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6-Month Response in More Advanced Patients

DC Bead cTACE
Disease Control
I Objective Response
I B Complete Response

Child Pugh B Bilobar Recurrent
Disease




Dorubicin-ReIated Side Effects

There is a highly
significant
(p<0.01)
reduction in drug
related toxicity
with DC Bead




CLINICAL FEATURES OF PATIENTS

Multiinstitutional study
Multidisciplinary group : hepatologist, liver surgeon, interventional radiologist

Age (yIs) T04=74
Sex (M/E) (132/41})
Canse of cirrhosis (n) 173

HBV B0 (46.2%5)

HCV 3(2.9%)

HBV+HCV 44 (25 4%)

Cither 44 (25 4%)
AFP (ng/ ml) 17254602
Child Pugh class A/B L0271 (39% [ 41%%) =
Child score §2+17

3 67 (39.4)

] 33 (19.4%3)

7 44 (25 9%)

) J201295%)

9 4 (2.4%)
Fadiological ascitis (ves) 16 (9.2%) — BCLCB :(n= 135)
ECOG 0/1 154/19 (89% / 11%) BCLCA: (n= 38)
Okuda

0 01 (53 2%)

1 61 (35.7%)

2 19 (11.1%)
Performance Status (%) 977255 —
Sum lesion diameter (cm) C6£21 D)
Lesion morphelegy

e domunant <= dcm=()-! satellites 38 (212%)

One donunant =5cm +)-2 satellites T2 (41 6%)

=3 45 (26%)
5 18 (10.4%)

HET: Hepatitis B Virus
HCT: Hepatifis C Firus
ECOG: Eastern Cooperative Oncology Group performance stams



ELIGIBILITY

* BCLCB

e BCLC A not amenable to curative
treatments (RFA, surgery)

 function :bilirubin < 3mg/dl, AST, ALT < 270
U/l

e chemo-naive

* previous treatment with local ablation or
surgery was not criteria for exclusion

e arteriovenous shunts, thrombus within
main portal vein

e extrahepatic disease



TREATMENT PROTOCOL

BASELINE

EMBO

RECURRENCE



FOLLOW UP AND ADDITIONAL
TREATMENTS

additional (embolization on demand): consistently DEB-DOX /
interval between sessions were recorded

additional or MW when suitable/number recorded

treatment at some point during the course of f-u: sorafenib
400mg x2

Sorafenib indications in this population:
— development of multiple new lesions or diffuse disease
— need to re-embolize more frequently than 4 months (after the initial 3 scheduled sessions)

— inability to perform DEB-DOX due to progression to BCLC C or D disease or liver functional
impairment

assessed as
variables in the
statistical analysis



Embolization procedure

Embolization : as selectively as possible (microcatheters 2.7 or 2.4 F (Progreat, Terumo).

— for lesions>6¢cm : of 100-300um and/or 300-500pum
— for lesions < 6cm : 100-300um ONLY

Bead loading : at 37.5mg of doxorubicin per ml of reconstituted beads (max 150mg per
patient): much less in multi- repeat -embo

Contrast mixture: per vial of reconstituted beads + diluted in 15 ml of contrast

Endpoint of embolization : obliteration of neovascularity (assessed at angiography) /
administration of complete dose

Relatively avascular tumors- or repeat post many DEB-DOX: intraarterial/ intraprocedural
CEUS
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RESULTS aReese

Mean AFP levels : 1725+4692 ng/ml
137 had hypervascular lesions at angiography at baseline (79.2%)
mean number of embolizations was 5.6 (1-9)

44 received local ablation of a local recurrence (if accessible) or a new lesion (mean number of ablations in the 44 patients: 1.4;
range 1-3)

sorafenib was given in 51 patients as an adjunct to DEB-DOX or eventually as a sole treatment.

Local Number of embolization session (scheduled)
response

LOCAL RESPONSE (EASL)
PER SCHEDULED SESSION

Child B (n=71)

o ). Progressive di : PD (increaze =23% increase or new lesions), Stable dize:
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COMPLICATIONS

Thirty day mortality :1.2%
Complications:

— abscess (2.9%)

— irreversible liver failure (1.7%)

— transient liver decompensation (4.6%)
— cholecystitis (5.8%)

— pleural effusion (0.6%)

— post embolization syndrome (73.9%)

Grade 5 :2.3%
Grade 4: 1.2%
Grade 3 : abscess formation (2.9%), and pleural effusion (4%)

National Lancer Institute Lommon Terminology Lriteria for Adverse Events (version 3.1)



SURVIVAL

Table 3. Rates of survival overall and i patient subgroups

Chald A lvr 2yrs 3yrs dvrs Svrs
(n) (¥e) (¥e) (7a) (%) (¥e)
21 One dominant=>cm 100 952 71.4 66.6 47.6
37 One Domunant=>3cm 973 891 835.1 433 324
31 Multinodular =5 93.5 90.3 61.3 419 238
13 Multinodular =3 84.6 69.2 46.1 15.3 0
102 overall 95 88.2 61.7 45 2904
Child B

17 One donunant=5cm 941 88.2 588 41.2 235
35 One Dominant-5cm 914 714 542 37.1 114
14 Multinodular=3 Q57 75 73 143 0

5 Multinodular =35 100 60 20 0 0

71 overall 91.5 73 30.7 35.2 12.8
TOTAL 03.6 83.8 62 41.04 22.5

Mean overall survival : 43.8 months (1.2-64.8)

48.7 months for Child A
36.7 months for Child B

Twenty seven patients were alive at the time of the analysis.
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Survival Functions Survival Functions
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One dominant lesion = multifocal (log-rank test: p<0.0001) 8”9 gom?”a”: 'fzion = multifocal - (I?g-ranktkest: pfOf)é)%L)
One dominant >5 = <5¢cm: (log-rank test: p=0.041) ne dominan So cm-. (log-rank test: p=0.86)
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Table 4. Results of Univariate and multivariate analysis

Univanate Multivariate Analysis

Analysis (Cox Proportional Hazard Model)

(Log — rank

iest)
Parameter/ risk factors P value | Hazard Ratio 95% (I P value
Sex 0414 1.108 0.672-0.825 0,688
MwvsF)
: R 1308 0.965-2.232 0.073
(=500 vs =500 ng/ml)*
Child Pugh class 0.003 1.024 0.365-2.868 0965
(B vz A)
Eadiological ascitis 0.000 1.494 0.446-5.002 0.515
(ves vs no)
ECOG 0.000 1.633 0.616-4.331 0.325
(1ws )
Okuda 0.000 2.193 0.816-5.894 0119
(2vsl)
Lesion morphology 0.014 1.662 1.042-2.651 0.033
(Multifocal vs one dominant)
Lesion vascularity 0.000 0.290 0.149-0.564 0.000
ypervascular vs hvpovascular)
Additional local ablation=# 0.000 0.326 0.202-0.526 0.000
{ves vs no)
Additienal Soralenib--= oooy . | U.5lo 0.188-0.531 0.000
{ves vs no)
Number of embolizations 0455 0.200 0.493-1.646 0.733
(1-6vs=6)*
Extent of embolization 0.000 1.508 0.869-2.615 0.144
(sws=21g) *

miital oooo . | 0133 0.0359-0.303 0.000
Initial OF (CE+FPE) 0.000 0.534 0.267-1.067 0.046

(*): Cut-off value

(**) Local ablation was used after the initial 6 months (of the scheduled treatments) only complementary to “on

demand "’ embolization during the follow up to treat new lesions — if in suitable locations.

*k* Sorafenib was given in a few patients in addition to on demand embolization in patients with short time fo

Drogression.
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. REPORT OF 5-YR SURVIVAL
31 - : SMALL DIAMETERS OF BEADS
Child B —
-
TS X — TS — A
TOTAL —_
Marelli et al : 71+18%  48+16% 14+10%
Lo et al mean: 57% 31% 26% 7cm (42.5% solitary) / mdn :4.7 courses
Llovet et : 82% 63% 29 4.9cm (solitary : 32% ; Child class A :in 77.5%)
Molinari et al : 76.6% 55.5% 50% 6.8+3.2 cm i/only Child class A
Suilleabha et al: 8% 9cm ; 81% Child A survival
Saccheri et al : 39% child A (<5 in 38%; >5 in 16% and multiple in 36%)
8% childB
Takayasu et al : 82% 47% 26% 16% (7 yrs) class A :51% ; <5cm in 75%
Hatanaka et al : 26%
lkeda et al : 25%
Lencioni et al : 100% 76% 51% Child class A, lesions <5cm
89% 46% 31% Child class B, lesions <5cm
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CONCLUSIONS CIRSE 2011

a) reports high survival rates achieved with sequential
sessions of DEB-DOX in HCC patients not amenable to
curative treatments

b)shows that DEB-DOX cannot be classified among the
curative treatments such as RFA and surgery even for
single lesions <5cm. However if these patients are not
suitable for local ablation DEB-DOX achieves the next
best results
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