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Early Stage HCC
Lesions within the Milan Criteria
scriteria:
» Solitary tumour < 5cm OR < 3 tumours, each < 3cm AND No
invasion of blood vessels and no distant spread

Locally Advanced HCC
L esions confined to the liver that are outside of the Milan criteria

with or without vascular invasion

Metastatic HCC
* With good liver function (Child-Pugh A or early B)

« With poor liver function

National Cancer Center Singapore Guidelines on Liver Cancer
http://www.nccs.com.sg/PatientCare/ComprehensiveLiverCancerClinic/Documents/CLCC guideline Final

Ver to upload PDF 26092014.pdf
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Main Loco-regional Therapies

» Trans-arterial chemo-embolisation (TACE):
 widely used - disease control approx 40%o

 used mainly in HCC, NETs (includes DC Beads)
 Selective Internal Radiation Therapy (SIRT):

* higher disease control (approx 80%0o)
* SIR-Sphere®, Thera-Sphere®

/Al SGH - Surgery
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Patient Outcomes According to

Suitability for TACE in the ENRY Series

.
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HCC is highly resistant to
conventional systemic chemotherapy

n spite of many phase

European

11 clinical trials, o

Cancer

= = European Journal of Cancer 40 (2004) 1474-1484 m———————
OIevIOouSIly No Surviva =

Review

ad van tag € WI th an y Systemic therapy for advanced hepatocellular carcinoma: a review
SySte MIC th e rapy fO I Anna K. Nowak **, Pierce K.H. Chow ®, Michacl Findlay °

* NHMRC Clinicsl Trials Centre, University of Sydmfy, Locked Bag 77 Can.tperdo_wn. NSW 1450, Australia
advanced HCC o

Received 12 February 2004; accepted 13 February 2004

15t positive phase 111
trial: July 2007,

- Hepatocellular carcinoma (HCC) is a common cause of cancer mortality worldwide. Whilst local treatments are useful in selected
S f b I patients, they are not suitable for many with advanced disease. Here, we review phase II and III trials for systemic therapy of
O r a e n I - a n O ra advanced disease, finding no strong evidence that any chemotherapy, hormonal therapy, or immunotherapy regimen trialled to date
benefits survival in this setting. Many trials were inadequately powered, single centre, and enrolled highly selected patients. From
this review, we cannot recommend any therapeutic approach in these patients outside of a clinical trial setting. Including an un-
I I l O I e C u I ar ta rg ete treated control arm in clinical trials in HCC is still justified. Every effort should be made to enroll these patients into adequately
powered trials, and promising phase II results must be tested in a multicentre phase I1I setting, preferably against a placebo control

arm. Prevention of hepatitis B and C remains vital to decrease deaths from HCC.

h r © 2004 Elsevier Ltd. All rights reserved.
UIE apy Novak, Chow, Findlay 2004
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Survival probability

0.75

0.50

0.25

0

Results of the phase 111 sorafenib Trial
(Asia-Pacific patients) 2009
Child-Pugh AECOG 0 -1

Overall Survival

—— Nayawar
Median: 6.5 mo
(95% CI: 5.65-71.5)

— Placebo
Median: 4.2 mo
(95% CI: 3.7-5.5)

HR (S/P): 0.68
95% CI: 0.50-0.93
P=0.014

T T
0 2 4 6 8 10 12 14 16 18 20 22
Months

Patients at Risk
Nexavar
Placebo 76 62 4 26 23 15 9 5 4 1 0 0

I

150 134 103 78 53 32 21 15 13 4 1 0

Progression-free probability

1.00

0.75

0.50

0.25

Time to Progression

— Nexavar
Median: 2.8 mo
(95% CI: 2.6-3.6)

—— Placebo
Median: 1.4 mo
(95% CI: 1.3-1.5)

HR (S/P): 0.57
(95% CI: 0.42-0.79)
P<0.001

0

Patients at Risk
Nexavar 150
Placebo 76

] I
2 4 6 8 10 12 14 16 18 20 22
Months

80 38 19 11 8 5 2 1 0 0 ]
19 10 8 3 ] 0 0 0 1 0 0

Improvement in survival of 2.3 months
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Cheng et al Lancet Oncol 2009
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TACE-based phase 111 trials involving

molecular targeted agents

Trial no . Centers Therapy 2 Chair

75 (Japan, Completed

NCT00494299 Bayer 458 TACE + sorafenib TACE + placebo TTP Apr-06 Nov-10 . Bayer
Korea) (negative)
Phase Il DC-Beads + DC-BEADS +
NCT00855218  BayerspAcE O/ 107 sorafenib placebo ULe N ehulla e B e
ncto1zzaoze UMVl 4 gk DC-Beads + DC-BEADS + PFS Nov-10  Nov-14 Recruiting  Tim Meyer
London sorafenib placebo
NCT01004978 ECOG 400 128 (US) TACE + sorafenib TACE + placebo PFS Oct-09 Sep-12 Recruiting  John Kauh
Fourth
NCT01906216  MiNtary 398 1 (China) TACE + sorafenib Sorafenib 0s Sep-12  Mar-16 Recruiting  ©uohons
Medical Han
University
. . " Joong-Won
NCT01829035 NCC, Korea 338 1 (Korea) TACE + Sorafenib TACE + Sorafenib Os Feb-13 Jul-16 Recruiting Park
NCT01164202 AL 190 3 (Frn) TACE + Sunitinib  TACE + placebo (0] Jul-10 Jul-13 Recruiting M Hebbar
Francophone
. 6 Orantinib and . .
NCT01465464  Taiho 880 (Jap,Kor,Twn) TACE TACE + placebo (01 Dec-10 May-17 Recruiting  Taiho
NCT00908752 BVIS TACE + Brivanib  TACE + placebo Aug-09 Mar-15 Recruitin BM
(BRISK TA) P & g
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SGH - Su rgery ‘ ' Centre Singapore
SingHealth


http://images.google.com.sg/imgres?imgurl=http://www.gms.edu.sg/themes/gms_faculty/images/duke_nus_gms_logo.gif&imgrefurl=http://www.gms.edu.sg/modules/fac_admin/index.php?id=10&h=61&w=347&sz=7&hl=en&start=15&tbnid=P0mfTBSO6lFd2M:&tbnh=21&tbnw=120&prev=/images?q=duke+gms&gbv=2&svnum=10&hl=en&sa=G
http://images.google.com.sg/imgres?imgurl=http://www.iscgt.org.uk/singapore/ncclogo.jpg&imgrefurl=http://www.iscgt.org.uk/singapore/programme.htm&h=166&w=441&sz=13&hl=en&start=28&tbnid=C_vPrjfz8ZwBOM:&tbnh=48&tbnw=127&prev=/images?q=national+cancer+center+singapore&start=20&gbv=2&ndsp=20&svnum=10&hl=en&sa=N

Pierce Chow FRCSE PhD

Impact of TACE-based
phase 111 trials on Practice

» Any positive phase Il trial with OS as primary end-point
will be likely to establish that combination as being
superior to TACE alone in locally advanced disease

» TACE has little efficacy in HCC with PVT

@ SGH — Surgery
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Sorafenib or Placebo In
combination with TACE for
Intermediate stage HCC

Sorafenib or Placebo in combination with TACE in hepatocellular carcnoma

* International (Europe, Americas, Asia—Pacific), Phase I, randomised, double-
blind study of Sorafenib® or placebo with TACE with DC Bead
and doxorubicin

Eligibility criteria

* Unresectable Endpoints
HCC Primary

e Multinodular DC-TACE + Sorafenib « TTP
HCC 400mg b.i.d.

- Child—Pugh A
- ECOG PS 0

Secondary

* OS
TTUP

Time to vascular
invasion

Time to EHS

c
9
)
©
2
S
o
©
c
©
e

DC-TACE +

Exclusion criteria
* EHS/MVI

e Contraindication
to TACE

placebo

ECOG PS = Eastern Cooperative Oncology Group Performance Status
MVI = macrovascular invasion; TTUP = time to untreatable progression

= D o

SingHealth
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Sl s

2011 Kudo et al
Phase Il
Patients > 25%
response to
TACE after 1 —
2 sessions
PVT excluded
Placebo
controlled
Maximum target
lesion 70 mm
73.4% < 3
lesions
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20I1)2117-2127

a 100+
z Sorafenib (n=229) e Censored
= Median: 5.4 mo
E 0.75 (95% CI: 3.8,7.2)
Q
g Placebo (n=229) Censored
© Median: 3.7 mo
£ 050 (95% Cl: 3.5, 4.0)
<
o
73
3
o
g: 0.25 4
a HR (S/P): 0.87
95% ClI: 0.70, 1.09
P=0.252 (2-sided)
0 T T T T T 1
0 6 12 18 24 30 36
Patients at risk Months from Rand 1
Sorafenib 229 69 33 15 1 0 0
Placebo 229 70 47 21 6 1 0
b 100-
2 075
§ Sorafenib (n=229) ® Censored
° Median: 29.7 mo
o 0.50 (95% CI: 28.6, NE)
s Placebo (n=229) Censored
E Median: NE
9 .25 (95% CI: NE, NE)
HR (S/P): 1.06
95% Cl: 0.69, 1.64
P=0.790 (2-sided)
0 T T T T T 1
0 6 12 18 24 30 36
Patients at risk frof
Sorafenib 229 225 199 107 33 4 0
Placebo 229 219 201 97 35 6 0

NE=not estimable due to immaturity of data.

C  1.00-
5 —— Sorafenib (n=229) ® Censored
£ Median: 7.2 mo
§ 0.75 (95% CI: 5.6, 9.1)
2 Placebo (n=229) - Censored
o Median: 5.3 mo
$ (95% Cl: 3.8, 5.6)
i 0.50
<
]
73
7]
o
o 0.25
£ HR (S/IP): 0.79
95% ClI: 0.62, 1.00
P=0.049 (2-sided)
0 T T T T T |
0 6 12 18 24 30 36
Patients at risk from R
Sorafenib 229 7 37 19 2 0 0
Placebo 229 87 48 20 T 1 0

Fig. 2 - Kaplan-Meier analysis of time to progression (TTP) and overall survival (0S). (a) TTP by central review (primary
intention-to-treat (ITT) analysis); (b) OS (secondary ITT analysis) and (c) TTP by investigator assessment (exploratory ITT

analysis).
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Ginsenoside Rg3 Improves
Transarterial Chemoembolization
Treatment in Chinese Patients
with Advanced Hepatocellular
Carcinoma

Bo Zhou, Jianhua Wang, Zhiping Yan

Department of Interventional Radiology, Fudan University
Zhongshan Hospital, Shanghai, China
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Ginseng
Saponin
Open
labelled
RCT

152 vs 76
No prior
systemic
therapy

2015

1.0

0.8+

ity

Sunival Probabi

o
&

0.2

0.0

Overall survival (OS)
.
TACE+Rg3

ﬂ]‘\\h\.\
k\ A mOS 13.2 months

(95%C1 11.15-
15.26)
—— TACE
+ TACE+Rg3

\ mOS 10.1 months
1\\ \ (95%CI 9.14-11.06)
b

racel O\ HR 0.63 [95%CI
l g 0.46-0.85], p=0.002

PUeDe \—‘AR—LE\*?

O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40
Months

Numbar at risk

TACE+RQ3 162 162 162 139 110 108 83 06 66 456 30 29 22 14 9 2] 2] 4 3 1 1
70 76 T4 65 52 27 27 1% 118 D o 5 S 4 3 a 2 2 1

TACE

1

6-month OS rate were 92.8% in TACE+Rg3 vs 85.5% in TACE groups (p=0.081),
12-month OS rate of 54.6 % vs 35.5% (p=0.008)

Table 2

Response Rate

BTN There was no

Comale responss

Puriis’ respurss

Stable d seese

Frogreszive clsease

Hul sciessible

DCR %

F5RII

18-21 DECEMBER
SINGAPORE

o o0l significant difference
3287 56 b.08 in median TTP and
76050 240447 oasa TTUP between the
I — [ a0e two groups (4.3m vs
412.6) £110.5) 32m p=0' 1 51 )'

S e e TTUP (8.3 mvs 7.3

s m, p=0.063).
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Concurrent sorafenib and TACE therapy
Improved survival of patients with unresectable

hepatocellular carcinoma compared to TACE alone
Wan XY et al

Aim Methods
« \We tested the l) « Aretrospective nested
hypothesis in this study case-control study
that combined therapy |
may improve patient
survival

y

Retrospective Nested Case Control Study - all incident cases in

the cohort are matched against some number of controls selected
for each case from that case's matched risk set.

18-21 DECEMBER

SINGAPORE A\



Methods

{ A retrospective nested case-control study ]

N=1126 patients
* Unresectable HCC

------------------------------

v v
[ N=490 patients ] N=254 patients ]

l Screening

with unresectable disease with recurrence after surgery

l. matched 1:1 l. matched 1:1

............................................................

\ 4 4 v v

TACE+sorafenib TACE group TACE+sorafenib TACE group
Group (n=245) (n=245) Group (n=127) (n=127)

T L1 |

llllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllll

---------------------------------------------------------------------------

Study endpoints: Overall survival (OS), time to progress (TTP) and
death hazard




Methods

[ A retrospective nested case-control study ]
y .
N=1126 patients » Nesting
* Unresectable HCC = Al C.P A?
.............................. * No distant
J{ Screening i mets?
.............................. . 5
C 1 PVT"
[ N=490 patients ] What N=254 patients ]
with unresectable disease parameters| with recurrence after surgery
Ui nnssaa e v. \Wwere Fr s :
[Fmatched 137 T8 oo | {matched 11
¥

TACE+sorafenib TACE group TACE+sorafenib TACE group
Group (n=245) (n=245) Group (n=127) (n=127)

T T T |

llllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllll

---------------------------------------------------------------------------

Study endpoints: Overall survival (OS), time to progress (TTP) and
death hazard




Table 1. Demographic distribution of the study participants

TACE+sorafenib TACE
(n=245) (n=245) pryaiua
Age (y) 1.000
<50 115 (46.9%) 115 (46.9%)
250 130 (53.1%) 130 (53.1%)
Gender 1.000
Male 218 (89%) 218 (89%)
Female 27 (11%) 27 (11%)
Tumor size (cm) 1.000
<5 153 (62.4%) 153 (62.4%)

: >5 92 (37.6%) 92 (37.6%)
Chlld-Pugh 9 Tumor number 1.000
M etaSt ase S? Single 107 (43.7%) 107 (43.7%)

Multiple 138 (56.3%) 138 (56.3%)
P VT 7 TACE, transarterial chemoembolization
Table 2. Demographic distribution of the patients with disease recurrence
TACE+sorafenib TACE
(n=127) (n=127) e
Age (y) 1.000
<50 69 (54.3%) 69 (54.3%)
250 58 (45.7%) 58 (45.7%)
Gender 1.000
Male 116 (91.3%) 116 (91.3%)
Female 11 (8.7%) 11 (8.7%)
Tumor size (cm) 1.000
<5 99 (78%) 99 (78%)
25 28 (22%) 28 (22%)
Tumor number 1.000
Single 54 (42.5%) 54 (42.5%)
Multiple 73 (57.5%) 73 (57.5%)

SINGAPORE SLS  18-21 DECEMBER
M SINGAPORE



Methods

[ A retrospective nested case-control study ]
y .
N=1126 patients » Nesting
* Unresectable HCC = Al C.P A?
.............................. * No distant
J{ Screening i mets?
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Study endpoints: Overall survival (OS), time to progress (TTP) and
death hazard




Result

For patients with unresectable disease,
the survival rate was significantly
higher in the TACE+sorafenib group
compared with TACE alone group

Survival Curve
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Cumulative survival rate

For patients with recurrence after surgery,
the survival rate was significantly
higher in the TACE+sorafenib group
compared with TACE alone group

Survival Curve
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National Cancer Center Singapore Guidelines on Liver Cancer
http://www.nccs.com.sg/PatientCare/ComprehensiveLiverCancerClinic/Documents/CLCC guideline Final
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