cac truong hop nay nén su
dung AFP-L3 va/hoic PIVKA II thay thé cho AFP nhu mot diu 4n du doan
UTBMTBG.

M6 hinh GALAD chén do4n ung thw biéu mé té bao gan

Chi s6 GALAD 132 mdt mé hinh dua trén dau 4n sinh hoc trong huyét thanh, du
doan xac suat mac UTBMTBG & bénh nhan méc bénh gan man tinh.
Diém GALAD dwoc tinh theo cong thirc:

GALAD = -10,08 + 0,09 x tudi + 1,67 x gidi + 2,34 logio (AFP) + 0,04 x (AFP-
L3) + 1,33 x logio (PIVKA II)

Gidi dugc cho bang 1 véi nam va bang 0 ddi véi nit.

PIVKA II (ng/mL) = PIVKA II (mAU/ml) x 0,012

Khi ngudng diém GALAD duoc dit & mirc -0,63, diém GALAD c6 do nhay 89%
va d¢ dac hiéu 86% trong phat hién UTBMTBG, v&i d nhay 82% va do dac hi¢u 86%
d6i voi giai doan sém va d6 nhay 73% va do dic hiéu 86% ddi v6i phat hién khdi u &

giai doan rat som.'”

Mo hinh GAAD

Thuét toan tinh diém GAAD két hop cac dau an huyét thanh AFP, PIVKA 1I, va
tudi, gidi tinh ctia bénh nhan gitp du doan nguy co mac UTBMTBG.

GAAD véi ngudng diém dugc dat & muc 2,57, duoc xac dinh co do nhay la
83,1%- 86.7% va do dac hi¢u l1a 93,7%-98,4% trong phat hiéen UTBMTBG, d0 nhay la
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71,8% va do dac hiéu la 90% trong phat hién UTBMTBG giai doan soém, d0 nhay la

86,9% va do dac hiéu la 98,4% trén nhom bénh nhan UTBMTBG c¢6 kich thudc u <

2cm.'®1% GAAD d3 duoc cap nhét trong cac huéng dan qudc té (EASL 2025, Trung

Quéc 2024) va huéng dan ctia Hoi Gan Mat Viét Nam 2025 1a mot cong cu hiru ich

gitp phat hi¢n sém UTBMTBG.

3.4. Sinh thiét gan

- Chi dinh: bénh nhan khong du ti€u chuén chian doan UTBMTBG.

- Giup chan doan phan biét ung thu duong mat, ung thu gan phdi hop ung thu dudng
mat, ung thu di cdn gan.

- Céac nguy co nhu chay mau hay gieo ric té bao ung thu déu co ti 18 rat thp, c6 thé
xur tri duoc va khong anh huong dén quyét dinh lam sinh thiét gan khi can thiét.

- Khi sinh thiét gan am tinh can duogc ddi chiéu voi cac dit liéu vé hinh anh hoc va chi
diém ung thu dé quyét dinh nén sinh thiét lai hay nén theo ddi tiép. Néu quyét dinh
theo doi tiép thi nén danh gia lai ton thwong bang hinh anh hoc va chi dau sinh hoc
sau 02 thang.

3.5. Giai phiu bénh va sinh hoc phan tir

3.5.1. Phan loai mé bénh hgc

Trong phan loai ndm 2019 ctia T6 chire Y té Thé gigi (WHO) (c6 thé st dung cac
bang phan loai cap nhat tai thoi diém chan doan), khoang 35% UTBMTBG co thé
duogc phan loai thanh cac dudi typ mé bénh hoc voi cac dac diém giai phau bénh 1am
sang va dic diém phan tr riéng biét, phan con lai duoc xép vao nhém UTBMTBG
khong dic hiéu (NOS) hay con goi 1a UTBMTBG typ thong thudng. Tat ca cac dudi
typ déu c6 thé phat trién trén nén gan xo hodc khong xo, ngoai trir typ xo 14 chi duoc
bao c4o trén nén gan khong x0.2°

Bang 1. Cac dudi typ cua UTBMTBG theo WHO 2019

Duéi typ mé bénh hoc (WHO 2019) Tén tiéng Anh

UTBMTBG typ thong thuong (NOS) Conventional HCC (HCC, NOS)
UTBMTBG typ xo 14 Fibrolamellar HCC

UTBMTBG typ xo cung Scirrhous HCC

UTBMTBG typ té bao sang Clear cell HCC

UTBMTBG typ gan nhiém m& Steatohepatitic HCC
UTBMTBG typ be 16n Macrotrabecular-massive HCC
UTBMTBG typ té bao ky mau Chromophobe HCC
UTBMTBG typ gidu bach cau da nhan trung tinh | Neutrophil-rich HCC
UTBMTBG typ giau lympho bao Lymphocyte-rich HCC
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3.5.2. P§ mo hgc

DB md hoc cia UTBMTBG duogc xac dinh dya trén mtc d§ tuong déng cua té
bao u voi té bao gan trudng thanh khi quan sat trén HE. Theo phan loai WHO 2019, ¢6
ba mutrc do: bi€t hoa cao, biét hod vira va kém biét hod. Ngoai ra, loai Ung thu biéu mé
gan khong biét hod (undifferentiated carcinoma) nguyén phat ¢ gan dugc dinh nghia
riéng, do khong c6 du bang ching xac dinh hudng biét hod gan hay dudng mat. Trong
mdt s6 khdi u c6 nhiéu hon mdt dd6 mé hoc, két ludn véi d6 mod hoc cao nhat (cac do
mé hoc hién dién trén khoi u thi nén duoc ghi nhan), vi chi mot thanh phz‘in kém biét
hoa nho ciing c¢6 thé anh hudong dén tién luong.

3.5.3. Mot s6 dic diém giai phiu bénh c6 y nghia tién lwong

- Cum té bao dugc mach méau bao quanh (Vessels Encapsulating Tumor Clusters —
VETC): Mot dang phat trién mach trong UTBMTBG, la cum té bao duoc boc hoan
toan trong mach mau dang xoang, tao thanh hinh anh mang nhén. Co ché hinh thanh
mach nay thuong xuét hién cing voi UTBMTBG thé bé 10n, lién quan véi ti 16 xam
nhap mach cao, di cin xa va tai phat som.2! VETC ciing 13 yéu t6 du doan diéu tri
toan than.??

- Trong céc trudng hop nguy co cao nhu u >5cm, da 6, xdm 14n mach méau, AFP cao
nén nhuém hoa mé mién dich dau 4n Cytokeratin19 (CK19) > tién luong diéu tri.
CK19 duong tinh duoc dinh nghia 1a UTBMTBG c6 boc 16 dau 4n CK19 > 5% md
u. CK19 duong tinh trong UTBMTBG phan anh nguén goc cac té bao tién than,
von mang dac tinh cua cac té bao géc nhu tu doi méi, biét hoa da dang, tang sinh
manh va khang diéu tri.”® Cac nghién cru ghi nhan UTBMTBG CK19 (+) ¢ xu
huéng gan giéng voi UTBM dudng mat, véi do 4c tinh cao hon UTBMTBG thong
thuong nhung thip hon so voi UTBM dudng mat don thuan.2* Nném UTBMTBG
CK19(+) thudong ¢ thdi gian sdng thém thap hon, ting nguy co di cin, tai phat va
khang tri hon so v&i nhom CK19(-). Tinh trang thiéu oxy trong gan xo hodc can
thiép nhu TACE, RFA, duoc cho 1a yéu td thuc ddy biéu hién CKI19 ¢
UTBMTBG.?+¢

- DPanh gia mot s6 dic diém vi mo truong u trén mo bénh hoc (TME, su tang sinh
mach trong u, ghi nhan céc tén thuong gan & ving khéng ung thu nhu xo gan,...).

3.5.4. Xét nghiém mién dich va sinh hoc phéan tir

Xét nghiém cac ddu an mién dich: PD-L1 (22C3 pharmDX, SP263....), su biéu
hién protein sira chita ghép cip sai/mét on dinh vi vé tinh (MMR/MSI).

Sinh thiét long: dé xac dinh ty 1& u (TF- tumor fraction) du vao xét nghiém
ctDNA trong téng s6 cfDNA dé danh gia bénh sau diéu tri phau thuat,

Pénh gia bénh ton du téi thiéu (MRD) dya vao xét nghiém ctDNA bang phuong
phap Realtime PCR hoic Multiplex PCR/NGS d¢ danh gia két qua, theo doi bénh nhan
sau diéu tri.

3.6. Chan do4n x4c dinh UTBMTBG

Khi ton thuong & gan c6 mot trong ba tiéu chuan sau:
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Hinh anh dién hinh® cia UTBMTBG trén CT scan bung c6 can quang hoic MRI
bung co6 twong phan tir + AFP > 400 ng/ml.

Hinh anh dién hinh® cia UTBMTBG trén CT scan bung cd can quang hoic MRI
bung c6 twong phan tir + AFP ting cao hon binh thuong (nhung chwa dén 400
ng/ml) + ¢6 nhiém HBV va/hodc HCV. C6 thé lam sinh thiét gan dé chan doan xac
dinh néu bac si 1am sang thay can thiét.?’

Céc truong hop khong du cac tiéu chuan néi trén déu phai 1am sinh thiét khdi u gan
(c6 thé phai lam nhiéu 1an) dé chan doan x4c dinh. Néu sinh thiét lai vin 4m tinh thi
6 thé theo ddi va lam lai cac xét nghiém hinh anh hoc va chi dau sinh hoc mdi 2
thang.

C6 bang chirmg mé bénh hoc 14 UTBMTBG.

Trong mot sb trudng hop c6 hinh anh hoc dién hinh cia UTBMTBG trén 2 phuong

tién chan doan hinh anh (CT scan, MRI) tuy khong ting AFP va cé su thong qua cia
hoi dong da chuyén khoa (MDT) ciing dugc chan doan xac dinh 13 UTBMTBG.

* Hinh anh dién hinh trén CT scan bung c6 can quang hodc MRI bung ¢é twong phan

tir - (cdc) khoi u bat thude trén thi dong mach gan va thai thuée (wash-out) trén thi

tinh mach cira hay thi chdm. Nén chup MRI véi chdt twong phdn tir gan-mdt

gadoxetate disodium (Gd-EOB-DTPA - gadolinium ethoxybenzyl diethylenetriamine
pentaacetic acid) dé tang kha nang chan doin UTBMTBG.
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So dé chén dodan UTBMTBG

Khdi u gan
Hinh anh CT / MRI didn hidh Hinh anh CT scan / MRI dién hinh + AFP khong ting
inh an scan 1én hi
Hinh anh CT scan/MRI dién hinh + AFP <400ng/mL + khéng viém gan B,C
Hinh anh CT scan / MRI khéng dién hinh
Theo doi
l modi 2 thang
l l Sinh thiét khéi u gan
AFP > 400 ng/ml AFP tang nhung < 400 ng/ml l l

C6 nhiem HBV hay HCV ) ©) Sinh thiét lai )

l l

UNG THU BIEU MO TE BAO GAN

v

A
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3.7. Chan doan phan biét:

- U mau ¢ gan (hemangioma): khéi u bat thudc ting dan tir thi dong mach gan dén thi
cham trén CT scan hodc MRI, chi ddu sinh hoc cia UTBMTBG binh thuong, co thé
¢6 hodc khong nhiém HBV va/hodc HCV. C6 thé chup SPECT véi hong cau tu than
danh ddu ddng vi phong xa cho hinh anh u mau trong gan.

- Céc u lanh ¢ gan nhu u tuyén (adenoma), ting sinh dang ndt (focal nodular
hyperplasia — FNH), 4p xe gan, ndt voi hoa & gan,...: hinh anh khong dién hinh trén
CT scan hodc MRI, chi du sinh hoc cia UTBMTBG binh thuong, co thé ¢6 hodc
khong nhiém HBV va/hoic HCV, c6 thé xac dinh nhod MRI bung ¢6 twong phan tir
dac hiéu hodc sinh thiét gan.

- Ung thu dudng mat trong gan: khdi u bat thudc khong dong déu, khong c hién
tugng thai thudc, chi ddu ung thu CEA, CA 19.9 c6 thé ting cao. Chan doan xac
dinh nhd sinh thiét gan va xét nghiém hda mo mién dich.

- Di can gan cua céc ung thu khac (ung thu da day, ung thu dai truc trang, ung thu
phéi, ung thu va, ...): hinh 4nh bt thuc dang vién trén CT scan hodc MRI, céc chi
dau ung thu twong Ung ting cao, c¢6 tén thuong nguyén phat, ...

3.8. Chan doan giai doan bénh:

Céc Hudng dan diéu tri cia Nhom Ung thu gan Barcelona (BCLC), Hoi Nghién
ciru bénh gan chau Au (EASL), Hoi Noi khoa Ung thu chau Au (ESMO) va Hoi
Nghién ctru bénh gan Hoa Ky (AASLD) phan chia UTBMTBG thanh 5 giai doan
bénh: 0 (rdt sém), A (sém), B (trung gian), C (tién trién), D (cudi), dé dé ra cach diéu
tri phu hop. Trong khi d6, Hiép hoi nghién ciru bénh gan chau A Thai Binh Duong
(APASL) khong phan chia giai doan bénh, ma dya trén 6 yéu tb: di cin ngoai gan,
chtic nang gan (danh gia bang hé thong Child-Pugh), kha ning cit gan dugc, xam nhap
mach mau 16n, sb luwong u, kich thudc u, dé chon lua céc diéu tri phu hop.

Tai Viét Nam, trén thuc té 1am sang, thuong chi xac dinh tinh trang bénh con kha
nang diéu tri hay khong, do d6 co thé dua trén céc yéu t6 nhu cia APASL dé chon lua
cach diéu tri phu hop.

Céc nghién ctru khoa hoc thi c¢6 thé dua trén phan chia giai doan bénh cuia BCLC
(Phu luc 7) dé chon ra nhom bénh nhéan phu hop cho nghién ctru.

3.9. Panh gia chirc ning gan

Dénh gid chung vé chirc ning gan cin bao gdm khai thac bénh sir k¥ ludng,
kham lam sang va thuc hi¢n cac xét nghiém sinh hoa huyét thanh.

Panh gia can bao gdom sang loc cac dau hiéu tang 4p luc tinh mach ctra ¢6 y
nghia 1am sang, thé hién qua: ) trudng, gian tinh mach thyc quan—da day, lach to,
tuan hoan bang hé hodc giam tiéu cau. Ngoai ra, can danh gia chirc ning tong hop cua
gan (albumin va cac xét nghiém déng mau) va bilirubin toan phan.
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Phan loai Child-Pugh (CP) 1a cong cu thuong ding nhat ¢ danh gia chiic ning
gan. CP cung cép udc tinh téng quat dy trir chlrc nang gan bé‘lng cach phan loai xo gan
thanh con bu (CP A) hodc mét bu (CP B, C).

Thang diém Albumin-Bilirubin (ALBI) danh gi4 dya trén chi s Albumin va
Bilirubin c6 thé gitp phan ting bénh nhan xo gan con twong dbi 6n dinh. Nén két hop
dé danh gia cung thang diém Child-Pugh.?

Mo hinh bénh gan giai doan cudi (MELD) 14 thang diém s tir 6 (con bu tét,
khong c6 bang ching mat bu = CP A) dén 40 (mat bu ning, tién lugng rat xau = CP C)
dé phan ting nguy co & bénh nhin xo gan. MELD ban dau dugc phat trién dé dy doan
tor vong ¢ bénh nhan thyc hién tao duong thong ctra chu trong gan; hién nay duogc
UNOS st dung dé sap xép do vu tién cho bénh nhan trong danh sach chd ghép gan.

Céc cong cu khong xam lan, nhu siéu &m dan hoéi hodc MRI dan héi co thé duoc
dung dé x4c dinh muac dd viem/viém gan, gan nhiém m&, xo hoa/xo gan.

4. PIEU TRI UTBMTBG
4.1. Nguyén tic diéu tri UTBMTBG:

Quyét dinh diéu tri UTBMTBG dua trén dic diém khéi u (s6 luong, kich thudc,
vi tri, mic do xam 14n mach méau hodc di can), chlrc ndng gan va tinh trang toan than
cua bénh nhan va cac bénh ly di kem. Vi¢c hoi chan da chuyén khoa dong vai tro then

ch6t nham lya chon chién lugc di€u tri to1 vu va cé thé hoa cho tirng bénh nhan.

4.2. Cac phwong phap diéu tri ddi véi ton thwong UTBMTBG

Phau thuat 13 phuong phap diéu tri c6 kha ning triét cin déi véi UTBMTBG, bao
gém phau thuat cit gan va phiu thuat ghép gan, dong vai trd trung tdm trong chién
luge diéu tri bénh & giai doan s6m.283! Viéc lya chon phuong phap phau thuét can dya
trén danh gia toan dién nhiéu yéu t6, bao gdm: dic diém khdi u, chirc ning gan nén,
tinh trang toan than ctia nguoi bénh va kha ning tiép can cic phuong thic diéu tri

khéc 29-32

Hi¢én nay, da sb cac huong dan quéc té nhu EASL, ESMO, AASLD, BCLC,
NCCN va APASL déu khuyén cdo viéc danh gid chi dinh ph?tu thuat can duge thuc
hién thong qua hoi chan da chuyén khoa nham tdi wu héa chién lugc diéu tri va cai

thién két qua 1au dai cho ngudi bénh. 2834

4.2.1. Phiu thuit cit gan

Phdu thuat cit gan duoc xem 12 mot trong nhitng phuwong phap diéu tri triét cin
quan trong nhat d6i véi UTBMTBG, di duoc ching minh 1 an toan va hiéu qua ngay
ca & ngudi bénh c6 xo gan khi dugc lya chon phu hop.3!-33

Tuy nhién, hién nay van ton tai su khac biét nhat dinh gitta cac huéng dian qubc
té va Viét Nam vé chi dinh cét gan. Theo cac hudng dan cua EASL 2025, ESMO
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2025, AASLD 2023 va BCLC 2025 phau thuit cit gan chi yéu duoc khuyén céo cho
ngudi bénh c6 khdi u gan don doc, chirc ning gan con tot (Child—Pugh A) va khéng c6
ting ap luc tinh mach ctra c6 y nghia 14m sang.?$-3%3* Trong khi d06, cdc huéng dan tai
khu vire chau A nhu: Bo Y t€ Viét Nam 2020, APASL 2024, JSH 2021, KLCA-NCC
2022 va huéng din cia NCCN cho Viét Nam c6 xu huéng mé rong chi dinh cét gan
hon, cho phép xem xét phiu thuat trong mot sd trudng hop chon loc nhu nhiéu khéi u
trong gan, chirc ning gan Child—Pugh A hodc B7, thdm chi c¢6 xdm l4n mach mau dai
thé hodc di cin ngoai gan gidi han néu van c6 kha ning cat b triét can. 27333537

Nhitng quan diém nay phan anh sy khéc biét vé diac diém dich t& hoc cua
UTBMTBG giita cac khu vuc cling nhu kinh nghiém phau thuat ngay cang dugc cai
thién tai cac trung tim chuyén sdu vé gan mat.3*3537

Theo huéng dan chan doan va diéu tri UTBMTBG cta B6 Y té Viét Nam cling
nhu cac khuyén céo qudc té, phau thuat cat gan dugc chi dinh trong cac truong hop
sau:

« Khoi u gan don doc, khong c¢6 xam 1an mach mau 16n.2®
o Chuc nang gan dam bao:

+ Xo gan con bu, chirc nang gan tot Child Pugh A dén B7, hoic diém MELD < 10.
C6 thé danh gia chirc ning gan va tinh trang xo gan dua trén xét nghiém thanh
loc Indocyanin green (ICG test) dé quyét dinh mirc d6 cit gan (ndng do ICG con
lai sau 15 phut ICR-R15 < 10%), Fibrosan, si€éu am dan hdi mo, chup cong
huéng tir véi thudc twong phan gan mat Primovist (Gd-EOB-DTPA). Céc
phuong phéap dénh gia tinh trang xo gan trén dugc khuyén céo st dung tai cac co
sO' y té c¢6 diéu tri k¥ thuat, tuy nhién khong lam han ché chi dinh phau thuat tai
cac co sO y té chua trién khai duoc.

+ Khong co diu hiéu tang ap luc tinh mach ctra (lach to, tuan hoan bang hé, tiéu
cau thip < 100 G/L, chénh ap ctra chii < 10 mmHg). Nén thuc hién do chénh 4p
ctra chil trong cac trudng hop cit gan va ¢ nghi ngd ting 4p luc tinh mach cira.
C6 thé can nhic cit gan nho (dudi 3 ha phan thuy) trong trudng hop cé ting ap
luc tinh mach ctra muirc do nhe.

« Tinh trang toan than cho phép thuc hién mot phau thuat 16n (PS 0-1).

Can thyc hién do thé tich gan du kién con lai, dac biét d6i voi nguoi bénh cé
bénh gan man tinh va du kién cat > 50% thé tich gan hodc cit gan tir 3 ha phan thuy
tro 1én.> Thé tich gan du kién con lai can > 30% tong thé tich gan (d6i v6i gan lanh)
va > 40% (déi v6i1 gan xo hodc sau hoa tri, xa tri, TACE); hoac thé tich gan du kién
con lai (cc)/can ning (kg) > 0,8. Trong trudng hop khong du thé tich gan con lai, can
thuc hién céc k¥ thuat 1am phi dai gan trude mb (nut tinh mach ctra, nat tinh mach cua
+ nat tinh mach gan), hodc phiu thuat cit gan hai thi két hop cit nhu mé gan va thit
tinh mach ctra (ALPPS - associating liver partition and portal vein ligation for staged
hepatectomy). Cac phuong phap nay gitp lam tang thé tich gan con lai va giam nguy
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£.40 Nt hoa chat dong mach gan két hop nut tinh mach cira

co suy gan sau phau thua
nén duoc thuc hién nham tao diéu kién phi dai phﬁn gan con lai, kiém soat su tién trién
cia UTBMTBG trong thoi gian chd phau thuat hodc trong chién lugc diéu tri chuyén
giai doan (downstaging).

Trong mét s6 trudng hop chon loc, phau thuat cit gan c6 thé duoc can nhic mé rong

sau khi hoi chan da chuyén khoa.?7-32-34

- Huyét khéi tinh mach ctra nim ¢ nhanh ha phan thuy va phan thuy. Trong trudng
hop huyét khéi lan t6i nhanh chinh tinh mach ctra hodc ngé ba tinh mach cira, c6 thé
xem xét chi dinh phau thudt néu co6 thé ldy duoc huyét khdi nham giam tai luong
khéi u, giam nguy co bién chimg lién quan t6i ting ap luc tinh mach cira, cai thién
tud1 mau gan.

- Huyét khéi tinh mach gan nam cung bén véi u trong phan gan dy kién cét bo hoic
c6 thé 1ay bo duoc khi phau thuat cat gan trong truong hop huyét khdi lan vao tinh
mach chu.

- Huyét khdi duong mat cing bén hodc lan toi 6ng gan chung ma c6 thé lay bo dugc
khi phau thuat cat gan.

- Kém ton thuong di cin ngoai gan (hach cudng gan, tuyén thuong than, di cin tai
mac ndi 16n,...) ¢6 thé lay bo duoc khi phiu thuat cit gan.

- UTBMTBG da 6 nim cung bén hodc cing mot phan gan co thé cit bo duoc khi
phau thuat cat gan.

- UTBMTBG ban dau khong c6 chi dinh phiu thuat nhung diéu tri ha bac dap tGng
(diéu tri toan than, nat hoa chét dong mach gan, xa tri trong chon loc,...).

- C6 thé két hop diéu tri phau thuat va dbt song cao tdn u gan trong cac truong hop u
gan da 6 hodc u & vi tri kho phﬁu thuét cit bo.

Bénh nhén sau phiu thuat cit gan ma c6 bénh nén viém gan B thi nén duoc diéu
tri duy tri thuéc khang virus.*!

Trong nhiing nim gan day, phau thuat cit gan ndi soi va phau thuat robot ngay
cang dugc ap dung rong rai tai cac trung tim gan mat chuyén sau.*?

Céc nghién ciru cho thdy két qua ung thu hoc cua phau thuat xdm lan t6i thiéu
tuong duong v6i phau thuat mo, dong thoi mang lai nhiéu loi ich nhu: giam mét méau
trong mo, giam dau sau mo, rat ngan thoi gian ndm vién va hoi phuc nhanh hon sau
phau thuat. 44

Tuy nhién, viéc Iya chon phuong phap phau thuat can dya trén kinh nghiém ciia
phau thuét vién, dic diém khdi u va diéu kién cua co s¢ diéu tri, dong thoi phai dam
bao nguyén tic triét cin vé mit ung thu hoc.3°
4.2.2. Phiu thuit ghép gan

Ghép gan 1a phuong phép duy nhat cé thé dong thoi dicu tri UTBMTBG va bénh
gan nén, dic biét co y nghia ¢ nguoi bénh xo gan mat bu hoic khong du diéu kién cat
gan an toan.28 Chi dinh ghép gan cho ngudi bénh UTBMTBG dua vao nhiéu yéu th
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nhu: dic diém khéi u, mirc d suy chirc ning gan, kha ning diéu trj triét cin bang cac
phuong phap khac va kha ning tiép cin ngudn gan hién. Vi vdy, nguoi bénh can dugc
hoi chan dé lua chon chién lugc diéu tri phu hop.

Trong truong hop thoi gian chd ghép kéo dai, can nhic 4p dung cac bién phap
diéu tri bac cAu nhu pha hay u tai chd bang nhiét (RFA/MWA), can thiép mach qua
dong mach gan (TAE, TACE, DEB-TACE), xa tri va xa tri chon loc trong gan (SIRT)
nham kiém soat tién trién ciia khdi u trong thoi gian chd ghép.32-3*

Céac hudng dan dicu tri trén thé gidi khuyén cdo chi dinh ghép gan ddi voi
UTBMTBG chua di cin, khéng cé huyét khéi tinh mach cira, chi ¢6 1 khdi u dudng
kinh tir 2-5 cm hodc khong qua 3 khdi u véi dudng kinh mdi u khéng qua 3 cm (tiéu
chuan Milan).* Tuy nhién, cac co so y té c6 thé can nhic chi dinh ghép gan ngoai tiéu
chuan Milan dya trén mot s6 tiéu chuan mé rong nhu: tiéu chuan up-to-seven (tong sé
khéi u + duong kinh khéi u 16n nhat < 7 cm, khong c6 xam 1an mach mau vi thé)*,
tiéu chuan UCSF (mdt u < 6,5 cm hoac 2-3 u kich thudc < 4,5 cm va téng duong kinh
cac khbi < 8 cm),* tidu chuan Kyoeto (s6 lwong u < 10, kich thuéc mdi u < 5 cm,
PIVKA-II < 400 mAU/mL),* tiéu chuin 5-5-500 (s6 lwong u < 5, kich thuéc mdi u <
5 cm, AFP < 500 ng/mL).*® Tai cac trung tdm ghép gan c6 kinh nghiém, ghép gan theo
tiéu chuan Milan va céc tiéu chuan mé rong déu cho ty 1é séng sau 5 nam > 70%.44+43
Ngoai ra, ghép gan con dugc chi dinh cho ngudi bénh nam ngoai tidu chuin Milan
nhung c6 dap mg v6i didu tri ha giai doan vé tiéu chuan Milan duy tri it nhat trong 3—
6 thang.283* Cac bién phap diéu tri ha giai doan gidng nhu cic bién phap diéu tri bic
cau trudc ghép gan.

Ghép gan ctru van (salvage liver transplantation) dugc &p dung cho nguoi bénh
UTBMTBG di duoc cat gan triét can trude d6 nhung xuat hién suy giam chirc ning
gan trong qué trinh theo ddi hodc tai phat sau cit gan nhung van nim trong cic tiéu
chuan lya chon ghép gan hoac diéu tri ha giai doan thanh cong néu u tai phat ban dau
vuot qua tiéu chuan Milan.*-%

Chién luoc nay gitip téi uvu hoa viée st dung ngudn gan hién dong thoi van dam
bao két qua diéu tri 1au dai twong duong v&i ghép gan nguyén phét trong mot sb
trudng hop.*’

4.2.3. Pha hiiy khoi u tai chd

Phé huy khéi u tai chd duoc thuc hién qua da bang cac phuong tién khac nhau
nhu: bang song cao tan (Radiofrequency Ablation-RFA), bing vi song (Microwave
Ablation-MWA), bang cach tiém con vao khdi u (Percutaneous Ethanol Injection-
PEI), bang ap — lanh (cryoablation) hodc bang dién di khong hoi phuc ((Irreversible
Electroporation — IRE).

Chi dinh d6i voi cac truong hop 1-3 u kich thude < 3 ecm hodc 1 u kich thude <
Scm, nhét 14 khi cac trudng hop nay khong phu hgp véi phau thuat cat gan (do vi tri u,
tinh trang bénh nhan), Child Pugh < 7 diém, PS 0-2.
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Ph4 huy khéi u tai chd (d6t u) nén thyc hién cho cac khdi u d& tiép can dudi
hudng dan cta hinh anh hoc (siéu 4m, CT scan, MRI, DSA). Nhiing vi tri u gan c6
nguy co tai phat cao sau pha huy khdi u tai chd bao gdm u sat mach méau Ién (tinh
mach cura, tinh mach gan, tinh mach chu du6i), u sat duong mat 16m, u dudi bao gan, u
sat co hoanh, u sat cac tang lan c4n.’'2 Nhitng truong hop chi dinh pha huy khéi u
kich thudc > 5cm can duogc hoi chén.

4.2.4. Niit hoa chat dong mach gan (Transarterial chemoembolization — TACE)

Nt hoa chit dong mach gan (TACE) 1a phuong phap diéu tri ung thu gan qua
éng thong, giup dua hoa chit va cac vat liéu tic mach truc tiép vao trong dong mach
gan, c6 thé chon loc vao trong cac khdi u gan qua can thiép dong mach. C6 hai hinh
thirc TACE thuong dugc su dung:

- Nut mach héa chét thudng quy (conventional TransArterial Chemo-Embolization -
cTACE) sur dung Lipiodol va Spongel:

- Nut mach sir dung cac hat vi cau tai hoa chat (Drug-eluting bead TACE - DEB-
TACE)

Chi dinh cua TACE:

- Chi dinh phé bién nhét cia TACE 1a trén cic bénh nhan & giai doan B theo BCLC:
trén cac trudng hop > 3 u gan hodc 1-3 u trong d6 ¢6 u >3 cm chua c6 huyét khoi
tinh mach cira (HKTMC), chirc ning gan bao ton (Child Pugh A-B).>

- TACE ciing co thé dugc chi dinh & giai doan BCLC 0 hodc giai doan A khi bénh
nhan khong pht hop hoic that bai v6i phau thuat, pha huy khdi u tai chd hodc ghép
gan. Ngoai ra, trong nhiéu trudng hop TACE c6 thé duoc sir dung trudc pha huy tai
chd (RFA) nham ting dién pha huy khdi u ciing nhu gitp ting su chinh xac trong
xac dinh khéi u va dap ng sau diéu tri.%’

- Trong mdt sd truong hop c6 u di v hodc co6 nguy co v& ma tinh trang chiic ning
gan hoic tinh trang co thé khong cho phép 1am TACE thi ¢6 thé 1am nat mach don
thuan (TransArterial Embolization - TAE) dé diéu tri tam thoi.

Chi dinh TACE ngoai can ctt vao chirc nang gan, diém toan trang, sb luong,
duong kinh khéi u con nén can nhic dén cac yéu to khac nhu b, ranh gidi khdi u, sy
phan bd tai nhiéu thuy gan, tiéu chi up-to-7 (tong khdi u + duong kinh khdi 16n nhét
<7). Cac truong hop HKTMC nhanh ngoai vi (Vpl,2) c6 thé cin nhic diéu tri
TACE.®»

Chéng chi dinh ctia TACE khi bilirubin > 51 umol/L.

Danh gia dap ung duoc thuc hién sau TACE khoang 4- 8 tudn bang CT/MRI dya
trén tiéu chudn mRECIST 1.1 (phu luc 3) va su thay doi ctia cac chi dau sinh hoc ciing
nhu chtrc nang gan sau TACE.

TACE c6 thé khong dem lai loi ich di véi cac nhom tinh trang sau day:
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i. Tinh trang d& tré nén khang TACE, d& 1am suy chirc ning gan vé Child Pugh B
hoic C: cac khéi u vuot ngoai tiéu chi Up -to -seven. (Pic biét 1a cac trudng hop u gan
da 0, hai thuy) hodc c6 mALBI do 2b.

ii. Tinh trang BN it c6 kha ning dap (mg véi TACE: cac thé HCC khong phai nét
don gian nhu: thé da not hop luu, u 16n hoac thé tham nhiém, ndt don thuan kém phat
trién ngoai ndt, c6 ndt vé tinh trong gan, hoic bién d6i sarcoma — hoa sau TACE.37-54

Dinh nghia TACE that bai/khang tri gdm mét trong nhitng tiéu chi sau xay ra
trong vong 6 thang vai it nhat 2 1an TACE:37-53
- Sau 2 chu ky TACE tbi vu ma khong dat dap tng c6 ¥ nghia (phan u hoat dong >

50%), ké ca sau khi thay d6i vé vat liéu nut va danh gié lai cac dong mach nudi u. U
van tiép tuc tién trién (xuat hién ton thwong mdi trong ving diéu tri) so véi lan
TACE ngay trudce.
- Chi sb u: Tiép tuc ting ngay sau TACE, tham chi c6 giam tam thoi it sau d6 ting
lai.
- U xam l4n mach méu
- U di can ngoai gan.
O céac bénh nhan khong phi hop véi TACE c¢6 thé can nhic chuyén diéu tri toan than
hoic két hop TACE-toan than.3>3
Trong mot sé cac truong hop du ¢o céc tiéu chi cia ton thuong khong phu hop véi
TACE (vuot quéa up-to-seven, hinh thai goi y khang TACE, AFP cao ...) van c6 thé
dap ung TACE tdt, dac biét 1a trong cac truong hop cac ton thuong tip trung & cling
thuy/phan thuy, giai phau dong mach nudi thuan loi.

4.2.5. Xa tri trong chon lgc/ Nit mach phong xa (Selective Internal Radiation
Therapy — SIRT/ Transarterial radioembolization — TARE)

St dung hat vi ciu phéng xa Ytrium-90 (90Y) bom vao dong mach nudi khdi u
gan. Cac hat vi cdu nay s& di vao cac nhanh dong mach nho trong khéi u va gay tic
mach.

Khéi u s& bi tiéu diét theo hai co ché: giam nudi dudng u va biic xa béta ning
luong 0,93MeV duoc phét ra tir ddng vi phong xa 90Y gén trén cac hat vi cau sé& tiéu
diét cac té bao ung thu va lam giam thé tich hodc tiéu hoan toan khdi u gan ma rt it
anh hudng dén t6 churc lanh xung quanh.

Chi dinh:

UTBMTBG khéng con kha nang phau thuat, hoic co chéng chi dinh phau thuat hay
bénh nhan tir chdi ph?lu thuat.

Téng trang con tot PS < 1, chirc ning gan con bu (Child-Pugh A, B)

Shunt luu théng hoat tinh phong xa 18n phdi < 20% trén xa hinh Tc-99m MAA
Chua turng xa tri trude do vao gan

Chéng chi dinh:
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- C6 ludng thong dong mach gan-phdi (shunt gan-phoi) 16n (> 20%)

- Xo gan mét bu, bénh nio gan

- Thé trang qué yéu, du kién thoi gian séng thém duéi 3 thang.

4.2.6. Truyén hoa chit qua dong mach gan (Hepatic Arterial Infusion
Chemotherapy - HAIC)

Truyén hod chat dong mach gan (HAIC) 1a phwong phap truyén hoa chat diéu tri
ung thu vao gan qua dudong dong mach gan thay vi truyén toan thin qua dudng tinh
mach nhu cac phuong phéap hoa tri thong thudng, giup ting su tip trung ndng do hoa
chét vao trong gan, giam céc tac dung phu toan than va tan dung hiéu tmg budc mot
khi hod chat duoc chuyén hoa 1an dau trong gan.

HAIC c6 thé dugc xem xét cho bénh nhan HCC tién trién c6 huyét khdi tinh
mach cira nhung khong c6 di can ngoai gan, trong truong hop da that bai hodc khong
thé sir dung cac lidu phap toan than.>* Céac phac d6 hoa chat thuong dugc sir dung voi
HAIC trong diéu tri HCC hién nay 13 phac d6 New FP, FOLFOX.%%

Phéac d6 New FP: Cisplatin dang bot 50mg hoa tan vao 5-10mL lipiodol bom qua
dong mach gan, 5FU 250mg bolus ngay 1, sau dé truyén lién tuc 1250mg/m?/5 ngay.
Thang dau truyén tuan 1, tuan 2, tun 4. Tir thang thar 2 truyén mdi 2 tudn.

Phac 46 FOLFOX: Oxaliplatin 130mg/m?/3 gid ngay 1, Leucovorin 200mg/m?/3-
5 gid ngay 1, 5SFU 400mg/m? bolus, SFU 2400mg/m?46h. Chu ky mdi 3 tuan.

4.2.7. Xa tri
Xa tri 1a mot phuong phap diéu tri tai chd quan trong trong diéu tri UTBMTBG.

Chi dinh xa tri phai dya trén hoi chan da chuyén khoa va danh gia k¥ tinh trang chirc

nang gan, thé tich gan lanh, vi tri khéi u va quan hé¢ véi cac co quan lanh ké can. Xa tri

duéi huéng dan hinh anh (IGRT), cic bién phap quan ly di dong theo nhip thd va ki
thuat diéu bién licu IMRT/VMAT) nén dugc sir dung dé t6i uu hoa phan phéi lidu va
giam ddc tinh.

Dit liéu an toan manh nhat & bénh nhan c6 Child-Pugh A; bénh nhan Child-Pugh

B c6 thé dugc diéu tri nhung can giam lidu va tuan thu nghiém ngat gidi han lidu trén

CO quan nguy cép; Child-Pugh C thuong khong dugc chi dinh xa tri ngoai trtr muc dich

giam nhe sau hoi chan da chuyén khoa.® Can than trong khi chi dinh xa tri ngoai

(EBRT) sau khi bénh nhan da dugc xa tri trong chon loc (TARE).

Chi dinh:28'30’32’58'60

- Céc truong hop UTBMTBG con khu tri tai gan ma phau thuat hodc cc bién phap
pha huy u tai chd khong kha thi hodc thét bai.

- Dbi vé6i b'énh nhan UTBMTBG da 6 trong gan va/hodc khong thé phiu thuat, va
khong c6 xam 14n mach mau vi thé, xa tri don thuan hodc phéi hop véi1 TACE duoc
khuyén cdo & nhitng bénh nhan dugc Iya chon ky (vi du: ton thuong khong tham
nhiém lan tod), sau khi hoi chan da chuyén khoa.
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Déi v6i bénh nhan UTBMTBG khu trti tai gan c6 dap tng khong hoan toan sau pha

huy u tai chd hodc cac phuwong phap diéu tri qua catheter, xa tri dugc khuyén cdo

nhu mot phuong phap diéu tri cung cb.

Déi v6i bénh nhan UTBMTBG tai phat tai chd sau phau thuat, pha huy u tai chd

hoic cac phuong phap diéu tri qua catheter, xa tri dugc khuyén cdo nhu mot phuong

phap diéu tri ciru van.

DBdi véi bénh nhan UTBMTBG con khu tra tai gan nhung c6 xam 14n mach méu

16n, xa tri duoc khuyén cdo co diéu kién, c6 thé s dung don thuan hoic phdi hop

theo trinh ty voi diéu tri toan than hodc cic phuong phap diéu trj qua catheter.

Diéu tri tn bd tro trudc phau thuat cit gan trong trudng hop khéng phu hop véi

cac bién phap diéu tri tai chd khac.

Diéu tri bic cau ¢ bénh nhan UTBMTBG cho phiu thut ghép gan trong truong

hop khong pht hop véi cac bién phap diéu tri tai chd khac.

Déi véi bénh nhan UTBMTBG tién trién tai chd ¢ triéu ching va/hoac di can, chi

dinh xa tri gidm nhe: xa tri toan gan voi lidu xa 21Gy, phan lidu 3Gy/ngay; xa tri

triéu chiing cho truong hop di cin ndo, xuong, phoi, di can hach véi thé tich va lidu

xa phu thudc vao vi tri va kich thudc ton thuong.
Céc k¥ thuat xa tri bao gém:

Xa phau dinh vi than (SBRT - Stereotactic Body Radiation Therapy)>®¢'-¢2

+ Chi dinh: Bénh nhan UTBMTBG khong thé phiu thuat hodc khong phu hop vai
cac k¥ thuat phd huy u nhu RFA/MWA (vi du u kich thudc trén 3 cm, u sat mach
mau, co hoanh, tai mat hodc vi tri kho), va co thé dung dé kiém soat khéi u trong
thoi gian cho ghép gan. Thuong ap dung cho 1-3 t6n thuong nhung co thé ding
cho u 16n néu con du thé tich gan lanh va dam bao gidi han lidu trén co quan
nguy cap, bénh nhan c6 Child-pugh A.

+ Liéu tham khao: 40-60 Gy trong 3—5 phén liéu (BED10 > 100 Gy) néu gi6i han
lidu trén co quan nguy cap cho phép.

Xa tri phan lidu tiéu chuidn hoic xa tri giam phan lidu bing ky thuat

IMRT/VMAT?>3:6°

+ Chi dinh: Khi SBRT khong thé thuc hién do gidi han liéu trén co quan nguy cap.

+ Liéu xa: v6i xa tri giam phan liéu 1a 37.5-72 Gy/10—15 phan liéu hodc xa trj theo
phan liéu tiéu chuan 50 - 70 Gy / 25-35 phan liéu. Viéc chon phac do phai dwa
vao vi tri khéi u, khoang cach téi duong tiéu hoa va chirc ning gan con lai.

Céc bién phap xa tri khac bang tia hat (Particle Beam Radiation Therapy) nhu tia

proton hay ion carbon.

+ Chi dinh can nhic: Phu hop & cac trung tAm c6 ning luc khi cAn giam liéu cho
gan lanh (u 16n, da 6, gan nén kém).'>?

+ Mot s thir nghiém so sanh cho thiy xa tri proton c6 két qua kiém soat tai chd t6t
va it gay ting diém Child-Pugh hon so v6i RFA ¢ nhom chon loc. Tuy nhién, van
con can thém cac nghién ctru tiép theo dé xac dinh hiéu qua dbi véi UTBMTBG
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- Xa phau dinh vi (SRS- Stereotactic Radiosurgery) cho cac trudng hop di cin ndo
mot vai o:
+ Xa phau c6 thé tién hanh bang dao gamma c6 dién, dao gamma quay (Rotating
Gamma Knife), CyberKnife, may gia téc c6 chirc ning xa phau.
+ Nguyén Iy : bic xa hoi tu v6i liéu rat cao tai tiéu diém khdi u gay hoai tir hodc
bét hoat t& bao u, dong thoi liéu xa tai cac mé lanh & muc t6i thiéu, rat it giy tac
dung phu cho co quan lanh xung quanh.
4.2.8. Diéu trj toan than

Chi dinh cho UTBMTBG céac giai doan BLCL-C, BCLC-B khong con kha nang
phiu thuat, khong phu hop véi TACE hoidc khang TACE, c6 chiic ning gan va thé
trang cho phép (Childpugh A hoiac B, PS 0-2).%
4.2.8.1. Diéu trj budc 1

a) Cac phac do wu tién
*Atezolizumab + Bevacizumab

Co ché: Atezolizumab 12 mot khang thé wc ché diém kiém soat mién dich
(Immune Checkpoint Inhibitor - ICI), dac hi¢u khang PD-L1. Bevacizumab 1a mot
khang thé don dong khang yéu té ting truong ndéi mé mach mau (VEGF) gitp giam
sinh mach khéi u, trc ché sy ting trudng cua khéi u.

Liéu dung :
Atezolizumab : 1200mg truyén tinh mach ngay 1
Bevacizumab : 15mg/kg truyén tinh mach ngay 1, chu ky 21 ngay

Luu y: Bénh nhan can duoc ndi soi da day-thuc quan dé danh gia va kiém soat
t6t nguy co v& gidn tinh mach thuc quan (vi du: thit hodc dung thudc chen beta) trude
khi diéu tri. Khi st dung bevacizumab, can luu ¥ nguy co xuit huyét va huyét khéi.
Chéng chi dinh dung bevacizumab khi bénh nhéan c6 xuat huyét do v& gian tinh mach
thue quan hodc xuit huyét tiéu hoa ning trong vong 6 thang. Chong chi dinh twong ddi
& bénh nhan c6 bénh ty mién dang hoat dong.%* Atezolizumab ciing c6 thé giy cic tac
dung ngoai y lién quan dén mién dich nhu viém gan, rdi loan chirc ning tuyén giap,
phét ban.

*Tremelimumab + Durvalumab (phac d6 STRIDE)

Co ché: Durvalumab 13 mot khang thé don dong gin vao protein PD-L1 trén bé
mit té bao ung thu. Tremelimumab: Gan vao protein CTLA-4 trén bé mit té bao T,
ngin khong cho CTLA-4 gin vao B7 va lam té bao T duoc kich hoat trd lai.

Liéu dung: phac d6 STRIDE (liéu duy nhat Tremelimumab 300mg két hop
Durvalumab 1500mg mdi 4 tuan) téi khi bénh tién trién hodc dénh gia khong con loi
ich 1am sang.%’
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Phac dd0 STRIDE 1a mét lya chon wu tién, dic biét cho nhitng bénh nhan khong
phu hop véi Bevacizumab (vi du: nguy co chay méu cao khong thé can thiép, méi dot
quy, hoic ting huyét ap ning khong kiém soat).

Luu y: Chdng chi dinh ¢ nhiing bénh nhan ghép tang, bénh ty mién dang hoat
dong can str dung corticoid liéu cao kéo dai. Cac tac dung ngoai ¥ do mién dich c6 thé
xay ra dac biét trong giai doan dau diéu tri, can theo ddi chat ché cac doc tinh lién
quan dén mién dich do ca hai thudc (viém gan, viém phéi, viém dai trang, viém tuyén
noi tiét).

b) Cac su lva chon khac
- Sorafenib: 13 thudc wrc ché da kinase dudng ubng, tc ché khoang 40 kinase, bao

gém ca VEGFR-2 (vascular endothelial growth factor receptor 2) va BRAF (B-Raf
proto-oncogene, serine/threonine kinase). Liéu dung Sorafenib 1a 400mg, ubng 2
lan/ngay cho t6i khi bénh tién trién. Nén luu ¥ cac tac dung phu cua Sorafenib (ting
huyét ap, tiéu chay, hoi chiing ban tay chan,...) dé diéu chinh liéu Sorafenib cho
pht hop. Giam liéu 1an dau 13 400mg udng 1 1an/ngay, lan 2 1a 400mg udng cach
ngay.%

- Lenvatinib: 1a thuéc @c ché da kinase duong udng, ttc ché VEGFR 1-3, FGFR 1-4
(fibroblast growth factor receptor 1-4) va mot sd kinase khac. Liéu dung
Lenvatinib 1a 12mg/ngdy ¢ bénh nhan > 60kg, 8mg/ngay & bénh nhan < 60kg, udng
hang ngay.%” Cac tac dung phu cta Lenvatinib ciing twong ty Sorafenib tuy nhién ty
1¢ tang huyét ap & Lenvatinib cao hon.

- Durvalumab don tri: C6 thé cin nhic s dung khi bénh nhan khong thé dung nap
phac do6 bd d6i Tremelimumab + Durvalumab (xo gan Child-Pugh B, nguy co doc
tinh mién dich cao) v&i OS khong thua kém sorafenib va 1é dap ty tmg cao hon so
v6i sorafenib trong nghién ctru Himalaya.®® Liéu dung: Durvalumab 1500mg mdi 4
tuan t&i khi bénh tién trién hoic khong con loi ich 1am sang.

- Nivolumab + Ipilimumab: phac d6 tc ché mién dich kép khang PD-1 va CTLA-4.
Cé ty 16 dap tng cao va thoi gian sdng con toan bd dai hon so véi
sorafenib/lenvatinib tuy nhién ty 1é tac dung phy lién quan mién dich cao.®® Liéu
dung: Nivolumab 1mg/kg + Ipilimumab 3mg/kg, chu ky mdi 3 tuan (t6i da 4 chu
ky) sau d6 nivolumab 480mg chu ky mdi 4 tuan.

- Tislelizumab-jsgr: La thudc trc ché diém kiém soat mién dich khang PD-1. Dir liéu
pha 3 cho thay hiéu qua song con khong kém sorafenib, giam 15% nguy co tir vong
so voi sorafenib véi doc tinh chdp nhan duge.? C6 thé can nhic st dung don tri
trong diéu tri toan than budc 1 cho bénh nhan UTBMTBG tién trién khong phu hop
v6i cac phac do wu tién (atezolizumab—bevacizumab hodc STRIDE).

4.2.8.2. Biéu tri budc tiép theo

Céc budc tiép theo co thé chon mot trong cac phac d6 da néu trong budc 1 ma
trude d6 chua duoc diéu tri, hodc mot trong cac thude duéi day (Khong c6 dir li¢u so
sanh truc tiép dé xac dinh trinh ty tdi wu, nén uvu tién st dung thude co6 co ché khac vai
céc thude di sir dung trude d6.”°
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- Cabozantinib

Pay 1a mot thude e ché MET, VEGFR2,AXL va RET, ciing gitip cai thién ti 16
séng con & cac bénh nhan UTBMTBG di diéu tri bang Sorafenib. Cac tac dung phu
cua Cabozantinib ciling tuong tu Sorafenib, nhung c6 thém tidng men gan (AST). Do
d6, Cabozantinib dugc chap thuan nhu 14 diéu tri buéc hai cho UTBMTBG khi di that
bai v6i Sorafenib. Liéu dung: 60mg/ngay, uéng hang ngay.
- Regorafenib

Diy 1a mot TKI duong udng (tc ché VEGFR, PDGFR, FGFR, RAF). Chi dinh
sau tién trién voi Sorafenib va bénh nhan dung nap véi Sorafenib lidu tbi thiéu
400mg/ngay. Liéu dung Regorafenib: 160mg/ngay, ubng ngay 1-21, chu ky 28 ngay.”!
- Ramucirumab

Co ché: Khang thé don dong, trc ché dic hiéu thu thé VEGFR-2. Pay 1a mot
thudc nham tring dich "thuan tiy" vao con dudng VEGF, khac véi cac TKI e ché
nhiéu muc tiéu. Chi dinh trén bénh nhan UTBMTG tién trién sau sorafenib va c6 AFP
> 400ng/mL.7* Liéu dung 8mg/kg mdi 2 tuan.
- Pembrolizumab don tri hoac nivolumab don tri

Pembrolizumab, Nivolumab 1a cac ICI (rc ché PD-1) cho thay c6 thé cai thién ti
1é séng con & cac bénh nhan UTBMTBG di diéu tri bﬁng Sorafenib, va da duoc chép
thuan nhu 14 diéu tri budc hai cho UTBMTBG khi d that bai véi Sorafenib. Cac tac
dung phu chil yéu 13 mét moi, ngira va phat ban. Cac tac dung phu chu yéu 13 mét moi,
ngira va phat ban. Liéu dung: Nivolumab: 3mg/kg, truyén tinh mach chu ky 2 tuan,
Pembrolizumab: 200mg, truyén tinh mach chu ky 3 tuan
4.2.8.3 Hoa tri toan than

Hoéa tri trong UTBMTBG it hiéu qua. Lua chon khi bénh nhan khong cé kha
ning tiép can diéu tri dich, mién dich. Mot s6 phac do hoa chit 4p dung trong
UTBMTBG:">"

Phiac 46 GEMOX  :chu ky 2 tuan

- Gemcitabine : 1.000mg/m?, truyén tinh mach ngay 1
- Oxaliplatin : 100mg/m?, truyén tinh mach ngay 2
Phac 46 FOLFOX4 : chu ky 2 tuan
- Folinic acid : 200mg/m?, truyén tinh mach ngay 1
- Oxaliplatin : 85mg/m>, truyén tinh mach ngay 1
- 5-FU : 400mg/m>, tiém/truyén tinh mach bolus ngay 1
- 5-FU : 1.200mg/m>, truyén tinh mach ngay 1, 2

4.3. Phéi hop cac phwong phap diéu tri

Da s6 cac chién lugce phdi hop diéu tri trong HCC hién chua du bang ching dé
xem 1a tiéu chuan, viéc ap dung can ca thé hoa va thuc hién trong khuon kho thu
nghiém 14m sang hodc hoi chan da chuyén khoa.
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4.3.1. Phau thuit sau dap vung

Mot s6 bénh nhan ban dau khong thé phiu thuat nhung dat dap (mg 1 rét voi
diéu tri tai chd hodc toan than c6 thé dugc xem xét cat gan hodc pha hiy u tai chod.
Quyét dinh can hoi chan da chuyén khoa, so sanh loi ich dai han véi tiép tuc diéu tri
khong phau thuat.

4.3.2. Phoi hgp TACE véi diéu tri toan thin & bénh nhén con chi dinh TACE

Mot s6 nghién ctru cho théy viéc két hop TACE va diéu tri toan than trén bénh
nhan con chi dinh TACE c6 thé cai thién kiém soat bénh va kéo dai thoi gian séng
thém bénh khéng tién trién, voi loi ich sdng con toan bd chwa nhit quan.”>’® Hién
chua c6 phac dd phéi hop nao dugc khuyén c4o nhu tiéu chuan. Lya chon cin c4 thé
hoa sau hoi chan da chuyén khoa, dua trén muc ti€u lam sang, béng ching vé loi ich
song con va can nhac loi ich-nguy co.

4.3.3. Chuyén doi chi dong

Chién luge chuyén d6i chu dong véi viée phdi hop gitta cac phuong phap diéu tri
nhu toan than, diéu tri tai chd nhu TACE, SIRT, SBRT, hay HAIC nham dat can thiép
triét can chua duoc ching minh day du. Chua c6 bang ching trén cac thir nghiém can
thiép c6 ddi chimg cho thdy phac d6 uu tién cu thé cho muyc tiéu chuyén d6i chu dong.
Viéc ap dung can chon loc, can nhéc loi ich-nguy co sau hoi chan da chuyén khoa trén
nhing d6i twong bénh nhan gisi han.

4.4. Piéu tri giam nhe

Diéu tri giam nhe - Chim soc nang d& - (Best Supportive Care) duoc thuc hién
khi bénh nhan & giai doan cudi (BCLC D), tlrc 1a bénh nhan c6 téng trang rat kém (PS
3-4) hodc xo gan Child Pugh C, hodac khi bénh nhan khong con phu hop véi cac bién
phap diéu tri dac hiéu khac.

Muc tiéu 1a kiém soét triéu chting, cai thién chit lugng cudc séng. Can luu v
giam dau (st dung paracetamol hoic opioids tiy muc do), hd trg dinh dudng va tim
1y. Phdi hop chim soéc giam nhe da nganh (két hop cta doi ngil bac si, diéu dudng,
nhan vién cong tac xa hdi, bac si tam ly). Xa tri gidm nhe co thé duoc chi dinh dé giam
dau do di can xuong, di can ndo, hodc giam triéu ching do khéiu gan 16n chén ép.

4.5. Picu tri hd tro

- Diéu tri bénh 1y gan nén tang.

- Hb tro dinh dudng dé ning tong trang.

- Diéu trj cac bénh 1y di kém.

4.6. Dinh dudng cho bénh nhan UTBMTBG

Ché d6 dinh dudng gitr vai trd quan trong nham cai thién cam gidc ngon miéng
va chét luong cudc séng, giam teo co, han ché sut can va tinh trang suy dinh dudng,
phong ngtra bénh ndo gan — hon mé gan, khong lam tang ganh nang xtr 1y cho gan

hodac gay doc gan.
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Dinh dudng can bao dam du ning luong (calo), carbohydrate, protein phu hop,
uu tién tur rau cu, dau phuy, thuc vat va han ché chit béo dong vat. Tang cudng cac loai
chit béo tdt, vitamin nhém B dé giam kho miéng va mét moéi. Nén an nhe trude khi
ngu. Tranh cac loai thit do, dd an nhiéu diu md, chét béo bdo hoa va cac loai m& xAu,
ruou bia."

5. THEO DOI VA TAI KHAM

Bénh nhan can duoc theo ddi dinh ky sau diéu tri dé phat hién tai phat hodc tién

trién bénh.

5.1. Sau phau thuat cit gan hodc pha hiy u tai chd (RFA/MWA):
« CT scan/MRI bung + XQ nguc: mdi 3 thang trong 2 nim dau; sau d6 mdi 6
thang.
« AFP = PIVKA II mdi 3-6 thang.
o CT scan nguc khi AFP, PIVKA 1I tang
. Danh gia chirc niang gan (AST/ALT, bilirubin, albumin, INR) mdi lan tai kham.
5.2. Sau ghép gan:
« CT scan/MRI bung + CT scan nguc mdi 3-6 thang trong 2 nam dau (tiy theo
thang diém nguy co RETREAT (phu luc 4), sau d6 hang nam.*

« AFP + PIVKA II mdi 3-6 thang.
. Theo ddi sat nhiém tring, doc tinh thudc e ché mién dich.

Chién lugc tim soat toi wu sau ghép gan 1a két hop gitra ndng do AFP va PIVKA
II trude ghép va tée do binh thuong hoa cta cac dau an khédi u sau ghép. Viée cac du
an khéi u trd vé muc binh thudng nhanh ( trong vong 4- 6 tuan) c6 tuong quan véi
viéc cai thién nguy co tai phat va tién luong séng con toan bd va nguoc lai sy binh
thuong hoa cham lam ting nguy co tai phat!>.
5.3. Sau TACE/SIRT/HAIC:
« CT scan/MRI danh gia dap tng theo mRECIST sau 4-8 tudn, sau d6 mdi 23
thang.
. Danh gid cac chi s6 marker ung thu (AFP, PIVKA 1I)
« Dénh gi4 chiic niing gan truéc mdi chu ky can thiép.
. Néu dap img mot phﬁn > TACE lan 2, néu dap ung ma bénh ha giai doan can
nhac diéu tri triét cin bang phau thuat, RFA. Trong truong hop TACE that
bai/khang tri > diéu tri toan than.
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5.4. Trong diéu trj toan than (ICI/TKI):
« CT scan/MRI bung + CT scan nguc + AFP (PIVKA néu AFP khong ting) mdi
6-8 tuan trong 6 thang dau, sau d6 mdi 9-12 tudn.
« Theo ddi doc tinh mién dich (viém gan, noi tiét) hodc TKI (ting huyét ap, hoi
chirng ban tay chan).
. Danh gid PS, ALBI truéc mdi chu ky.

Néu chi ghi nhan tién trién trén anh hoc ma 1am sang on dinh, c6 thé c6 thém mot
lan danh gia sau khoang 4 tuan dé xac nhan tién trién thuc sy. Bénh nhan c6 thé duoc
tiép tuc toan than tri liéu néu bac si danh gia bénh nhan vin dang tiép tuc nhan duoc
loi ich vé mat 1am sang cho to1 khi x4c nhan tién trién thuc su.

Theo d&i bién chimg xo gan: Gian tinh mach thyc quan, c¢6 trudng, nhiém tring dich
co trudng, hoi chimg ndo gan, hoi ching gan than.
6. PHONG BENH

Tiém vaccine phong bénh viém gan B (HBV) cho nhitng ngudi chua nhiém, dic
biét 1a tré so sinh.

Chu dong tam soat dinh ky UTBMTBG trén nhiing ngudi c6 nguy co cao, bao
gém: bénh nhan xo gan (bat ky nguyén nhan gi, Child-Pugh A hoic B), bénh nhan
viém gan B man tinh (ké ca khong xo gan).

Tuyén truyén gido dyc tranh 1ay nhiém HBV, HCV qua duodng tinh dyc va tir me
sang con, kiém soat chit ché viéc truyén cac ché phdm mau.

Tuyén truyén han ché su dyng ciac d6 udng c6 con.
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SO PO HUONG DAN PIEU TRI UNG THU BIEU MO TE BAO GAN (PE XUAT)

Di cin ngoai gan

Child-Pugh

Kha niing cit duoc

Xam nhap

So lrono u

Kich thwéce u

UTBMTBG
|
Khong c6 Co
' [
- v v v
A/B C A/B C
[
\ \V/
Co Khong c6
I
vV Vi
Khong c6 Co
I
v v
<3 >3
[
<3cm >3 cm
\
Cit gan Huy u tai chd | TACE Pidu tri Ghép gan Diéu tri L
. x - toan than Diéu trj toan than ?wu tr1
Huy u tai cho TACE Diéu tri toan thin =+ giam nhe giam nhe
<3u,<3cm TACE . .
SIRT Ghép  gan:  ticu TACE + EBRT Cit gan: di
Ghép gan chudn mé rong HAIC can ngodi gan
SIRT SIRT gl(?’l ) han CcO
thé cat bo
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Phu luc 1: H¢ thong diém Child-Pugh danh gia chirc ning gan

Théng s 1 diém | 2 diém 3 diém

Bilirubin  huyét  thanh | <2 2-3 >3

(mg%)

Albumin huyét thanh (g%) |>3.5 |2.8-3.5 <2.8

INR <1.70 | 1.71-22 >2.2

Béang bung Khong | Kiém soat duoc bang | kho kiém soat
thudc

Bénh ly ndo gan Khong | Kiém soat dugc bang | khé kiém soat

thube

INR: International Normalised Ratio

Tong s6 diém Phin loai Child-Pugh
5-6 A
7-9 B
10-15 C

Phu luc 2: Thang diém ALBI

ALBI score = (logio(Bilirubin [pmol/L]) x 0,66) + (Albumin [g/L] x -0,085)

«  Phan loai két qua ALBI

Khoang diém ALBI

Phan loai

<-2,60

ALBI grade 1 — Chirc ning gan t6t

> -2.60 dén <-1,39

ALBI grade 2 — Chtic nang gan trung
binh

>-1,39

ALBI grade 3 — Chuc nang gan kém

mALBI 2a : >-2,60 dén < -2,27
mALBI 2b: > -2.27 dén < -1,39
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Phu luc 3: Thang diém MELD
Thang diém MELD dugc st dung dé tién luong tir vong & bénh nhan xo gan va uu
tién ghép gan.

MELD-Na = MELD() + 1.59 X (135 — Na)

Trong do:
MELD() = 0.957 X In (creat) + 0.378 X In (bilirubin) + 1.120 X In (INR)
+ 0.643
Luuy:

o Creatinine, Bilirubin: mg/dL

e Sodium (Na): mmol/L

o Gi4 tr tdi thiéu dung trong tinh toan = 1

o Sodium dugc gioi han trong khodng 125-135 mmol/L
« MELD-Na t6i da =40

Khoiang MELD Mirc dj suy gan Ung dung IAm sang

<15 Suy gan nhe—trung binh Thudng chua can ghép gan

15-20 Suy gan man tién trién  Cén nhéc ghép gan

>20 Suy gan nang Ul tién ghép gan

> 30 Suy gan t6i cap Rat cép thiét, nguy co tir vong cao
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Phu luc 4: Tiéu chuan dap vng theo mRECIST 1.1

Phan loai dap @ng

Tiéu chuin danh gia (mRECIST 1.1)

CR — Complete Response (Pap
ung hoan toan)

Bién mit hoan toan moi tén thwong con ngim
thuoc thi ddng mach cia cac ton thuong dich

PR — Partial Response (Pap
g mot phan)

Giam > 30% tong dwong kinh cua phan u con
ngam thudc thi ddng mach cia cac ton thuong
dich

SD — Stable Disease (Bénh 6n
dinh)

Khéng du tiéu chuan cho PR va ciing khong du
tiéu chuan cho PD

PD — Progressive Disease

(Bénh tién trién)

Ting > 20% tong dwong kinh cta phan u con
ngam thudc thi dong mach ciia cac ton thuong
dich hoic xuit hién ton thwong méi
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Phu luc 5: Thang di¢ém RETREAT danh gia nguy co tai phat sau ghép gan

Yéu t6 Tiéu chi Diém
AFP tai thoi diém ghép gan (ng/mL) <20 0
21-99 1
100 — 999 2
> 1000 3
X4m l4an vi mach (Microvascular invasion) Khong 0
Co 2
(Puwong kinh u 16m nhit + sé lwong u) trén bénh pham 0 0
gan explant
1-49 1
5-99 2
>10 3

RETREAT score = Diém AFP + Piém xam lan vi mach + Diém ganh ning u (tong
diém 0 -8)

RETREAT score  Nguy co tai phat HCC (=5 niim) Y nghia IAm sang
0 ~2-3% Nguy co rat thip

1 ~3-7% Nguy co thap

2 ~8-15% Nguy co trung binh
3 ~15-25% Nguy co tang
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4 ~30-40% Nguy co cao

>5 >50-75% Nguy co rat cao

Chién lugc theo dbi sau ghép gan

RETREAT score Theo d6i sau ghép
0 C6 thé khong can theo dbi hinh anh dinh ky
1-3 CT/MRI + AFP mdi 6 thang trong 2 nim dau

CT/MRI + AFP mdi 3—4 thang trong 2 nim dau, sau d6 mdi 6
thang
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Phu luc 6: Huéng din diéu trj cia APASL 2024

UTBMTBG
Di cdn ngoai gan Khong ¢6 Co
| |

\% V4 VY \

Child-Pugh A/B C A/B C
[
\% V%
Kha niing ciit dugc Co Khong c6
|
Vi Vi
X4m nhap Khoéng c6 Co
manh mdn 14n

U |
S6 lwgng u <3 >3

[

Kich thuéc u <3cm >3 cm
\Vi
Cit gan TACE Pidu tri Ghép gan L
Huy u toan than Diéu tri Diéu tri Pleu n
Huy u tai cho tai chd biéu trj giam nhe toan than giam nhe
<3u,<3cm toan than TACE
Ghép gan DPiéu trj toan
Diéu tri toan than + TACE than + TACE
Ghép gan (tiéu chudn ghép gan mé rong
hodc sau khi didu tri giam giai doan
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Phu luc 7:Hwéng dén diéu tri theo BCLC 2025

Duya vao ganh nang Ighéi u,
hirc nang gan va chi so toan trang

Panh gia bang AFP, ALBI score,
child-pugh, MELD

Z1én lwong

3

Ca thé hoa chién Iwoc diéu tri

Pic diém bénh nhan

Ung thw biéu mo té bao gan

Giai doan rat som (0)

Mot u = 2cm

htrc nang gan bao tén, PS 0

\

Co kha nang ghép gan

VR

Khéng

Binh

Y

Giai doan'som (A)

M6t u bét ky kich thuoc
hoac = 3 u, kich thuéc = 3 cm
Chtrc nang gan bao ton, PS 0

Mot u <3u

l kich thudc < 3 cm

[ Ap lec TMC

Bilirubin

vy

thurdng Téang

R

Ccé

|

=Pchéng chi dinh ghép gan

Giai doan trung gian (B) Giai doan tién trién (C)
>3 uhoac<=3utrongdécé u=>3cm Xam lan mach mau Ion va/hoic di can ngoai gan

Chtrc nang gan bao tén, PS 0 Bat ké tinh trang u
Chtrc nang gan béo ton, PS 0-2

Pha ho;lp tiéu chuan ¢ knéimét ranh gi6ird U tham nhiém, lan toa

ghep gan Khong c6 HKTMC lan rong ca 2 thuy gan

. mé& rpng c6 kha nang tiép can u
(kich thuoc, AFP)

Khéng

|

v \4

\ 4

Giai doan cudi (D)

Bét ké tinh trang u

Chtrc nang gan CP C, PS 3-4

\4

Lwa chon wu tién

Pha huy u tal
ché

Phau thuit cit gan

Phé huy u tai ché

‘ Phau thuat ghép gan H

Diéu tri toan than

Diéu tri
triéu chirng

CUSE approach

veww belecuse ai

Su phirc tap, sw khong chéc chan
Tinh chd quan va s wa thich

Chuyén giai doan diéu tri

—

(Bénh déng méc, tudi, thé trang,

Tinh kha thi, co thé thuc hién duoc

hong thé chira khdi, bénh tién trién,
Iwa chon ctia bénh nhan)

 Quyét djnh Iam sang

- _»quyet dinh tam thoi khi
khong c6 sw chéc chan

MV/RFA
TARE/EBRT
TACE

Khong kha |hl
hodc tién trién

Khdng kha thi hodc tién trién

A/

TACETARE®

>

i Durvalumab/
1%t Line C i
N A cac lya chon khac Sorafenib /Lenvatinib
'_[hanl) cong | D islel
Ug:an:l g 'a:,gf@cgu " Regorafenib
eu phap 2" Line (dung nap duoc
Sau Sorafenip —] Soréfeni) > Tién trién >
Cabozantinib
Ramucirumab Thir
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