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Pai cuong va yéu td nguy co HCC




Phan loai ung thw gan

= Ung thw gan nguyén phat:
» Ung thw biéu mé té bao gan (HCC) (80-85%)
» Ung thv biéu mé té bao dwdng mat (CCC) (10-15%)
» Khac: Ung thw nguyén bao gan, sacrcoma mach mau
gan

= Ung thw di can gan: ung thw cac co quan khac di can

gan (vu, phdi, da day, dai trang, buéng trirng...)

Ung thw gan: chi yéu la ung thw
bieu mo té bao gan (HCC)

Nguén: http://www.worldlifeexpectancy.com/cause-of-death/liver-cancer/by-country/

Globocan 2020: https://gco.iarc.fr/today/data/factsheets/populations/704-viet-nam-fact-sheets.pdf
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Tan suat HCC trén thé gi&i
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Tinh hinh ung thw gan tai Viéet Nam (Globocan 2020)

Number of new cases in 2020, males, all ages

#1 = Liver
20256 (20.5%) o
Other cancers : Vl et N a m

33781 (34.2%)
Source; Globocan

Lung Incidence, Mortality and Prevalence by cancer site

Prostate 18 685 (18.9%)

6248 (6.3%)

New cases Deaths 5-year prevalence (all ages)
Colorectum Stomach Cancer Number  Rank (%) Cum.risk Number  Rank (%) Cum.risk =~ Number Prop. (per 100 000) |
8887 (9%) 11059(11.2%) H1 e %4 1 145 258 B2 1 06 241 8761 2955
Total: 98 916 fung 76 202 2 144 200 23 107 2 194 241 78 035 2042
N o e G5 T 2050, Tameles, ol aues Breast 21555 3 18 3.69 9345 4 76 147 60753 124,65
Stomach 17906 4 98 181 14615 319 147 23989 24,64
Rectum 9399 5 51 092 4758 6 39 041 2784 2341
#5 Breast Colon 6448 6 35 0.66 3445 § 28 032 14292 14,68
21 555 (25.8%) Leukaemia 6289 7 34 052 4791 5 39 041 17010 1748
Other cancers Prostate 6248 § 34 143 2628 0 2 049 10975 2258
33 967 (40.6%) Nasopharynx 6040 9 33 0.59 3706 7 30 039 16184 16.63
Lung Thyroid 5471 10 30 045 642 2 0% 0.07 16289 16.73
7577 (9.1%) Corpus uteri 5354 n 29 094 1319 %11 0.5 13973 2867

Colorectum Cervix uteri 4132 12 23 0.70 2223 12 18 0.39 9999 2051
7539 (9%) ST

ey

Liver Stomach
6162 (7.4%) 6 847 (8.2%)

J/Iwww.worldlifeexpectancy.com/cause-of-death/liver-cancer/b
i ay/data/factsheets/populations/704-viet-nam-fact-sheets.pdf

Total: 83 647
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Nguyén nhan bénh va dién tién den HCC
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Viem gan virus (B,C) la nguyén chinh cua HCC tai VN

Table 1 Percentage distribution of demographic and disease characteristics of patients with primary hepatocellular carcinoma at Cho
Ray Hospital, Ho Chi Minh City, Vietnam, 2010 to 2016

Characteristic 2010 2011 2012 2013 2014 2015 2016 Total P value
(m=2793) (n=3111) (n =3349) (n = 3471) (n =3494) (n = 3804) (n = 4069) (n = 24091)
Male gender 82.6 82.77 82.23 80.44 81.2 81.2 82.13 81.76 0.17
Age (yr)
<40 10.31 8.94 9.14 8.58 7.76 7.6 T 8.49 <0.0001
41-50 19.3 18.58 17.44 17.26 1732 17.43 16.76 17.64
51-60 30.68 30.57 2923 30.83 29.28 29.86 2994 29.92
61-70 2148 226 2437 2322 26.24 26.63 27.89 24.86
>70 18.22 19.32 19.83 20.11 194 18.48 18.28 19.08
Advanced 40.57 43.68 40.52 57 65 40.78 40.75 41.68 40.79 0.76
disease stage
HBsAg and n = 2505 n = 2405 n=2773 n=3153 n = 3225 n =3616 n = 3907 n = 21584 <0.0001
anti-HCV testing
available (1)'
HBV infection 61.72 69.94 66.35 60.1 59.69 60.87 60.23 62.28
HCV infection 24.79 27 32 28.96 25.06 27.13 25.06 2498 26
HBV and HCV 271 2.74 2152 3.04 295 241 246 2.68
coinfection
Non-HBV or 10.78 0 2.16 11.8 10.23 11.67 12.34 8.97
HCV liver disease

Viém gan virus
(HBV, HCV):

>90% HCC
Khac: <10%

Nguyen-Dinh SH et al. World J Hepatol. 2018 Jan 27;10(1):116-123
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Cac phwong phap dieu tri HCC

Pieu tri HCC

Phiu thuat Diéu trj tai cho Diéu trj toan Cham séc
tai ving than giam nhe

RFA, MWA

Héa tri Dieu tri MD

Dieu tri dich

Ghép gan

Cancer. 1989;63:2207-10
’ASL Guidelines — 2017, Hepatol Int 11:317-370 .



HCC giai doan s&m: song thém > 6 nam, > 10 nam

— I [ | I I

Very early stage Early stage (BCLC A) Intermediate stage Advanced stage Terminal stage
o (BCLC 0) * Single or <3 nodules <3 cm (BCLC B) (BCLC C) (BCLC D)
g ¢ Single nodule <2 cm * Child-Pugh A-B, ECOG 0 * Multinodular ¢ Portal invasion, N1, M1 ¢ Child-Pugh C®
N ¢ Child-Pugh A ¢ Child-Pugh A-B, ¢ Child-Pugh A-B, * ECOG >2
ECOGO0 ECOGO ECOG 1-2
B (2—3 nodules <3 cm)
2 Yes | Optimal surgical | No ~
c candidate® 1
£ \J
© s A\
g - Systemic therapy
> ( Transplant candidate ) * First: atezolizumab + bevacizumab®
E Yes No . Fir§t/second: sou:afenib, lenva.ti.nibc
T N * Third: regorafenib, cabozantinib,
(—j ramucirumab (AFP >400 ng/ml) v
v Transplantation v (US: nivolumab, pembrolizumab, Best supportive
(Ablation) (Resection) (DDLT/LDLT) (Ablation) (Chemoembolization) L nivolumab + ipilimumab) ) care
o
£
S
3 Median OS: 10 years for transplantation; Median OS: First-line: median OS 19.2 months Median OS:
o >6 years for resection/ablation >26-30 months Second-line: 13-15 months >3 months
§ Third-line: 8-12 months
g

NATURE REVIEWS | DISEASE PRIMERS | Article citation ID: (2021)7:6



HCC tai Viét Nam thwérng dworc chan doan tré

Distribution of cancer cases by stage of diagnosis in five hospitals in
Viet Nam, 2009a
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|. Cancer Control. 2019 Jan-Dec;26(1):1073274819863802
e




Chién lugc tdm soat HCC trén bénh nhan cé yéu td nguy co




Vai troé cia tam soat HCC trén bénh nhan nguy co

100

80

60

survival

40

20

B I O B

stage | screening
stage Il screening
stage Il control
stage Il screening

stage Il control

0
0 6 1218 24 30 3642 48 54 60
months

Author, year | Hazard ratio (95% Cl)
Chaiteerakij 2017 o 0.57 (0.43-0.76)
Choi 2019 —— 0.75 (0.69-0.82)
Costentin 2018 & E 0.46 (0.24-0.86)
Debes 2017 —o—i— 0.62 (0.48-0.78)
Kwon 2020 i —o— 0.76 (0.71-0.82)
Mittal 2016 o 0.92(0.79-1.07)
Pinero 2019 o 0.51 (0.38-0.69)
Singal 2017 o 0.59 (0.37-0.93)
Thein 2015 :—o— 0.76 (0.64-0.91)
Toyoda 2018 —<>—' 0.60 (0.55-0.66)
Van Meer 2015 —o—i 0.51(0.39-0.67)
Wu 2016 <E> 0.66 (0.64-0.68)
::ozol7eg 1002erall survival <> 0.67 (0.61-0.72)
i
012 Oi4 018 1i0

<+— Favors screening

————————

Zhang BH et al. J Cancer Res Clin Oncol. 2004;130:417-22.
Singal AG et al. J Hepatol. 2022;77:128-39



Bénh nhan nao can dwoc tam soat HCC (AASLD 2023)

Nhém du nguy co’ d€ khuyén cdo tam soat

Xo gan Child Pugh A-B do moi nguyén nhan >1,0% / nam
= ViémganB

= Viém gan C (cd virus trong mau hoac sau khi dat SVR)

= Xo gan do ruwQu

= Viém gan thoai héa m& khéng do ruou (NASH)

= Nguyén nhan khac

Xo gan ChilD C chd ghép gan

Viém gan B man, khong xo gan > 0,2% / nam
= Nam t nudc dich té > 40 tugi®

= Nt nwdc cd dich > 50 tubid

=  Ngudidan Chau Phi & tudi tré®

= Gia dinh c6 nguoi bi HCC

* Thang diém PAGE-B > 10°¢

Khéng dd nguy co’ va dir kién dé khuyén cdo <0,2% /ndm
= Viém gan Cva xo hda F3
= NAFLD khong xo gan

Singal Amit G. et al. AASLD Practice Guidance on prevention, diagnosis, and treatment of
hepatocellular carcinoma. Hepatology 78(6):p 1922-1965, December 2023.




Chién lwoc tam soat HCC

AASLD (2023) Siéu am bung + AFP (6 thang)

EASL (2018) Siéu am bung (6 thang)

APASL (2017) Siéu am bung + AFP (6 thang)

JSH (2021) Siéu am bung + AFP, AFP-L3, DCP (3-6 thang)
Viét Nam (2020) Siéu am bung + AFP, AFP-L3, DCP (3-6 thang)

Bruix et al. 2011 Hepatology 53 (3)
EASL-EORTC Clinical Practice Guidelines: Management of HCC 2011

NCCN Guidelines 2016 Hepatobiliary Cancers
Japan Society of Hepatology, Clinical Practice Guidelines for HCC 2009
Hepatol Int (2017) 11:317-370



Author, Year

Pateron 1994

Henrion 2000

Lok 2010

Qian 2010

Trinchet 2011

Singal 2012

Kim 2016

Pooled Risk Ratio
I-squared 0%

Risk Ratio (95% Cl)

- . 0.60(0.18-2.04)

-— 0.69 (0.38 - 1.25)
)

0.70 (0.42 - 1.18)

'
e 0.88 (061 - 1.27)

e 0.87 (0.74 - 1.03)
)

]
N : 0.50 (0.30 - 0.83)

- 0.79 (0.40 - 1.53)

@‘ 0.81(0.71-0.93)

Sensitivity of US with vs without AFP for early-stage HCC:
63% vs. 45% (p=.002)

T T
0.17 1 5.67

Proportion of Simulations

Cost-Acceptability Curve:
Proportion of simulations optimizing cost-effectiveness

1.0
0.8
0.6 Ultrasound with AFP
A Ultrasound Alone
s B No Surveillance
A,

02 ggAa

[ 5|

“iiinuunlllll!f’

0.0

50,000 100,000 150,000 200,000
Willingness-to-Pay Per QALY (2018 US Dollars)

INEDSYS

Tzartzeva K et al. Gastroenterology. 2018 May;154(6):1706-1718.el



Patient undergoing
HCC screening

Lesion < 1 Lesion =1 cm HCtCr)‘ di?gnozis
oson o or AFP = 20 ng/mL without nee
for biopsy

Repeat US in 3 Dynamic contrast- Characteristic
months enhanced CT/MRI appearance

—am e
S—







1/5 siéu am khéng du chat lwong dé loai trir HCC/xorgan

70

60

50

40

30

20

10

66.5%

14.2% 13.2%
Definitely Likely Likely Definitely
inadequate inadequate adequate adequate

o7

Child Pugh B/C
OR 1.65 (1.06 - 2.57)

Y

Alcohol-related
cirrhosis
OR 1.84 (1.09 - 3.09)

Obesity
OR 2.60 (1.36 - 4.97)

Morbid Obesity
OR 8.86 (4.02 - 19.5)

NASH cirrhosis
OR 2.48 (1.30-4.75

— ‘ Simmons O et al. Aliment Pharmacol Ther. 2017 Jan;45(1):169-177



Vai tro cua phan loai US-LIRADS (Visualization scores)

Visualization Scores

Definition Significance

No or minimal limitations Sensitivity of test unlikely to be
affected

Visualization Scores

Moderate limitations Small masses may be obscured

Severe limitations Significantly decreased
sensitivity for focal liver lesions

VISA VISB VISC
No or minimal limitations Moderate limitations Severe limitations

Simmons O et al. Aliment Pharmacol Ther. 2017 Jan;45(1):169-177




MRI nhay hon siéu am trong phat hién s&ém HCC

Nghién clru tién ctru vdi 407 bénh nhan Child A-B (phan I&n VGB)
= 112 dot tdm sodat trong 1.5 ndm

= Siéu 4m moi 6 thang va MRI thuc hién & tat ca bénh nhan

43 bénh nhan dugc chan doan HCC

= 32 giai doan rat s&m va 10 BN giai doan s&m

I N N

Do nhay 86% 28% P<0.001
Do nhay cho BCLCO 86% 26% P<0.001
Po6 dac hiéu 97% 94% P=0.004



Két hop cac tumor markers gitp ting kha nang chan doan HCC

If HCC biomarkers are used prior to imaging:

In this study of 74 patients, the use of AFP alone would
have detected 45 HCC cases and missed 29 cases of / \
HCC AFP-L3 Positive All Negative
15 (9.5%)
Cut-off point | Positive cases (20.3%) '
AFP = 20 ng/mL 45 (60.8%)
AFP-L3 >10 % 49(66.2%)
DCP 27.9ngimk | 5939 20,
Combination of
AFP, AFP-L3, and | Same as above | 67(90.5%) \ /

DCP
— A QRSP
————




GALAD la thang diém hira hen cho chan doan sém HCC

= Nghién clru da qudc gia nest case-control v&i 6834 bénh nhan (2430 HCC, 4404 bénh

gan man)

= GALAD score =-10.08 + 0.09 x age + 1.67 x gender + 2.34 x log(AFP) + 0.04 x AFP-L3%

+ 1.33 x log(DCP)

UK cohort (all)

UK cohort (Milan)
Japan cohort (all)
Japan cohort (Milan)
Germany cohort (all)

Germany cohort

. (unifocal < 5cm)

91.6%
80.2%
70.5%
60.6%
87.6%
67.4%

89.7%
89.7%
95.8%
95.8%
88.6%
88.6%

90.6%
87.9%
87.7%
87.7%
88.3%
87.5%

Berhane et al. Clin Gastro Hep 2018



Cell-free DNA trong chan doan sém HCC

0.6

cfDNA concentration
and integrity

HelioLiver
AUROC: 0.944 (0.917, 0.975)

GALAD
AUROC: 0.899 (0.833, 0.941)

AFP
AUROC: 0.851 (0.777, 0.903)

Sensitivity

0.4

0.2

AFP-L3
AUROC: 0.801 (0.755, 0.847)

DCP
AUROC: 0.780 (0.719, 0.842)

cfDNA l | | | T |
methylation 1.0 0.8 0.6 0.4 0.2 0.0

Specificity

0.0

s

cfDNA
fragments size
and
nucleosomes

0.6
|

HelioLiver
AUROC: 0.924 (0.846, 0.986)

Sensitivity

0.4

GALAD
AUROC: 0.842 (0.693, 0.926)

AFP

AUROC: 0.806 (0.653, 0.902)
AFP-L3

AUROC: 0.769 (0.686, 0.852)

DCP
AUROC: 0.742 (0.632, 0.852)

0.2

fl
DMPDIN T

I I I I
1.0 0.8 0.6 0.4 0.2 0.0

Specificity




Tuan thu xét nghiém c6 vai tro quan trong

Test sensitivity Test adherence Overall effectiveness

70% 30%
60% 40% 24
50% 50%

25

— — Test 3
Parikh ND et al. ) Hepatol. 2023 Jan;78(1):207-216



Vai tro ciia héi chan da chuyén khoa

Multidisciplinary discussion

Oncologist Hepatologist Pathologist Preference

(R
>
Age

Radiation

oncologist Surgeon Radiologist

(g B
-l

Tumor
size

Targeted

Tumor

number '

EHS

or MV Performance
status

Child-Pugh
ALBI

care

sria
s

Best supportive

Trial availability

@

(:.0) Comorb|d|t|es

-
SOC|oeconom|c Q
factors

Transplant

or resection

-

Locoregional
therapy

Immunotherapy

Description

Outcomes

Serper Multi-specialty |Increase HCC treatment
2017 evaluation or |receipt and improve
(n=3988) tumor board | survival
Yopp 2014 Smg[e fjay MDT Imprgve early detect.lon,

° clinic and curative treatment, time to
(n=355) :

conference  |treatment, and survival

Zhan Changed
20139 Single day MDT |imaging/pathology

8 clinic interpretation and therapy
(n=343)

plan

Chang Fluid referrals | Improve early detection,
2008 and joint curative treatment, and
(n=183) conference |survival

—I Vogel A, Saborowski A. Medical therapy of HCC. J Hepatol. 2022 Jan;76(1):208-210.







= HCC la bénh ly ung thw hang dau tai Viét Nam va&i ty 18 t& vong cao

= Nguyén nhan HCC: viém gan virus (B,C), rwou, bénh gan nhiém mo
(NAFLD/MAFLD),...

= Phat hién HCC giai doan s&m gilp cai thién tién lwong song va diéu tri triét dé
bénh

= Siéu am bung + AFP (c6 thé két hop véi AFP-L3, PIVKAI) dwoc khuyén cao
trong tdm soat HCC & bé&nh nhan c6 nguy co

= Can két hop nhiéu tumor marker, hinh anh hoc thdng qua hdi chan da chuyén

khoa dé tang kha nang phat hién sém HCC

—






