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Relative Contribution of HBV and HCV to HCC

Southeast Asia
China
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HBYV Infection is the Leading Cause of
HCC in China

HCCrisk n=2243 n =3466

factors,

n(%)

HBV 522
(23)

HCV 876
(39)

ALD 471
(21)

NASH 275
(12)

Park et al, Liver Int. 2015; 35: 2155-2166

362
(10)

1590
(46)
1290
(37)

334
(10)

n = 38538

6575
(77)

255
(3)

416
(9)
53
(1)

987
(63)

489
(31)
66
(4)
84
(9)

884
(73)

112
(10)
110
(9)
68
(6)

n=1580 n=1172 n =446

64
(14)

284
(64)
59

(13)

9
(2)

Humanity & Health g;ﬁisngiﬁf



HBYV Infection is the Leading Cause of
HCC in Hong Kong

HCC risk factors, n(%) n=1112
HBV 945 (81)
HCV 75 (7)

HCV+HBV 100 (0.9)
Other* 189 (17)

* Other includes alcoholic, fatty liver disease, haemochromatosis, autoimmune hepatitis and crytogenic

| gGE

Johnson et al, British Journal of Cancer. 2017; 1-7 e B ﬂﬂiﬁ O EH
nity & Health  gop 14



Case 1

- AE

el o



Chinese Male 62

8IBsAg +, HBeAg- on ETV 0.5 mg since 2009
amily History (3 brothers and 1 sister)

- Father died at 67 —HCC

- Elderest brother died at 61-HCC

- Second elderest brother died at 60-HCC

QJSS and AFP every 3-6 months since 2014

th Oct 2016
symptomatic
epressed as second brother (M/64) dying of HCC

QJSS-Z-S cm lesion in right lobe
- Bilirubin 8 umol/L, Albumin 41 g/L, ALT- 40 IU/ml
- Platelet 120 x 10M9/L, INR 1.1
- AFP-12 ng/ml
- Serum HBV DNA -, eAg-

BRE=0 _ER
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SOL in liver detected by CT -Oct 2016

W
. ¥
Explicit Global Medical Diagnostic and Labor... LI, SIU HUNG CECIL Explicit Global Medical Diagnostic and Lafiog LI SIU HUNG CECIL
Ref. Dr- George K K. Lau £6381PM Ref.: Dr. George K.K L3 E6124171
*04-Mar-1955, M, 61Y

*04-Mar-1955, M, 61Y
it BEASE0044 #EC1610-0044
F-SP107.0ct.2016 B=8 07.0ct-2016
15.0620.00 . 15:06:27.00
219IMA 10 219IMA 1
AC

4

\ SIU HUNG CECIL Explicit Global Medical Diagn051
. 24171
4 \ Mar-1955, M, 61Y
\C‘ ig w542
Explicit Global Meuwc;\:mgné&:‘&ﬁhb&mu SIUHUNG CECIL

¢ 17
Or. George KK Lau ES1aet e Explicit Global Medical Diagnostic and Labor.

HUI
*04-Mar-1955, M, 61y Ret.: Dr. George K K Lauﬁl?ﬂﬂ £13.CECH.

Explicit Global M
# EC1610:0044

]
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PET-CT scan-Jan 2017

Large
hypodense at
segment 8
(SUV11.4)
Small lesion in
left upper lobe
of the lung
(SUV 1.3)



Segment 8 lesion
7.3x6.9 cm: 18FDG-avid (SUV 11.4) 11C-




Further investigation

@ CT guided lung biopsy
— Lesion shown on PET-CT scan- benign



Points for discussions

Current guidelines for treatment and
screening
- Adequate?

How to treat this patient?
- Solitary lesion
- Rapidly growing



Recommendation on HCC surveillance in
HBV patients

Population

Modality

Interval

Cirrhosis - Cirrhosis
- Male age > 40
- Female age > 50
- Family history of HCC
- African/North American Blacks

Ultrasound scan Ultrasound scan
Alpha-fetoprotein

6-monthly 6-monthly

Omata et al, Hepatol Int, 2010; 4: 439-474
Bruix et al, Hepatology, 2011; 53: 1020-2 L
EASL-EORTC clinical practice guidelines: Management of hepatocellular carcinoma, J Hepatol, 2012; 56: 908-43 Humanity & Heallh - 302 wospITAL PLA

Cirrhosis

HBV carrier with
active hepatitis
Family history of HCC

Ultrasound scan

6-monthly

BHE=0 _ER



HBV-associated HCC prevention

Universal
Vaccine

Surveillance

Antiviral-therapy

Reduction in Incidence and
Morality of HCC

Humanity & Health QE;%;LEE



Incidence of HCC is increasing (Male)

400 400
350 350
300+ 300
250- /_\’/\\ 250
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100 1001
501 50
1975 1980 1985 1990 1995 2000 2005 2010 0t - - ‘ - - - -
1975 1980 1985 1990 1995 2000 2005 2010
Trends in incidence of cancer in selected countries: age-
standardised rate (W) per 100,000, men LT ] aag
A-.
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Incidence of HCC is increasing (Female

400 400
| 300
300 1 ol
250 2501 /yc
B China* B Australia

2001 M India* 2001 f/\/.\/ B Canada
B Colombia*

= = — W Japan*
~——

| — 7 —— = Philippin 1501 Costa Rica
150 N Singapor New Zealan

[ | *
~ TN W Thailand 1 UsA
100+
501
50
0L : : : : . ' ' 1975 1980 1985 1990 1995 2000 2005 2010

4ANT7rr E R alaTal 4o E N aTaYal 4 nnr laTaTalal la¥atal laTal Fal

Trends in incidence of cancer in selected countries: age-
standardised rate (W) per 100,000, women L]
- AQe
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HCC in Hong Kong (2014)

Incidence 7 Mortality 51

Male 5 Female =it Male % Female it
Number of cases registered &5 /E% 1,369 478 1,149 436
Rank 4 4 T 2 4
Proportion of all cancers {1 RE0E T 510k 8.1% 3.3% 14.0% 7.8%
Male : Female ratio 54 H- ) 2.9 1 26 1
Median age (years) SE {8 (5 G 72 66 T
Crude rate* 13§/ 40.9 12.3 34.3 11.2
Age-standardized rate (World)™ a8 (4 () 23.8 6.9 19.4 5.7
Lifetime risk before age 75 — 4= B2 E 5 (0-T4i8) 1inm 38 1in 139 1in 50 1in 207
Mortality : Incidence ratio YL B L (2010-14) 0.78 0.84

Age-spacific Incidence and Mortality Rates for Liver Cancar in 2014
20714 HE T R R - e A S R FE T
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— ¢
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0- 5 10- 15 20- 25 30- 35 40- 45 50- 55 60- 65 70- 75- BO- 85+

———— Incidence (Male) 885 (155)
== === Moralily | Male] 718 (B
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===l=== Marality (Female) %% k)

Incidence and Mortality Trends for Liver Cancer, 2000-2014
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Why the incidence is not decreasing?

Humanity & Health 5?5;,955&



Awareness of HBV is insufficient

90% -

80% -

70% -

60% -

50% -

40% -

30% -

20% -

10% -

0%

85%

68%

58%

25%

Wah et al, Chin Med J 2012; 125: 422-27

H Not tested
M Tested

HBYV Testing

Age<25
Age 26-35
Age 36-45
Age 46-55

Age >=56

No formal
education

Primary
school

Secondary
school

Post-Secondary
school

. A

Humaﬁity& Health gﬁéﬁgﬁg




HCC is Diagnosed at More Advanced

Stages in China

BCLC
stage, n (%)

0

A

BCLC: Barcelona-Clinic Liver Cancer

Park et al, Liver Int. 2015; 35: 2155-2166
* Yau et al, Gastroenterology 2014;146:1691-1700

107

(7)
474
(30)
157
(10)
673
(42)

177
(11)

84

(4)
582

(26)
253

(11)
1158
(51)

184
(8)

n=1588 n=2261 n=6501

192
(3)
1973
(30)
591
9)
3606
(59)

139
(2)

n= 3571

813
(23)

910
(29)
1506
(42)

342
(1)

213
(19)

810
(99)
176
(12)
250
(17)

12
(1)

82

(7)
290
(25)
149
(13)
605
(93)

26
(2)

n=1461 n=1152 n =433

107 (25)
206 (48)

62
(14)

53
(12)

4
(1)

?EE

BHE=0 _ER
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Surveillance is imEortant to overall survival

F Japan 2000-2013 (after lead-time ajdustment)
vs Hong Kong

1.00 A

0.75 -

0.50 A

0.25 - Screened Japan vs Hong Kong: Log-rank P<0.0001
Unscreened vs screened Japan: Log-rank P<0.0001
Unscreened Japan vs Hong Kong: Log-rank P=0.5398

0.00 1 + | |
0 20 40 60
Survival in months
Japan (unscreened) — — = Japan (screened)
————— Hong Kong

Survival improved over each following decade, from 8.8 months between

1980 and 1989 to the most recent figure of over 4 years in Japan (2000-

2013), which was significantly higher in that in Hong Kong. aaa
T BEEEO:E“

Johnson et al, British Journal of Cancer, 2017; 1-7 Humanity & Healll - 307 HospITAL PLA



Case 2

- AE
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Male 55

@HBV carrier

@|schemic heart disease on aspirin

©Good functional status

@ Screening USG then CT showed 3.1 cm HCC in right liver
@Bilirubin 10 umol/L

@ Albumin 42 g/L

@Platelet 153 x 10"9/L

@INR 1.05

@AST ALT normal

@AFP normal

Humanity & Health QE;%;LEE



CT scan

6472

Se:306 +c
1:5.0

Im: 81

DFOV 32.4cm
SOFT/ARS0

3.1/MIP
kv 100
mA 424
Rot 0.50s/HE+ 39.4mm/rot
0.6mm 0.984:1/0.6sp
1 0.0

TSANG CI:J‘AI{D1
Hong Kong Sanatorith i
M 55 E

DoB: Jan 23 1961

Ex:Jan 16 2017

Im:17

Study Date:16/1/2017
Study Times25:57

MRN:

C40
W400
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302 HOSPITAL PLA



CT volumetry
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CT volumetry
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Treatment Options

@ Right anterior sectionectomy (S5 + S8)

@ Right hepatectomy (future left liver
adequate?)

@ Right portal vein embolization

@ ALPPS (Associating liver partition and portal
vein ligation for staged hepatectomy

@ TACE / TARE
“ Radiofrequency ablation



Liver volume analysis

Standard liver volume (mL) =
1.19 x [ (Body weight (kg) x 12.3 + 218 + 51 (if male)
]

Chan SC et al. J of Gastro 2006, Hep Int 2011

Body weight = 62.9 kg

Standard liver volume = 1,227 mL
Left liver 323 mL

Left liver/standard liver volume = 26%
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Progress

“ Right hepatectomy
@ INR:

(D0) 1.29 -> (D1) 1.54 -> (D2) 1.52 -> (D3)
1.29

J :
|

BRE=0_ER
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Histopathology

“® Moderately differentiated HCC
“ No vascular invasion
© Resection margins clear

BRE=0 _ER
ity & Health - 307 HosRITAL PLA



AASLD/EASL-EORTC treatment
algorithm for HCC

HCC

.

Stage 0

PST 0O, Child-Pugh A

Very early stage (D)

Stage A-C

PST 0-2, Child-Pugh A-B

v

!

*

.

Stage D
PST =2, Child-Pugh C*

Single <2 cm,

Early stage (A)

Intermediate stage (B)

Advanced stage (C)

Terminal stage (D)

Single or £3 nodules =3 cm,

Multinodular,

Portal invasion,

Median OS =60 mo; 5-yr survival: 40-70%

0S: 20 mo (14-45)

Carcinﬂlma in situ P50 N1, M1, PS 1-2
' |
| Single | 3 nodules =3 cm |
Portal pressure/bilirubin
F Increased —| Associated diseases
¥ : ¥
[ormer ]
; Liver transplantation ; Best supprtive
RESEET.IOH {CLTFILDLT] RF;PEI TA':E SﬂrafEnlb EEPEP
Curative treatment (30-40%) Target: 20% Target: 40% Target: 10%

0S: 11 mo (6-14)

0S5: <3 mo

goz

Kudo M, Liver Cancer. 2015 Mar; 4(2): 85-95

il e
Humanity & Health géﬁl?o;pgﬂﬁg



APASL treatment algorithm for HCC

HCC

v

I
Confined to the liver

Main portal vein patent

Extrahepatic metastasis
Main portal ueinltumnr thrombus

ChildA/B
| ( /

Child C —

Sorafenib or systemic therapy trial

v
Heseltlztahle
W v
Yes No
y | |
Resection / Solitary tumor 5 cm
RFA (for <3 tumors <3 cm
< 3 cm HCC) Mo venous invasion

| |
ChildA Child B Child C

Invasion of hepatic / portal vein branches
P |:"llj __________,.-‘

|

Local <
ablation

Transplantation

Child A/ B

TACE

S—

Omata et al, Hepatol Int, 2010; 4: 439-474

I
Child C

|

L

Supportive care

+

Humanity & Health

BRE=OE

302 HOSPITAL PLA



OUR TEAMS

* Liver Cirrhosis Diagnosis and

Treatment Center, 302 Military
Hospital

Beljmg 302- Hong Kong H& H Liver

th Gl&LWCeﬂ tre

TN

H & H Medical
Institute of (Hoc?]mllj(%n )
Translational ’ ’
Hepatology
(Beijing)

1 e
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WECOME TO SHANGHAI

®4
APASL 2017 SHANGHAI

The 26th Conference of the Asian Pacific Association for the Study of the Liver

February 16 (Thu) -19 (Sun), 2017
Shanghai, China

www.apasl2017.org

Host: The Asian Pacific Association fﬁ‘
for the Study of the Liver (APASL) =

Organizer: China Foundation for
Hepatitis Prevention and Contral (CFHPC)

HHEE

Humanity & Health 302 HOSPITAL PLA



Case 3
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CHEUNG, CHI HUNG_Z079944 in mm C-11 ACT
Standard | Delayed

Site LD | PD | SUVmax | SUVmax

Segment V liver lesion 16.0/14.8 7 7.4

Anterior mediastinal soft tissue density 23.5(14.2 2.5 -

Note: LD=longest diameter; PD=diameter perpendicular to LD

Impression:

1. Solitary hypermetabolic segment V lesion of 16 mm i e
LD x 15 mm PD demonstrates marked ''C-acetate ¥, Hovekone ek s gl gl e el
and background '""FDG avidity which is :
corresponding to the MR concerned lesion. In HBV ¢
carrier patient with elevated AFP, it is suggestive of ' el o

a well-differentiated hepatocellular carcinoma.

2. No regional metastatic lymphadenopathy and no
tumor thrombi portal veins or IVC.

3. Anterior mediastinal soft tissue density with diffuse
mild ''C-acetate activity and no calcification is
suggestive of thymic tissue.

4. No other suspicious activity in the remaining body
survey.

Thank you very much, Prof. Chan, for your referral.

» /
4
William S.K. Cheung, MBChB, FHKCR, FHKAM (Radiology)

Specialist in Nuclear Medicine, Department of Nuclear Medicine & P.E.T., HKSH

$5 lesion.

tissue density mild ACT act ivlty/ *

PET ACT_delay (Adult)

-
3

PET FOG__WB (Adult)

v - 4

- & ,_

3.D Reconstruction Wholebody PET imaging  27/1012016 aaa
ﬁ--
BREZOZE
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Dual Tracer (FDG & Acetate) PET Scan

“/  HONG KONG SANATORIUM & HOSPITAL Patient Name: CHEUNG CHI HUNG

'/*u/ Department of Nuclear Medicine and Positron Emission Tomography e D SR

Date: 27-Oct-2016

Magnified view of ACT-avid Segment V liver lesion

Transverse

True X C11 Acetate delay, 10/27/2016 CT ACT delayed, 10/27/2016

SUV 30 HU

4 » 12 —— -
= - - - BRE=0 _ER
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Dual Tracer (FDG & Acetate) PET Scan

Sad
5

"~/ HONG KONG SANATORIUM & HOSPITAL Batiant Mens: ¢ IELRG CHIHURS o
I L1 . . . . . .
/*. Department of Nuclear Medicine and Positron Emission Tomography Dt 57-0ct.2018

el

No focal ACT or FDG avid lesion in rest of liver

Transverse Sagittal Coronal
PET FDG__WB (Adult) 1072772016

g
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Liver Volumetric Analysis

@Right lobe liver volume = 691 cc.

Left lobe liver volume = 346 cc.
@Body weight 64 kg

@Standard liver volume 1,257 mL
Chan et al. 2006 ] Gastro, 2011 Hep Int

“YRemnant left liver/standard liver = 27%

@Will be less since liver resection includes
segment 4b and tumor volume small

@N.B. total liver volume 1,037 ml only, thus cirrhotic

ae

Humanity & Health ﬁi;ﬁﬁﬁﬁ



[H]

Study Da
Study Tim
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Post Right Portal Vein Embolisation

@ Right hepatic lobe measures 492.3 cc
(44.1%).
@ Left hepatic lobe measures 623.6 cc

BRE=0 _ER
ity & Health - 307 HosRITAL PLA



Progress

“ INR peaked at Day 5 1.47
® Home by Day 7

@ Well differentiated HCC

“® No vascular invasion

BRE=0 _ER
ity & Health - 307 HosRITAL PLA



CT volumetry
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CT volumetry
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Treatment Options

@ Right anterior sectionectomy (S5 + S8)

@ Right hepatectomy (future left liver
adequate?)

@ Right portal vein embolization

@ ALPPS (Associating liver partition and portal
vein ligation for staged hepatectomy

@ TACE / TARE
“ Radiofrequency ablation



Liver volume analysis

Standard liver volume (mL) =
1.19 x [ (Body weight (kg) x 12.3 + 218 + 51 (if male)
]

Chan SC et al. J of Gastro 2006, Hep Int 2011

Body weight = 62.9 kg

Standard liver volume = 1,227 mL
Left liver 323 mL

Left liver/standard liver volume = 26%
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Progress

“ Right hepatectomy
@ INR:

(D0) 1.29 -> (D1) 1.54 -> (D2) 1.52 -> (D3)
1.29

J :
|

BRE=0_ER
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Histopathology

“® Moderately differentiated HCC
“ No vascular invasion
© Resection margins clear

BRE=0 _ER
ity & Health - 307 HosRITAL PLA
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