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BANG DANH MUC CAC CHU VIET TAT

AASLD American Association for Study of the Liver Diseases
Hoi Nghién ctiru bénh gan Hoa Ky
AFP Alpha-fetoprotein
AFP-L3 Lens culinaris agglutinin-reactive fraction of AFP
AJCC American Joint Committee on Cancer
Hi¢p héi Ung thu My
ALT Alanine transaminase
APASL Asian Pacific Association for the Stuo[y of the Liver
Hiép hoi Nghién ctiru Bénh gan chau A Thai Binh Duong
AST Aspartate transaminase
BCLC Barcelona Clinic Liver Cancer
CA 12-5 Carbohydrate antigen (carcinoma antigen) 12-5
CA 19-9 Carbohydrate antigen (carcinoma antigen) 19-9
CPHA Chan doan hinh anh
CEA Carcinoembryonic antigen
CEUS Contrast-enhanced ultrasound
Si€u am c6 chat tuong phan
CT Computerized Tomography
Chup cat 16p vi tinh
cTACE conventional TACE
Nut mach hoéa chat thuong quy
DCP Des-gamma-carboxyprothrombin
DEB-TACE Drug-eluting bead TACE ’
Nut mach st dung hat nhiing héa chat
ESMO European Society of Medical Oncology
Hoi Ung thu No§i khoa chau Au
FGFR Fibroblast growth factor receptor

Thu thé yéu t6 ting trudng nguyén bao soi
Gd-EOB-DTPA Gadolinium ethoxybenzyl diethylenetriamine pentaacetic acid
HAIC Hepatic arterial infusion chemotherapy

Truyén héa chat qua dong mach gan
HBV Hepatitis B virus

Vi rat viém gan siéu vi B
HCC Hepatocellular Carcinoma
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Ung thu biéu mb té bao gan
HCV Hepatitis C virus
Vi rht viém gan siéu vi C
ICG Indocyanin green
IMRT Intensity-modulated radiation therapy
Xa trj diéu bién liéu
LI-RADS The Ljver Imaging Reporting And Data System
H¢ thong Dir liéu va B4o cdo hinh anh Gan

MDCT Multidetector Computerized Tomography
Chup cat 16p vi tinh da ddy dau thu

MRECIST Modified Response Evaluation Criteria in Solid Tumors
Tiéu chuan danh gia dap tmg khdi u dic cai tién

MRI Magnetic resonance imaging
Chuyp cong huong tir

MWA Microwave Ablation
Huy u bang vi song
NAFLD Non-alcoholic Fatty Liver Disease
Bénh gan nhiém m& khong do ruou
NASH Non-alcoholic Steatohepatitis
Bénh viém gan thoai héa m& khong do ruou
UTBMTBG Ung thu biéu mb té bao gan
PEI Percutaneous Ethanol Injection
Huy u bang cach tiém con qua da
PET/CT Positron emission tomography/computerized tomography
PIVKA-II Prothrombin induced by vitamin K absence-1I
PS Performance Status 7
Tinh trang hoat dong co thé
PSA Prostate-specific antigen
RFA Radiofrequency ablation
RFA D6t séng cao tan
SBRT Stereotactic Body Radiation Therapy

Xa tri dinh vi than
SIRT Selective Internal Radiation Therapy
Xa tri trong chon loc

SPECT Single-photon emission computed tomography
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SRS
SVR

TACE

TNM
VEGFR

WHO

Xa phau dinh vi than

Sustained virologic response
Dap ting vi rat bén viing
Transarterial Chemoembolization
Nut mach xa tri

Tumor Node Metastasis

Vascular endothelial growth factor receptor
Thu thé y€u t6 tang trudng ndi moé mach mau

World Health Organization
To chtrc Y té té gioi



HUONG DAN CHAN POAN VA PIEU TRI

UNG THU BIEU MO TE BAO GAN
(Ban hanh kem theo Quyét dinh so 3129/0P-BYT ngay 17 thang 07 nam 2020)

1. PAI CUONG

Ung thu biéu mé té bao gan (UTBMTBG) 14 loai ton thuong thuong gap nhét trong
cac loai ung thu tai gan, nam trong sau loai ung thu pho bién nhat trén thé gidi va
nam trong ba loai ung thu phd bién nhét tai Viét Nam. UTBMTBG dutng dau trong
cac nguyén nhén tir vong lién quan dén ung thu tai Viét Nam.

2. DICH TE HOC UTBMTBG VA CAC YEU TO NGUY CO
2.1. Dich té hoc

UTBMTBG la loai ung thu thuong gip nhéat va 1a nguyén nhan hang dau gy tir
vong lién quan dén ung thu tai Viét Nam theo u6c tinh cua T6 chirc Ghi nhan Ung
thu toan cau (GLOBOCAN) nam 2018. Tai Viét Nam chua co sO lidu quoc gia
duoc cong b6 chinh thuc vé xuit d0 UTBMTBG. Mot nghién ctru ghi nhan so6 liéu
UTBMTBG tai mién Trung va mién Nam Viét Nam 1a 24091 truong hop trong thoi
gian 2010 dén 2016, trong d6 62,3% c6 nhiém virus viém gan B (HBV) man va
26% c6 nhiém virus viém gan C (HCV) man. Viét Nam 1a nude co xuat ¢ nhiém
HBV cao, udc tinh c6 khoang 12,3% nam gidi va 8,8% nit gidi c6 nhiém HBV man.
Tuy viéc ching ngira HBV cho tré em tai Viét Nam da lam giam phan nao xuat do
viém gan virus B man, nhung van dang c6 tinh trang bung phat ung thu biéu mé té
bao gan lién quan dén nhiém HBV tai Viét Nam.

2.2. Cac yéu td nguy co chinh

- HBV: theo s6 liéu caa T chirc Y té Thé gi61 (WHO) nam 2016, dya trén mot sb
nghién ctru tir 2003 dén 2014, ti 18 nhiém HBV & nguoi 1on tai Viét Nam khoang
8,2-19%. Nhiéu nghién ctru phan tich gop (meta-analysis) da chiing to nguy co
UTBMTBG ¢ nhitng nguoi nhiém HBV cao hon 15-20 1an so véi nhiing ngudi
khong nhiém. Nguy co bi UTBMTBG trong cudc doi cua nguoi nhiém HBV
man la khoang 10-25%. Co nhiéu yeu t6 lam tang nguy co UTBMTBG ¢ ngu(n
nhiém HBV man, bao gom céc yéu to vé hinh thai (nam gidi, tudi 16n, tién sir
gia dinh c¢6 ngudi bi UTBMTBG), vé virus (mtc do nhan ban HBV cao, kiéu
hinh HBV, thoi gian nhiém HBV, dong nhiém véi HCV, HIV, HDV), vé 1am
sang (c6 xo gan) va vé mdi truong va 16i séng (phoi nhiém voi Aflatoxin,
nghién ruou ning, hat thude 14).

- HCV: theo s6 liéu cta T6 chirc Y t& Thé gigi (WHO) nam 2016, dwra trén mot s6
nghién ctru tir 2003 dén 2014, ti 1¢ nhiém HCV & ngudi 16n tai Viét Nam khoang
1-3,3%. Mot phén tich gdp trén mot sd nghién ciru bénh-chimg (case-control
studies) cho thiy ngudi c6 khang thé khang HCV c6 nguy co bi UTBMTBG gip
17 14n so véi ngudi khong co khang thé khang HCV.

- Pong nhiém HBV va HCV: lam ting nguy co bi UTBMTBG. Trong mot

nghién ctiru 24091 truong hop UTBMTBG tai mién Trung va mién Nam Viét
Nam trong thoi gian 2010 dén 2016, ti 1é dong nhiém HBV va HCV 1a 2,7%.



Sir dung dd udng cé con: mot phan tich gop trén 19 nghién ctu tién ciru ghi
nhéan nguy co UTBMTBG tang 16% ¢ nhimg nguoi sir dung tir 3 don vi dd udng
co con tro lén moi ngay va tang 22% ¢ nhiing nguoi st dung tr 6 don vi do
ubng O con tré 1én mdi 1 ngay, va nguy co nay ciing tang ngay ca khi chi s dung
lugng con thip nhat mdi ngay (25g mbi ngay, tuong ung voi 2 don vi d6 udng
c¢6 con mdi ngay). O Viét Nam, chua c6 s6 liu chinh thirc vé mbi lién quan giira
UTBMTBG va viéc sir dung d6 udng c6 cdn. Theo mot nghién ctru trén 1617
bénh nhan UTBMTBG tai mién Trung va mién Nam Viét Nam, c6 68,6% bénh
nhan d3 va dang sir dung d6 udng co con véi nhiéu mire do khac nhau.

2.3. Phong ngra UTBMTBG

Nén sir dung vaccin chung ngira HBV cho tré em, nhit 1a tré so sinh dé ngin
ngtra viéc nhiém HBV. Nén diéu tri 1au dai va hiéu qua cho cac bénh nhan
nhiém HBV man va c6 bénh ly gan dang hoat dong.

Nén diéu trj viém gan virus C cho dén khi bénh nhan dat duoc dap ung virus bén
vimg (sustained virologic response - SVR). Nguy co UTBMTBG s& giam dang
ké néu cac bénh nhan viém gan virus C man dat dugc SVR. Tuy nhién, ngay ca
khi dat duoc SVR, cac bénh nhan l16n tu01 5O lugng tiéu cau thap, va/hoic co xo
gan van c6 nguy co UTBMTBG cao va can dugc tam soat.

Nén diéu tri cac bénh 1y chuyén hoa nhu bénh gan nhiém md khong do ruou
(Non-alcoholic Fatty Liver Disease - NAFLD), bénh viém gan thoai héa md
khong do rugu (Non-alcoholic Steatohepatitis - NASH) vi cac bénh 1y nay lam
tang nguy co UTBMTBG, nhat 1a khi da c6 xo gan. Cac hoi ching chuyén hoa,
dic biét 1a tiéu dudng va béo phi, 1am ting nguy co UTBMTBG trén cac bénh
nhan bi NASH.

3. TAM SOAT UTBMTBG

3.1. Poi twong tim soat

Nhom nguy co cao: cac trudng hop nhiém HBV man va HCV man chua diéu tri,
dang diéu tr1 va da ngung di€u tri bang thudc khang virus, va céac truong hop xo
gan khong 1ién quan dén nhiém virus viém gan.

Nhém nguy co rat cao: cac trudng hop xo gan c6 lién quan dén viém gan do
virus (HBV, HCV).

3.2. Phwong tién va tan suit tim soat

TAm so4t bang siéu 4m bung va xét nghiém phdi hop cac chi ddu sinh hoc AFP,
AFP-L3, PIVKA 1.

Tam soat mdi 6 thang d6i v6i nhém nguy co cao va mdi 3 thang dbi véi nhoém
nguy co rat cao. Néu phat hién c6 t6n thwong nghi ngd UTBMTBG va/hoic gia
tri cac chi dau sinh hoc ting thi nén chyp CT scan bung c6 can quang hoic MRI
bung c6 twong phan tir.

4. CHAN POAN UTBMTBG

4.1. Kham lam sang va cac xét nghiém cin lam sang can lam

Can tim hiéu cac yéu to nguy co cua bénh nhan:



+ + + +

+

Bénh nhan da timg bi nhiém hay di hoic dang diéu tri nhidm HBV va/hodc
HCV.

Gia~d‘mh bénh nhan (cha me, Vo chéng, anh chi em rudt) c6 nguoi da tirng bi
nhiém hay da hodc dang di€u tri nhiém HBV va/hoac HCV, hoac da duogc
chan doan b1 UTBMTBG.

Pi timg duoc truyén mau hay timg stir dung kim tiém chung véi ngudi khéc.
Tinh trang st dung thurc uéng c6 con (sé lugng, tan suét, thoi gian, ...).
Pi ting tiép xuc véi cac loai doc td hay hoa chat (loai, thoi gian tiép xuc...).

Ly do dén kham bénh (dau bung, vang da, bung to, ... hay chi 1a kiém tra sirc
khoe).

Céc bénh 1y khac di kém (néu co).

- Kham lam sang:

+

+

+

Phan 16n céac truong hop UTBMTBG chi ¢6 dau bung mo ho hodc dugc phat
hién tinh co.
Dénh gia toan trang, d4u hiéu sinh ton, tinh trang vang da niém mac.

Kham tong thé, kham bung, chu ¥ ¢ sd thdy gan to hay khong.

- Cac xét nghiém can 1am sang can lam:

+ + + + + + + 4+

Cong thirc mau, chirc ning déng méu toan bd, dudng huyét.

Chtre nang gan than: ALT, AST, Bilirubin, Albumin, Ure, Creatinin mau.
Céc xét nghiém mién dich vé virus viém gan B, C: HBsAg, AntiHCV
Chi dau sinh hoc cia UTBMTBG: AFP, AFP-L3, PIVKA Il (DCP).

Céc chi dau ung thu khac (néu can): CEA, CA 19.9, PSA, CA 12.5, ...

X quang phéi thang.

Siéu am Doppler mach mau gan.

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

4.2. Hinh anh hoc
4.2.1. Siéu am

a. Siéu am 2D va siéu am Doppler mach mau gan

Siéu &m 2D va si€u am Doppler thuén tién va c6 chi phi thip nén 1a cac phuong tién
dau tién dugc dp dung dé tim soat va theo ddi diéu tri UTBMTBG, nhung khong
dung dé chan doan UTBMTBG. Siéu 4m danh gia hinh dang, vi tri, s0 lugng, kich
thudc khéi 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 mau gan cho phép danh gia
tinh trang cap mau cua khdi u, tinh trang khdi u xdm lan va di cin vao cic mach
mau lan can, dac biét 1a tinh mach ctra va tinh mach chu dudi.

Hé théng Dir liéu va Bao céo hinh anh Gan (The Liver Imaging Reporting And Data
System - LI-RADS) khuyén cao sir dung si€u am khong tiém chat twong phan dé
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tam soat va theo ddi UTBMTBG ¢ cac bénh nhin xo gan va yéu td nguy co cao
khéc.

b. Siéu dm c6 chat twong phan (contrast-enhanced ultrasound - CEUS)

Nhitng thay (101 chinh trong qua trinh sinh UTBMTBG bao gém su hinh thanh
mach, thay d6i té bao gan, giam s0 luong va chirc nang cua té bao Kupffer, trong dé
su thay d6i huyét dong cta cac ndt, bao gdm tang luu lugng dong mach va giam luu
lwong tinh mach cira, 14 thay d6i quan trong nhét dé chan doan UTBMTBG. Mat do
té bao Kupffer giam cung voi sy giam biét hoa ciia nbt xo gan. Cac vi bong khi
trong CEUS duoc thuc bao boi cac té bao Kupffer, nén hinh anh té bao Kupffer co
thé quan sat duoc, cac khdi u 4c tinh c6 thé duoc phan biét voi ving gan quanh u do
chung chira it hodc khong chira té bao Kupffer.

Hinh anh dién hinh cia UTBMTBG trén CEUS la ngém thuéc manh thi dong mach
(arterial phase hyperenhancement - APHE) va thai thudc nhe sau 60 gidy. CEUS c6
d6 nhay cao dé phat hién tinh trang giam quang thi dong mach va thé hién tét hon
dau hiéu “thai thuéc” nhanh (dién ra sém, tai thoi diém 55-60 gidy) dbi v4i bénh ac
tinh khong phai UTBMTBG va “thai thudc” rat mudn (sau 60 gidy) ddi voi
UTBMTBG. CEUS khéng c6 birc xa ion hoa va cac chat twong phan ciia CEUS
khong giy ddc cho than.

CEUS c6 phan d6 theo LI-RADS (Phu luc 1) duoc Hiép hoi Nghién ctru Bénh gan
chdu A Thai Binh Duong (APASL) va Hoi Ung thu Noi khoa chau Au (ESMO)
khuyén cdo ding trong chan doan UTBMTBG nhung chua dugc dong thuan dua
vao cac hudng dan chan doan UTBMTBG khéc trén thé gidi do kho phan biét dugc
ung thu duong mat trong gan véi UTBMTBG trong mét sd trudng hop. Bén canh
d6, van phai chi dinh CT va/hoic MRI dong dé xac dinh giai doan bénh trude khi
diéu trj.

4.2.2. Chup cét 16p vi tinh (CT) va cong huong tir (MRI)

Hinh anh hoc déng vai trd quan trong trong chin doan va trong viéc dua ra quyét
dinh diéu tri UTBMTBG nho véao viéc mo ta day du hinh thai gan va néu 1én duoc
dong hoc tuwdi mau gan. Ton thuong UTBMTBG c¢6 su thay doi dién hinh 1a ting
nguon cip mau tir dong mach va giam ngudn cdp mau tir tinh mach cira.

Pé chan doan UTBMTBG, can c¢6 CT da diy dau do chup du 4 thi va/hoic MRI
dong co thi dong mach tré, thi tinh mach cira va thi mudn (khoang 3-5 phut sau khi
tiém chat twong phan tir). CT dong va MRI dong cho phép dénh gia muc do phan bd
mach mau tai khdi u, v6i hinh anh dién hinh cia UTBMTBG la ngém thuéc manh &
thi dong mach va thai thudc & thi tinh mach ctra va/hodc ¢ thi mudn.

MRI c6 thé phéat hién nhitng khdi u c6 kich thudc nho, nhat 1a cac khéi u < 2cm,
dua vao sy khao sat trén nhiéu chudi xung, dic biét 1a MRI dong va chu01 xung
khuéch tan rit nhay trong chan doan. MRI cho phép chin doan phén biét rat tét gitra
UTBMTBG véi cic tén thwong khu tra khac trong gan nhu u mau, u tuyén
(adenoma), tang sinh dang nét khu tro (focal nodular hyperplasia-FNH), di can gan
hodc nbt tan tao trong xo gan. Trong hau hét cac nghién ciru vé gia tri trong chan
doan UTBMTBG, MRI déu c6 d6 nhay cao hon CT v&i do chuyén biét tir 85% dén
100%, dic biét dbi véi céc tén thwong nho. Cac nghién ctru gan day khuyén cao
chup MRI véi chat twong phan tir gan-mat gadoxetate disodium (Gd-EOB-DTPA-
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gadolinium ethoxybenzyl diethylenetriamine pentaacetic acid) c6 d nhay cao hon
CT dong va MRI sur dung cac chat tuong phan tir khac.

Hinh anh dién hinh cia UTBMTBG trén CT/MRI 1a giam dam do ¢ thi chua tiém
thuoe, ngdm thuéc manh ¢ thi dong mach (arterial phase hyperenhancement -
APHE) va thai thudc (wash-out) ¢ thi tinh mach ctra hay thi mudn.

Ngoai gia tri chan doan, CT/MRI con duge suir dung dé theo ddi va danh gia sau
diéu tri pTBMTBG. Co thé su duI}g phan ‘d(f) theo LI-RADS (Phu luc 2 va 3) d¢
hudng dan chan doan va danh gia két qua dicu tri.

Céc t6n thuong nghi ngo la UTBMTBG néu co ngam lipiodol tai tén thuwong sau
khi lam Nut mach hoéa chat (TACE) thi dugc chan doan 1a UTBMTBG.

4.2.3. PET va PET/CT

Chi ¢6 khoang 40% cac truong hop UTBMTBG c¢6 hap thu Fluorodeoxyglucose F-
18 (**F) khi chup PET va PET/CT, va hau hét cac trudng hgp UTBMTBG biét hoa
cao déu cho két qua am tinh khi chup PET va PET/CT. Tuy nhién, PET va PET/CT
rt c6 gia tri dé phat hién cac ton thuong di can ngoai gan cua UTBMTBG, nhat 13
trong cac truong hop khong thay tén thwong UTBMTBG méi hay tién trién tai gan
sau khi diéu tri. Ngoai ra co thé chup PET/CT vé6i *C-Choline dé phat hién tén
thuong tai gan, ngoai gan t6t hon 18E,

4.2.4. Céac xét nghiém khac

- Xa hinh xuong bang may SPECT, SPECT/CT vé1 9mTc-MDP dé danh gia ton
thuong di can xuong, chan doan giai doan bénh trudc dicu tri, theo doi dap ung
diéu tri, danh gia tai phat va di can.

- Xa hinh than chic ning bang may SPECT, SPECT/CT voi 99mTc-DTPA dé
danh gié chic nang than trudc di€u tri va sau di€u tri.

- Xa hinh - SPECT gan v6i 99mTc-Sulfure Colloid: hinh anh khéi choan chd
trong gan, ap dung trong mot so truong hop.

- Xa hinh gan mat trong mot sd truong hop

4.3. Chi diu sinh hoc

4.3.1. Alpha-fetoprotein (AFP)

Vai tro ctia AFP trong chian doan UTBMTBG chua 16 rang. AFP ¢6 thé tang trong

cac truong hop viém gan hoat dong va xo gan, va c6 thé giam di khi di€u tri cac tinh

trang viém gan bang cac thudc diéu tri HBV va HCV. Ngudng gia tri binh thuong

cia AFP thuong 1a 20 ng/ml, ngudng gia tri chan doan ciia AFP 13 400 ng/ml. AFP

¢ thé duge st dung phdi hop vé6i siéu am dé tdm soat UTBMTBG trén cac ddi
tugng nguy co.

4.3.2. Lens culinaris agglutinin-reactive fraction of AFP (AFP-L3)

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

4.3.3. Prothrombin induced by vitamin K absence-II (PIVKA 1II) hay con goi la
Des-gamma-carboxyprothrombin (DCP)
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PIVKA II 1a mot prothombin bat thudng, ting trong huyét thanh cia cac truong hop
UTBMTBG. Ngudng gia tri binh thuong cua PIVKA 11 1a 40 mAU/ml.

4.3.4. Mot s6 chi dau sinh hoc khac trong huyét thanh

Céc chi ddu sinh hoc khac nhu Glypican-3 (GPC3), Golgi protein 73 (GP73),
Osteopontin, circulating cell free DNA, va cac microRNA chua c6 vai tro r6 rang
v€ chuyén mon lan hi¢u qua vé kinh te.

4.3.5. Két hop cac chi dau sinh hoc trong huyét thanh

Su két hop cac chi diu sinh hoc AFP, AFP-L3 va PIVKA II trong huyét thanh co
thé cai thién do nhay trong tam soat va chér} doan UTBMTBG mé} khong lam giam
di do chuyén bié¢t, do d6 nén str dung viéc két hop nay trong thuc té 1am sang.

4.4. Sinh thiét gan

Trong nhitng trudng hop ton thuong ¢ gan khong dap tng duogc céc tiéu chuan chin
doan dudi day thi sinh thiét gan cho phép xac dinh chan doan UTBMTBG va phan
biét v6i cac ton thuong ac tinh nguyén phat khac tai gan nhu ung thu duong mat,
ung thu gan-mat két hop, ciing nhu cac ton thuong ac tinh thtr phat tai gan cac u
than k1nh noi tiét va cac ton thuong di can tai gan. Cac nguy co nhu chay mau hay
gieo ric té bao ung thu déu co ti 1¢ rat thap, c6 thé xur tri dugce va khong anh hudng
dén quyét dinh 1am sinh thiét gan khi can thiét.

Két qua sinh thiét gan can duoc ddi chiéu véi cac dit liéu vé hinh anh hoc va chi dau
sinh hoc dé quyét dinh nén sinh thiét lai hay nén theo doi ti€ép. Néu quyét dinh theo
doi tiép thi nén danh gia lai ton thuong bang hinh anh hoc va chi dau sinh hoc sau
02 thang.

4.5. Chan doan xac dinh UTBMTBG

Khi t6n thuong & gan c6 mot trong ba tiéu chuin sau:

- Hinh anh dién hinh* cia UTBMTBG trén CT scan bung c6 can quang hoic MRI
bung c6 tuong phan tir + AFP > 400 ng/ml.

- Hinh anh dién hinh* cia UTBMTBG trén CT scan bung c¢6 can quang hoic MRI
bung c6 twong phan tir + AFP tang cao hon binh thudng (nhung chua dén 400
ng/ml) + ¢6 nhiém HBV va/hoic HCV. C6 thé lam sinh thiét gan dé chan doan
xac dinh néu béc si 1am sang thay can thiét.

Cac trudong hop khong du cac tiéu chuan ndi trén déu phai 1am sinh thiét khdi u gan

(c6 thé phai lam nhiéu 1an) dé chan doan xac dinh. Néu sinh thiét lai vin am tinh thi

¢ thé theo ddi va lam lai cac xét nghiém hinh dnh hoc va chi dau sinh hoc mdi 2

thang.

- C6 bang chimg giai phau bénh 1y 1a UTBMTBG.

" Hinh anh dién hinh trén CT scan bung co can quang hoac MRI bung co tuong
phan tir: (cdc) khoi u bdt thuoe trén thi déng mach gan va thdi thuoc (wash-out)
trén thi tinh mach ciea 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 khd ndng chan dodn ung thw biéu mé
té bao gan.
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So' do chin dodan UTBMTBG

l Khéi u gan l

Hinh anh CT scan / MRI dién hinh Hinh &nh CT scan / MRI dién hinh + AFE> khong tang
Hinh &nh CT scan / MRI khéng dién hinh

l Theo doi
Sinh thiét khéi u gan moi 2 thang
AFP > 400 ng/ml AFPIténg:nhu’ng <400 ng/ml l l T T
C6 nhiém HBV hay HCV _ ——
() () — Sinhthiétlai 5 ()
l N . . l | > (+)
> [ UNG THU BIEU MO TE BAO GAN ] <
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4.6. Chan doan phan biét

- U mau ¢ gan (hemangioma): khoi u,ba"lt thudc ting dan tir thi dong mach gan dén thi
cham trén CT scan hodc MRI, chi dau sinh hoc cuia UTBMTBG binh thuong, c6 thé
c6 hoac khong nhiém HBV va/hoac HCV.

- Céhc u lanh & gan nhu u tuyén (adenoma), tang sinh dang nbt (focal nodular
hyperplasia — FNH), 4p xe gan, n6t voi hoa & gan, ...: hinh anh khéng dién hinh
trén CT scan hodc MRI, chi d4u sinh hoc cua UTBMTBG binh thuong, co thé c6
hodc khong nhiém HBV va/hoic HCV, c6 thé xac dinh nhd MRI bung c6 tuong
phan tir dac hiéu hodc sinh thiét gan.

- Ung thu duong mat trong gan: khdi u bit thudc khong ddng déu, khong co hién
tugng thai thude, chi ddu ung thu CEA, CA 19.9 c6 thé ting cao. Chan doan xac
dinh nho sinh thiét gan.

- Di can gan cua céc ung thu khac (ung thu da day, ung thu dai truc trang, ung thu
ph01 ung thu va, ...): hinh anh bat thuéc dang vién trén CT scan hodc MRI, cac chi
dau ung thu tu:0‘ng g ting cao, ¢ ton thuong nguyén phat, .

4.7. Phan chia giai doan bénh

Cac Hudng dan diéu tri cia Nhom Ung thu gan Barcelona (BCLC), Hoi Nghién ciru
bénh gan chau Au (EASL), Hoi Ung thu Noi khoa chau Au (ESMO) va Hoi Nghién
ctru bénh gan Hoa Ky (AASLD) phan chia UTBMTBG thanh 5 giai doan bénh: 0 (rat
som), A (sém), B (trung gian), C (tién trién), D (cubi), dé dé ra cach diéu tri phu hop.
Trong khi d6, Hiép hoi nghién ciru bénh gan chau A Théi Binh Duong (APASL) khong
phan chia giai doan bénh, ma dua trén 6 yéu t: di can ngoai gan, chirc ning gan (danh
gia bang hé théng Child-Pugh), kha nang cit gan dugc, xam nhap mach mau 16n, sd
lwong u, kich thuéce u, dé chon lua cac diéu tri phu hop.

Tai Viét Nam, trén thuc t& lam sang, thuong chi xac dinh tinh trang bénh con kha nang
diéu tri hay khong, do do6 co thé dua trén céc yéu td nhu ctia APASL dé chon lua cach
diéu tri phu hop.

Céc nghién ctru khoa hoc thi co thé dua t{én phan chia giai doan bénh cia BCLC,
EASL, ESMO hay AASLD (Phu luc 5) dé chon ra nhém bénh nhan phu hop cho
nghién curu.

5. PIEU TRI UTBMTBG
5.1. Nguyén tic diéu tri UTBMTBG
- biéutr (cac) khéi UTBMTBG & giai doan con kha nang diéu tri.
- Diéu trj bénh Iy nén tang hay yéu t nguy co (viém gan siéu vi B hoidc C, xo gan...).
- Diéu tri ndi khoa két hop cham sdc giam nhe ¢ giai doan mudn.
5.2. Cac phwong phap diéu tri dbi véi ton thwong UTBMTBG
5.2.1. Phiu thuat cit bo phan gan c6 mang khdi u (phiu thuit cit gan)
14



Phiu thuat cit gan duogc coi 1a diéu tri triét dé ddi véi UTBMTBG va an toan ngay ca
d6i v6i cac bénh nhan o xo gan. Tuy nhién, chua co dong thuan trén thé gi6i vé tinh
trang u va mirc d6 bao tén chirc nang gan dé dat duoc hiéu qua sdng con phu hop khi
chi dinh cit gan. EASL, ESMO va AASLD chi d xuét phiu thuét cit gan cho cac
truong hop chi ¢6 mot khdi u don doc, chirc ning gan 1a Child-Pugh A va khéng c6
tang 4p luc tinh mach cira. Trong khi d6, APASL lai dé xuit phiu thuét cit gan cho cc
truong hop c6 thé co nhiéu u, chic ning gan Child-Pugh A va B, va c6 thé ca khi co
x4m nhap mach mau dai thé (nhu c6 huyét khdi tinh mach ctra) hay di cin ngoai gan
ma c6 thé lay bo dugc khi phiu thuét cat gan.

Tai Viét Nam, phau thuat cit gan nén dugc thyc hi¢n ddi véi céac truong hop:
- Phén gan c6 khéi u du kién cét bo duoc (theo giai phiu hay khong theo giai phiu).

- Th‘é tich gan du k,ién con lai phu hop voi bénh nhan. Nén do thé tich gan dé gop
phan ra chi dinh cat gan do6i voi cac truong hop du kién cat > 50% thé tich gan.

- Chure ning gan la Child-Pugh A dén B7 (Phu luc 4). C6 thé danh gia chirc nang gan
dua trén xét nghiém thanh loc Indocyanin green (ICG test) dé quyét dinh murc do
cat gan.

- Piém hoat dong co thé (Performance Status - PS) 0-2, khong c¢6 di can xa.

Nén xem xét phau thuat cét gan cho cac truong hop co huyét khéi tinh mach cira ciing
bén voi phan gan dinh cit, cling nhu cac trudng hop ¢6 t6n thuong di cin ngoai gan
(hach cudng gan, tuyén thuong than, di can tai mac ndi 16n, ...) c6 thé 1dy bo duoc khi
phau thuat cat gan.

5.2.2. Phau thuat ghép gan

Phau thuat ghép gan 1a bién phap duy nhit co thé gitip bénh nhan didu tri ca
UTBMTBG lan bénh 1y gan nén. Chi dinh ghép gan cho bénh nhan UTBMTBG tuy
thudc vao nhiéu yéu t6, trong d6 ¢ can nhac toi hiéu qua ctia phau thuat cit gan va cac
phuong phap diéu tri tai chd - tai ving, cling nhu mirc do wu tién so véi nhu cau ghép
gan cua cac bénh nhan khong phai 1a UTBMTBG.

Céc hudng dan diéu tri trén thé giéi déu khuyén cdo xem Tiéu chuan Milan (chi co 01
u v6i kich thude khdi u khong qua 5cm, hay khong qua 03 u véi kich thudec mdi u
khong qua 3cm) 1a tiéu chuan vang dé ghép gan cho UTBMTBG, va ghep gan 1a lya
chon hang dau cho cac truong hop UTBMTBG nam trong Tiéu chuan Milan nhung
khong phu hop dé phau thuat cat gan, dic biét 1 khi c6 xo gan mat bu. Céc co so Y té
¢6 thé can nhic van dung cac tiéu chuin mé rong hon khi chi dinh ghép gan nhung can
¢6 hoi chén cu thé.

C6 thé can nhic cac bién phap diéu tri bac cau dé lam giam giai doan UTBMTBG
trudce khi xem xét ghép gan.

5.2.3. Pha huy khdi u tai chd (d6t u)

Pha huy khdi u tai chd (d6t u) c6 thé thuc hién bang song cao tan (Radiofrequency
Ablation-RFA), bang vi song (Microwave Ablation-MWA), bang cach tiém con vao
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khéi u (Percutaneous Ethanol Injection-PEI) hay bang dot lanh (cryoablation) trén bénh
nhan c6 PS 0-2, chire nang gan 1a Child Pugh A,B, khong c6 di can xa.

Ph4 huy khéi u tai chd (d6t u) nén thuc hién cho cac trudng hop UTBMTBG cb s6
luong u < 3 véi kich thude u < 3cm, hodc cé 1 u voi kich thude u < Scm, nhat 13 khi
cac truong hop nay khong phu hop dé phiu thuat cat gan (do vi tri u, do tinh trang bénh
nhan). Pha huy khéi u tai chd (ddt u) ciing duoc coi 1a bién phéap thay thé cho phiu
thuat cét gan trong trudng hop u 6 kich thude nho < 3em.

Phé hity khéi u tai chd (d6t u) nén thyc hién cho céc khdi u dé tiép can dudi huéng dan
cua hinh anh hoc (si€u am, CT scan, MRI). Nhitng truong hop chi dinh pha hiy khoi u
kich thudc > Scm can duogc hdi chan.

Tiém con vao khdi u chi nén thuc hién khi cac bién phap pha huy khéi u (d6t u) khac
khong thuc hién duoc vi 1y do k¥ thuat, va néu st dung thi chii yéu 1a cho u < 2cm.

Déi voi (cac) k}301 u chua loai trir duge 1a UTBMTBG, co thé phéi hop sinh thiét va
phé hiy u tai cho trong cung mét 1an nam vién.

5.2.4. Cat ngudn mau nudi khdi u phdi hop véi diét té bao ung thu bang hoa chat
C6 cac hinh thirc nhu:

- Nut mach hoa chit thuong quy (conventional TransArterial Chemo-Embolization -
CTACE)

- Nut mach sir dung hat nhiing hoéa chét (Drug-eluting bead TACE - DEB-TACE)

TACE duogc chi dinh cho cac truong hop UTBMTBG ma khdi u khong cat duoc, hodc
¢6 nhiu u ¢ ca hai thiy, chua c6 xAm nhap mach mau va chua ¢ di cin ngoai gan,
trén bénh nhan c6 PS 0-2, chirc nang gan 1a Child Pugh A,B. TACE nén dugc thuc
hién chon loc hay siéu chon loc dé ting hiéu qua, giam bién chimg va giam anh hudng
dén phan gan lanh quanh u.

TACE chon lgc ciing dugc chi dinh cho cac truong hop u nho nhung khong thé thuce
hién doét u duoc do vi tri kho hay do c6 cac bénh ly di kém lam ting nguy co bién
ching.

Trong mot s truong hop ¢6 u dd vo hodc co6 nguy co vo ma tinh trang chirc ndng gan
hodc tinh trang co thé khong cho phép lam TACE thi ¢6 thé 1am nit mach don thuan
(TransArterial Embolization - TAE) dé diéu tri tam thoi.

banh gia hiéu qua cia TACE can dya vao hinh anh hoc va su thay ddi cua péc chi dau
sinh hoc cling nhl}’ cua churc nang gan sauvTACE. Tai Viét Nam, c6 thé thuc hién
TACE nhiéu lan néu (céc) khoi u con tién trién hodc xuat hién u maéi va tinh trang chirc
nang gan va tinh trang co thé cho phép. Can hdi chan dé danh gia TACE that bai hay
khong trude khi quyét dinh ngung 1am TACE tiép tuc dé chuyén sang hoa tri toan than.
5.2.5. Xa tri trong chon loc (Selective Internal Radiation Therapy - SIRT)

St dung hat vi cdu phéng xa Ytrium-90 (*°Y) bom vao dong mach nudi khéi u gan.
Céc hat vi cau nay s¢€ di vao cac nhanh dong mach nho khap trong khoéi u gy tdc mach.
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Khéi u s& bi tiéu diét theo hai co ché: giam nudi dudng u va buc xa béta nang lugng
0,93MeV dugc phat ra tu déng vi phong xa Oy 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 rét it anh huéng
dén t6 chure lanh xung quanh.

- Chi dinh:
+ UTBMTBG khong con kha nang phau thuat, hodc c6 chdng chi dinh phiu thuat
hay bénh nhan tir choi phau thuat.
+ Tbng trang con tét ECOG < 1, chtrc ning gan con bu (Child-Pugh A, B)
+ Shunt luu thong hoat tinh phong xa 1én phoi < 20% trén xa hinh Tc-99m MAA
+ Chua tirng xa tri trude d6 vao gan
- Chdng chi dinh:
+ €06 ludng thong dong mach gan-phdi (shunt gan-phéi) 16n (> 20%)
+ Xo gan mat by, bénh ndo gan
+ Thé trang qué yéu, du kién thoi gian song thém dudi 3 thang.

5.2.6. Truyén hoa chat qua dong mach gan (Hepatic Arterial Infusion Chemotherapy -
HAIC)

Phuong phap sir dung budng truyén va diy dan dat chon loc vao dong mach gan sau
khi da nit tac cic nhanh mach ctua dong mach gan cdp méau cho cic tang khac. Phuong
phap nay gitp dua hoa chat khu trd tai gan nén giam céc tac dung phu hon so véi hoa
trj toan than. Hoa chat thuong dung 13 té hop liéu thap cua Cisplatin véi 5- Fluorouracil
(phac do FP liéu thap). Chi dinh chu yeu cho cac truong hgp UTBMTBG giai doan tlen
xa ¢6 xam lan tinh mach ctra. Céac bién chu’ng cua phu:ong phap nay bao gdm: viém tic
mach, loét da day rudt do ro thudc va nhidm khuan hoic tic day truyeén.

5.2.7. Xatr
- Xa trj chiéu ngoai
+ Chi dinh: xa tri chiéu ngoai bang may gia tc c6 thé dung ddi véi nhitng trudng
hop khong phau thuat dugc. Lya chon truong chiéu xa phy thudc vao vi tri, kich

thude khéi u. Lidu xa trj tuy thudc vao thé tich trudong chiéu, dao dong tir 50-
70Gy, phan liéu 2Gy/ngay.

+ Chi dinh xa tri toan gan trong nhiing truong hop diéu tri giam nhe triéu ching,
licu xa 21Gy, phan liéu 3Gy/ngay.

+ Ngoai ra, c6 thé chi dinh xa tri cho nhitng truong hop UTBMTBG di cin xuong,
di can ndo, di can phdi, di can hach. Thé tich va liéu xa phu thudc vao vi tri va
kich thudc ton thuong.

+ M0 phong bang CT, MRI hodc PET/CT, PET/MRI.
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+ Ky thuat: c6 thé dung cac ky thuat thudng quy 3D, hodc cac k¥ thuét xa tri tién
tién giip tang hiéu qua, do chinh xac va giam thiéu tac dung phu nhu xa tri diéu
bién liéu (Intensity Modulated Radiation Therapy — IMRT), xa tri diéu bién thé
tich (Volumetric Modulated Arc Therapy — VMAT).

Xa phau
+ Xa phiu c6 thé bing dao gamma c6 dién, dao gamma quay (Rotating Gamma

Knife), CyberKnife, ...

+ Nguyén ly: birc xa hoi tu voi lidu rit cao tai tiéu diém kh01 u gay hoai tir hodc
bat hoat té bao u, dong thoi lidu xa tai cac mo lanh & mirc tbi thiéu, rat it gy tac
dung phu cho co quan lanh xung quanh.

+ Chi dinh cho cac truong hop di can mot vai 6 tai ndo.
Xa phau dinh vi than (Stereotatic Body Radiation Therapy - SBRT)
+ Xa phau dinh vi than 13 phuong phap dang c6 nhiéu bang ching danh gia tac

dung tich cuc, €o thé dung cho cac khdi u nguyén phat tai gan, khong con kha
nang cit bo hay cac phuong phap pha huy u tai chd, va cac khoi u di can ¢ gan.

Cay hat phong xa

+ Cay hat phong xa vao kl}éi u hoidic dién u trong cac truong hop khong phau thuat
triét can hodc khong thé phau thuat do c6 bénh 1y kém theo hay bénh nhan tir
choi phau thuat.

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

tia proton hay ion carbon cho cac két qua budc dau kha khich 1& nhung van con
can cac nghién ctru tiép theo dé xac dinh hiéu qua d6i véi UTBMTBG.

5.2.8. Diéu tri toan than

Céc truong hop UTBMTBG tién trién, khong con chi dinh phau thuat, nat mach, dét u
thi c6 thé xem xét dung diéu tri toan than.

a. Diéu tri dich va diéu tri mién dich

Sorafenib 1a thudc trc ché da kinase duong udng, wrc ché khoang 40 kinase, bao gdm
ca VEGFR-2 (vascular endothelial growth factor receptor 2) va BRAF (B-Raf
proto-oncogene, serine/threonine kinase). Sorafenib duoc coi 13 diéu tri budc mot
chuan cho cac truong hop UTBMTBG khong con dap tng hoic khong phi hop véi
cac bién phap diéu tri can thi¢p tai chd tai vung nhu nit mach héa chat, hoac d3 co
x4m nhap mach méu dai thé hay di cin ngoai gan, véi diéu kién chirc ning gan con
t6t (Child-Pugh A hay B7). Cac tac dung cua sorafenib c6 thé gap nhu: phan mg da
ban tay-ban chén, ti€u chay, tang huyét ap,....Cac tic dung phu nay thuong xay ra
som va ¢ thé dy phong va kiém soat duoc v0i cac bién phap dung thudc va khong
dung thudc. Liéu ding sorafenib 13 400mg, udng 2 lan/ngay cho t&i khi bénh tién
trién. C6 thé diéu chinh liéu sorafenib cho phu hop theo mirc d6 cua ddc tinh. Nén
duy tri viéc sir dung sorafenib cho bénh nhan it nhat cho toi khi bénh tién trién trén
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hinh anh hoc, hodc trén 1am sang, khi d6 nén hoi chan dé xem xét chuyén sang dicu
tri budc hai.

Lenvatinib 1a thudc (e ché da kinase duong uong, trc ché VEGFR 1-3, FGFR 1-4
(fibroblast growth factor receptor 1-4) va mot s kinase khac. Lenvatinib cho két
qua veé thoi gian séng con khong kém hon sorafenib va c6 thoi gian song khong
bénh tién trién, thoi gian cho dén khi bénh tién trién va ty 1& dap tng chung wu thé
hon sorafenib trong cac nghién ciru trén cic bénh nhan UTBMTBG tién trién,
khong con dap ung ddi vai cac bién phap diéu tri tai chd, tai vung hodc da co6 di can
ngodi gan, nhung chwa c6 huyét khdi nhanh chinh tinh mach ctra. Lenvatinib dugc
st dung diéu tri budc mot cho cac bénh nhan thudc nhém trén. Liéu dung lenvatinib
1a 12mg/ngay & bénh nhan trén 60kg hodc 8mg/ngay & bénh nhan dudi 60kg, uéng
hang ngay. Céc tac dung phu cua lenvatinib cling twong tu sorafenib.

Regorafenib, mot thudc e ché da kinase duong uéng, tac dong vao cac qua trinh
sinh mach mau, ting sinh té bao u va vi moi trudng u véi cac dich e ché nhu
VEGFR 1-3, KIT, RET, RAF-1, BRAF, PDGFR, FGFR, CSF1R gitip cai thi¢n ti 1
séng con & cac bénh nhan UTBMTBG da diéu tri bang sorafenib, dung nap duoc
sorafenib, nhung bénh van tién trién. Cac tic dung phu cua regorafenib cling tuong
tu sorafenib. Do do, regorafenib dugc chap thuan nhu 1 diéu tri budc hai cho
UTBMTBG khi da that bai véi sorafenib. Regorafenib 13 thudc c6 nghién ctru danh
gia hiéu qua ctia chudi phdi hop sau tién trién v6i sorafenib, cho thiy thoi gian séng
con 1a 26 thang tinh tir thoi diém bat dau budc 1. Liéu dung regorafenib:
160mg/ngay, udng ngay 1-21, chu ky 28 ngay.
Pembrolizumab 14 cac thude e ché chdt kiém soat mién dich (immune checkpoints
inhibitors) cho thiy c6 thé cai thién ti 18 séng con & cac bénh nhan UTBMTBG da
diéu tri bang sorafenib hodc lenvatinib, va di duoc chap thuan diéu tri budc hai cho
UTBMTBG khi d3 thét bai v6i sorafenib hodc lenvatinib. Cac tic dung phu chu yéu
13 mét moi, ngira va phat ban. Lidu dung pembrolizumab: 200mg, truyén tinh mach
chu ky 3 tuan
Mot sb nghién ctru cho théy viéc két hop bevacizumab véi atezolizumab cho hi¢u
qua trong viéc cai thién thoi gian sdng thém khong bénh & cac bénh nhéan
UTBMTBG giai doan muon hodc tai phat. Liéu dung:

Atezolizumab : 1200mg truyén tinh mach ngay 1

Bevacizumab : 15mg/kg truyén tinh mach ngay 1, chu ky 21 ngay

Ramucirumab 1a khang thé khang VEGFR c6 hi¢u qua diéu tri ung thu gan c6 AFP
> 400 ng/ml.

Cabozantinib 1a mot thudc e ché MET, VEGFR2, AXL va RET, ciing giup céi
thién ti I¢ song con ¢ cac bénh nhan UTBMTBG da diéu tri bang sorafenib.

b. Héa tri toan than: mét sé phéc dé héa chat cé thé dp dung trong UTBMTBG nhung
hiéu qua rat han che.

Phac d0 PIAF : chu ky 3 tuan
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Doxorubicin
Cisplatin
5-FU
Interferon a-2a
- Phac d6 GEMOX
Gemcitabine
Oxaliplatin
- Phéac d6 FOLFOX 4
Folinic acid
Oxaliplatin
5-FU
5-FU

: 40mg/m?, truyén tinh mach ngay 1

: 20mg/m2, truyén tinh mach ngay 1, 2, 3, 4

: 400mg/m?, truyén tinh mach ngay 1, 2, 3, 4
: tiém du6i da 5 MIU/m?, ngay 1, 2, 3, 4

: chu ky 2 tudn

: 1.000mg/m?, truyén tinh mach ngay 1

: 100mg/m?, truyén tinh mach ngay 2

: chu ky 2 tudn

: 200mg/m?, truyén tinh mach ngay 1

: 85mg/m?, truyén tinh mach ngay 1

: 400mg/m?, tiém/truyén tinh mach bolus ngay 1
: 1.200mg/m?, truyén tinh mach ngay 1, 2

5.3. Phdi hop cac phwong phap diéu tri

C6 thé phdi hop cac phuong phap nodi trén cho timg trudng hop cu thé.

5.4. Diéu tri giam nhe
Puoc thuc hién khi

- Tong thé tich cac khdi u vuot qua 50% thé tich gan.

- Paco huyét khdi tinh mach ctra, tinh mach gan, tinh mach chu dudi, ...

- ba co di can ngoai gan.
- PS> 2, Child Pugh C.

O cac bénh nhan c6 xo gan, c6 thé dung Acetaminophen (Paracetamol) dé giam dau
ncéu dau nhe, va dung cac thuoc giam dau gay nghién (opioids) néu dau tir vira dén
nhiéu (luu y trach tac dung phu la tdo bon). Co thé xa tri d€ gidm dau do di can xuong

hay dé ngin ngira gdy xuong bénh 1y.

Can luu y dén van dé dinh dudng va hd tro tam 1y cho cac bénh nhan UTBMTBG giai

doan muon.

5.5. Diéu tri hd tro

- Diéu tri bénh Iy gan nén tang va nang d& chiic ning gan.

- Dung thubc khang virus khi c¢6 chi dinh.

- HO tro dinh dudng dé nang tong trang.

- Diéu tri cac bénh 1y di kém.
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6. THEO DOI VA TAI KHAM

Theo ddi dinh ky cho dén khi bénh nhan khong thé tiép tuc duoc theo ddi nita (i
vong, mat lién lac,...).

Tuy phuong phép, hiéu qua diéu tri, thoi gian bénh 6n dinh hay tién trién ma hen tai
kham moi thang, moi hai thang, hay moi ba thang, cu thé:

+ Bénh nhan vira dugc diéu tri s& duoc hen tai kham sau 01 thang dé danh gia két
qua diéu tri. Néu bénh tién trién va con kha nang di€u tri thi chi dinh phuong
phap di€u tri va cho lich hen. Néu két qua diéu tri 1a 6n thi hen tai kham sau 02
thang.

+ Néu tai 1an tai kham sau 02 thang ma bénh tién trién lai va con kha ning diéu tri
thi chi dinh phuong phap di€u tri va cho lich hen. Néu bénh van 6n thi hen tai
kham sau moi1 03 thang.

MJi lan tai kham, bénh nhéan s& dugc dénh gia vé 1am sang va lam day du cac xét
nghiém can 1am sang va hinh anh hoc nhu da néu trong phan Chan doan. Can thiét
lam céc chi ddu sinh hoc AFP, AFP-L3, PIVKA II (DCP) dé danh gia két qua diéu
tri, theo ddi dién tién bénh va phat hién tai phat UTBMTBG.

Néu d xac dinh bénh nhan c6 nhiém virus viém gan B hay C thi nén lam day du
cac xet nghiém dé chi dinh diéu tri (néu can) va danh gia hiéu qua diéu tri cac virus
nay, cu thé 1a: HBsAg, HbsAb, HbcAb, HBeAg, HBeAb, dinh lugng HBV-DNA,
AntiHCV, dinh luong HCV-RNA....

7. PHONG BENH

Tiém vaccine phong bénh viém gan siéu vi B cho nhiing ngudi chua nhiém, dic
biét 1a cho tré so sinh.

Chu dong tam soat dinh ky UTBMTBG trén nhitng ngudi c6 nhiém HBV, HCV, xo
gan.

Tuyén truyén gido duc tranh 1ay nhiém HBV, HCV qua dudng tinh duc va tir me
sang con, kiém soat chat ché viéc truyén cac ché pham mau.

Tuyén truyén han ché str dung cac d6 udng co6 con.

21



So d6 hwéng din chin dodn va diéu tri ung thuw biéu mé té bao gan

l Khéi u gan l

Hinh anh CT scan / MRI dién hinh Hinh &nh CT scan / MRI dién hinh + AFP khéng ting
Hinh &nh CT scan / MRI khéng dién hinh

l Theo doi
Sinh thiét khéi u gan mdi 2 thang
AFP > 400 ng/ml| AFP tang nhwng < 400 ng/ml l l

C6 nhiem HBV hav HCV +) (-) — Sinhthiétlai — ()

| | .

> [ UNG THU BIEU MO TE BAO GAN ] < )
y \ 4
Khéi u cat dwoc Khéi u khéng cét duoc Khéi u bt ké kich thwoc
Khong co di can Khéng ¢6 di can Huyét khéi tinh mach ctra
Co di can ngoai gan

v v v v

B4t ké kich thuwéc <3u, <3cm <3u,<3cm Nhiéu u
PS 0-1 1u<5cm 1u<5cm rai rac trong gan

l PS 0-2 PS 0-2 PS 0-2

A 4 \ 4

i e VL v v

i ¢6 huyét khoi

i finh mach ctra Child A/B Child C Child A/B PS 1-2 PS >2
{  clng bén voiu* i Child A/B Child C

i co di can ngoai gan
co thé lay duwoc*™

A 4

Dé tiép can Sorafenib

Lenvatinib

|

[ Child A/B *** ] Co6 bénh ly
di kém *

Regorafenib

A 4 v v
. TACE - TACE Cabozantinib Didu tri
Cat gan DEB-TACE | | Ghépgan DEB-TACE Nivolumab giam nhe
SIRT SIRT Pembrolizumab )

*  Bénh ly di kém c6 nguy co cao khi phau thuat
** Xem xét chi dinh cat gan
*** Chrc nang gan Child A dén B7
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Phu luc 1: Phdn dp LIRADS trén siéu dm va siéu ém c6 chit cin dm (CEUS)
Siéu am: LI-RADS phan thanh 3 nhom:

« US-1: khong thdy hodc ton thuong/gia ton thwong lanh tinh hién nhién (nang

don gian, ving gan lanh quanh tai mat, u mau (hemangioma) biét truéc.
« US-2: tén thuong/gia ton thwong < 10 mm, khong chéc 14 lanh tinh.
« US-3: tén thuong/gia ton thuong > 10 mm, khong chic 1a lanh tinh hodc c6
huyét khdi moi trong tinh mach

uUs-1

Néu khong chic giita hai nhom
thi chon nhém c6 mirc d§ nghi ngd cao

us-2

Us-3

US-1 : 4m tinh Theo doi mdi 6 thang

US-2 : gan ngudng Theo d&i mbi 3-6 thang

US-3 : duong tinh

—

CT/MRI, CEUS

Luoc do cia LI-RADS vé CEUS:

Khi u thdy dugc trén siéu am khong ¢6 chat twong phén, chura dugc diéu tri va khong co bang chimg gidi
phau bénh trén bénh nhan c6 nguy co cao bi UTBMTBG:

Néu khong thé phén loai do hinh anh md hay bi bo sot ——>| CEUSLR-NC
Néu ¢6 hinh anh khéi u rd rang trong tinh mach ——>| CEUSLR-TIV
Néu lanh tinh r5 rang —>| CEUSLR-1
Néu c6 thé 14 lanh tinh >|  CEUSLR-2
Néu c6 thé hodc 16 rang 1a ac tinh nhung khéong dién hinh cho UTBMTBG

(ngAm thudc vién thi dong mach, thai thudc sém (< 60 giay) hay thai thudc & CEUSLR-M

Ngoai cac truong hop trén, c6 thé ap dung bang dudi day:

Néu kha nang 4c tinh 1 trung binh H| CEUS LR-3
Néu nhiéu kha ning 14 4c tinh ﬁ| CEUS LR-4
Néu 4c tinh r3 rang %| CEUS LR-5

Béng chan doan bang CEUS

Ngam thuéc manh | Khong ngam thudc manh Ngam thuoc manh thi dong mach
thi dong mach thi dong mach (khong vién®, khong mat lién tuc ngoai vi°)
Kich thudc u (mm) <20 >20 <10 >10
Khong thai thudc CEUS LR-3 | CEUS LR-3 CEUS LR-3 CEUS LR-4
Thai thuéc chdm va it CEUS LR-3 | CEUS LR-4 CEUS LR-4 CEUS LR-5

b. Khong ngim thudc manh thi dong mach duoc xép 1a CEUS LR-M

b. Mt lién tuc ving ngoai vi Ia hinh anh u méu (CEUS LR-1)
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Phu luc 2: Phan dp LIRADS trén CT scan va MRI scan

Khuyén c4o cia LI-RADS vé CT/MRI:

- Ap dung cho cac bénh nhan c6 nguy co cao bi UTBMTBG:
v Xo gan, hodc
v Nhiém HBV man, hoic
v D3 hay dang bi UTBMTBG.

- Ap dung cho céc khao sat nhiéu thi c6 sir dung chét trong phan ngoai bao hoic

chat twong phan gan-mat.
- Khong 4p dung cho cac bénh nhan:
v/ Khong ¢6 cac nguy co trén
v Duéi 18 tudi
v Xo gan do xo hoa gan bam sinh

v' Xo gan do cac bénh 1y mach mau nhu bénh gidn mach mau xuat huyét di
truyén (hereditary hemorrhagic telangiectasia), hgi ching Budd-Chiari, tac
tinh mach ctra man, bénh tim & mau, hay tdng san tai tao dang not lan tda.

- Khong sur dung phan d6 LI-RADS cho cac truong hop:

v Ton thuong ¢6 bang chung giai phau bénh 1a 4c tinh, hoac

v Ton thuong c6 bang chiing giai phiu bénh 1a lanh tinh va khong xuat phat tir

té bao gan, nhu u mau

Céc ton thuong chua dugc diéu tri va khong c6 bang ching giai phiu bénh trén bénh nhan

c6 nguy co cao bi UTBMTBG

Néu khong thé phén loai do hinh anh md hay bi bo sot  —— LR-NC
Néu ¢6 hinh anh khdi u 16 rang trong tinh mach —_— LR-TIV
Néu lanh tinh rd rang —_—> LR-1
Néu nhiéu kha nang 1a lanh tinh LR-2
Néu c6 thé hogc 16 rang 1a ac tinh nhung khong dién hinh cho UTBMTBG
(thi du tén thuong hinh bia — targetoid) LR-M
Truong hop khac, sir dung bang chan doan CT/MRI sau day:
Ngam thudc manh Khéng ngdm thude Ngam thudc manh thi dong
thi dong mach manh mach )
thi dong mach (khoéng vién)
Kich thudc u (mm) <20 >20 <10 10-19 > 20
Céc tiéu qhuém chinh: Tong
Thai thudc (khong phai & ngoai 0 LR-3 LR-3 LR-3 LR-3 LR-4
vi) ) ] 1 LR-3 LR-4 LR-4 | LR-4/LR- LR-5
“Vo” ngdm thude 5*
Phat trién nhanh >2 LR-3 LR-4 | LR-4 LR-5 LR-5

LR-4: néu ¢6 vé ngdm thudc

LR-4/LR-5* || LR-5: néu thai thubc khong phai & ngoai vi HOAC phét trién nhanh
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Phu luc 3: Sir dung LIRADS dé hwéng din chin dodn va dinh gid két qua

Tén thwong
da dieu tri

diéu tri trén CT scan va MRI scan

Hinh dnh hoc vé6i CT hay
MRI da pha

|

Xép loai mdi ton thwong sau
diéu tri phat hi¢n dwgc

\
LR-TR LR-TR i LR-TR LR-TR
(khong danh gia duoc) (khong con u tién trién) (nghi ngo) (con u tién trién)

|

|

b

|

Tiép tuc theo ddi trong

vong < 3 thang véi:

- Cung phuong tién hinh
anh hoc

hoac

- Dung phuong tién hinh
anh hoc khac

Tiép tuc theo ddi trong

vong < 3 thang voi:

- Cung phuong tién hinh
anh hoc

hoac

- Dung phuong tién hinh
anh hoc khac

Tiép tuc theo ddi trong

vong < 3 thang vai:

- Cung phuong tién hinh
anh hoc

hoac

- Dung phuong tién hinh
anh hoc khac

Nén hoi chan da chuyén
khoa dé dinh hudng diéu
tri

Thuong 1a diéu trj lai
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Phu luc 4: H¢ théng diém Child-Pugh danh gid chirc ning gan

Théng sb 1 diém 2 diém 3 diém
Bilirubin huyét thanh | <34 34-50 > 50
(umol/L) <2 2-3 >3
Bilirubin huyét thanh
(mg%)

Albumin  huyét thanh | > 35 28 - 35 <28
(g/L)

INR <1.70 1.71-2.2 >2.2
Béang bung khong | Kiém soat duoc bang thuéc |  kho kiém soét
Bénh ly ndo gan khong | Kiém soat dugc bang thuéc |  khé kiém soat

INR: International Normalised Ratio

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

Child-Pugh

Kha ning cit
duge

Xéam nhép

mach mau lén

S6 lwgng u

Kich thwoc u

Phu luc 5: Huwéng dén Diéu tri ciia APASL 2017

UTBMTBG

Khong
co

A/B C A/B c
Co Khong
co
|
Khéng Co
co

<3 >3
<3 >3
cm cm

y / ,

Cit gan TACE Pidu tri ‘ ‘
Huyu toan than Ghép bicu tri biéu tri
tai cho gan toan giam nhe

Huy u tai Pidu tri D;: n:r! than
cho toan tha

<3u,<3 oan Tl TACE nhe
cm
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Huwéng din Diéu tri ciia BCLC 2018

UTBMTBG

l l

l

l

Giai doan R4t Giai doan Sé'm Giai doan Trung Giai doan Tién Giai doan Cudi
sé'm (0) (A) gian (B) trién (C) (D)
lu<2cm 1 uhodc2-3u< Nhiéu u Xam nhap tinh Chirc nang gan
Chtre nang gan 3cm Khéng phiu thuat mach ctra / giai doan cudi
tot Chuc nang gan duogc ) Di cén ngoai gan PS 3-4
PSO tot Chure nang gan tot Chure nang gan tot
PSO PSO PS 1-2
‘. A A U don <3u
La tmg vién tiém doc (<3 cm)
nang dé ghép gan ; -
Ap lyc TM

Khong bin o P Cl'l;a

diing ‘ Bilirubin

Btllh 3 C6 bénh
taomg || P ai
Tién g di kém
luong
Khoéng Co
\ \L \
. Huy Phau Ghép Huy u TACE Diéu tri toan .
bieéu tri u thuét gan than biéu tri
giam nhe
Didu tri hidu qua va anh hudng dén tién luong
Séng con > 5 nam >2-5 > 1 nam 3 thang
nam
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Huwéng din Diéu tri ciia EASL 2018

UTBMTBG trén nén xo gan

l

l

l

l

l

l

Giai doan Rt Giai doan S6m Giai doan Trung Giai doan Tién Giai doan Cudi
Giai sé'm (0) (A) gian (B) trién (C) (D)
doan lu<2cm 1 uhodc2-3u< Nhiéu u Xam nhap tinh Khéng ghép gan
tién Chiic nang gan 3cm Khéng phau thuat mach ctra / dugc
luong tot Chirc nang gan dugc ) Di can ngoai gan Chtre nang gan
PSO tbt Churc nang gan tot Churc nang gan tot giai doan cuoi
PSO PSO PS 1-2 PS 3-4
U don 2-3u<3
doc cm
La tmg vién toi
uu cho phau thuat
\l/ \l/ La {mg
Pung Khoéng Vl?n de
ding ghép gan
DPing Khéng
Diéu tri Huy Phiu Ghép Huy u TACE Diéu tri toan than Diéu tri giam
u thuét gan nhe
Sbng con > 5 nam > 2-5 nam > 10 thang 3 théng




Huwéng din Diéu tri ciia AASLD 2018

Giai doan BCLC

\ 4

l

l

\4

Y

Giai doan 0 Giai doan A Giai doan B Giai doan C Giai doan D
Mirc d6 bang chimng
Cét gan TACE Sorafenib (budc 1)
Lenvatinib (budc 1)
Regorafenib (budc 2)
Cabozantinib (budc 2)
RFA Cat gan SIRT (TARE) Nivolumab Ghep gan
MWA Ghép gan Ghép gan (bude 2) }zleu tri
n;{\';vAA (sau khi giam kich giam nhe
hud
SIRT thudc u)
(TARE)
TACE
SBRT
SIRT (TARE)
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Huwéng din Diéu tri ciia ESMO 2018

Giai doan Picu tri chuén Nhirng han ché vé Piéu tri thay thé Bién phap didu
a 2 e . A
BCLC chi d;nfl do (chwa dwge EM AP tri thay thé
su phat trién cta u phé duyét)
va chirc ning gan
0- 1, u bﬁ’t ke | C4t gan [IILA] Phan gan con lai du vé Xa tri lap thé dinh
A | Kich thude kich thuéc va chirc vi than (SBRT)
hodc ’ Ghé an nang [11,C]
< 3 u kich p g U < Sem. < 3 Xa tri 4o sat lid
thude < 3em | [NLA] <5cm,<3u ‘ a tri ap sat licu
Chite  nang | Pétu[LA] | U < 3em, khong nim cao [II1.C]
gan tbt gan mach mau hay SIRT [I11,C]
duodng mat
ECOGPSO | TacE[IA s e i
CELIA] Chong chi dinh phau
tl}uéltqvél dot u. Bac
cau dé ghép gan
B | gttt I TACE[LA] | U 5-10cm, cic khdi u Ghép gan [1ILA]
alffé)t nhang c6 thé tiép can siéu Cét gan [1ILA]
ECOG PS 0 Ch(_)l’l IOC Bléu tri toan than
(sau khi TACE
that bai / khang
tri) [LA]
SIRT (squ khi
TACE that bai /
khang tri) [1I1,C]
c |Xam  nhdp | g afonin Child-Pugh A Lenvatinib  (buéc | Nivolumab (bude
tinh  mach (budc 1) [1,A] 1) [1,A] 2) [111,B]
clra ' Child-Pugh A, dung : Pembroli b
Di can ngoai | Regorafenib nap vai Sorafenib Cabozantinib (budc ; m rg IZIUIrIn;
gan (buse 2) [1,A] 2) [1,A] (S“"’C )i }1
. < IRT
Chie  nang Ramucirumab ché C}Eﬁin nﬁﬁn
gan tot (AFP cao, budc 2) ’t*t Kho 2
ECOG PS 1- [LA] gan fot, khong €0
2 : diéu tri toan than
nao kha  thi)
[111,C]
D Chirc  nang Didu tri giam
gan nhe
giaj doan j
cudi
ECOG PS 3-
4

a. BCLC: Barcelona Clinic Liver Cancer

b. EMA: European Medicines Agency
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