®
=
©
2
g
[}
o

]
£
2
3
=
2
£
$
g
3
z

Trials for Hepatic Metastases

S B ¢
“© i A
Design Endpoint Regimen Status n Location

Drug-Eluting Bead, Irinotecan (DEBIRI) Therapy of Liver Metastases from Colon Cancer with Concomitant
Systemic Oxaliplatin, Fluorouracil and Leucovorin Chemotherapy, and Anti-Angiogenic Therapy

Feasibility phase: 10 patients Safety FOLFOX + Avastin (IV) vs s
Randomised phase: 60 patients Efficacy FOLFOX + Avastin + DEBIRI RS 7 UsA
Schema Response Rates and Pharmacokinetics to Date*
Week1 Week2 Week3 Weekd4 Week5 Week6 Week7 0 GemsEHmerinEspers EiE: 1007 2 CR, BFR)
FOLFOX Bead FOLFOX LCBead FOLFOX Break FOLFOX Surgical Downstaging
+ Avastin ‘r%%?gggn +Avastin m:g?gggﬂ + Avastin + Avastin o 5(50%) patients Fiownstaged to resection
¢ Alltolerated surgical resection
© Then repeat CT to evaluate initial response « Pathologic response rates >90%
Chemoembolisation with Irinotecan-Loaded DC Bead" (DEBIRI) in Combination with C imab in the
First-line Treatment of Patients with KRAS Wild-type Metastatic Colorectal Cancer (nCRC)
- Feasibility FOLF + Cetuximab Protocol in .
heasibiliystiidy Safety Efficacy + DEBIRI development 1C Eelgilin
A Smgle-arm Phase Il Study of Neoadjuvant Therapy Using Irinotecan Bead
in Patients with R ble Liver N from Colorectal Cancer
. . Rate of RO at DEBIRI Prior - UK, Spain
Single-arm, multicentre Bt o [RsEeiem Recruiting 20 s

Response Rates to Date”

* 19 patients recruited and embolised

* 17 now operated

* 50% demonstrate 90-100% tumour necrosis
® 30% demonstrate 50-90% tumour necrosis
® 20% demonstrate <50% tumour necrosis

| DEBIRI: Liver tumour
cell death

4 weeks
after DEBIRI

Before DEBIRI No Vi
liver tumour cells

A Randomised Phase Il Trial of Irinotecan Drug-Eluting Beads Administered by Hepatic Chemoembolisation with Cetuximab (IV) vs
Systemic Treatment with Cetuximab (IV) in Patients with Refractory Metastatic Colorectal Cancer and KRAS Wild-type Tumours

Multicentre Safety Cetuximab + DEBIRI vs

Randomised controlled trial Efficacy Cetuximab + irinotecan Recruiting 74 Germany

DC Bead®/LC Bead™ International Registry

Registry Esff?zfggy %ﬁﬁig‘li;;ﬂgﬁgt Recruiting 550 Global
th Arterial Ch bolisation (TACE) with Doxorubicin-Loaded LC Bead in the Treatment of Liver
Metastases in Patients with Stage IV Metastatic Melanoma: A Multicenter Pilot, Non-Randomised Feasibility Trial
. ; Feasibility L - USA
Multicentre pilot study Safety Efficacy LC Bead + Doxorubicin Recruiting 40 +Germany
Transarterial Ch mbolisation of Liver M from Well Differentiated
Gastroenteropancreatic Endocrine Tumours with Doxorubicin-Eluting Beads
Feasibility Published
Single-arm, prospective study Safety DC Bead + Doxorubicin JVIR 19 (6) 30 France
Efficacy 2008




Clinical Trials for Hepatocellular Carcinoma
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Study Design Endpoint Status n Location

Bridge to Liver
‘Fﬂgnsplant

Downstage to Resection
or Transplant

Unsuitable for Liver Transplant or Resection

Prospective Randomised Study of Transarterial Doxorubicin-Eluting Bead Embolisation vs
Conventional TACE in the Treatment of Patients with Hepatocellular Carcinoma on the Liver

Histological Response
and Transplantability

Assessment of Chemoembolisation using Doxorubicin-Eluting Beads in Patients Listed for
Orthotopic Liver Transplantation with Hepatocellular Carcinoma with Explant Correlation

Multicentre, Randomised, Phase |l Recruiting 88 Germany

Histological Response

Single-Centre, Phase Il and Transplantability

Recruiting 20  New Zealand

LC Drug-Eluting Bead for Treatment of Liver Cancer Which Cannot be Surgically Removed (HCC)

. Histological Response i
Single-Centre, Phase Il and Resectability Recruiting 18 USA

A Pilot Study of Neoadjuvant Therapy for Hepatocellular Carcinoma using Doxorubicin-Eluting Embolic Beads

Single-Centre, Phase Il Downstage to Transplant Recruiting 20 USA

Chemoembolization of Hepatocellular Carcinoma with Drug-Eluting
Beads: Efficacy and Doxorubicin Pharmacokinetics (PRECISION I)

Safety, Efficacy and Published: Varela M, Real MI, Burrel M et al:

S, iz | fgg;;"ggg';:gggg§ Journal of Hepatology 46 (2007) 474-481 27 S
A Phase I/l Trial of Chemoembolization for Hepatocellular Carcinoma
using a Novel Intra-arterial Drug-Eluting Bead (PRECISION II)
. . Phase I Dose Escalation Puinshed:quon R, TsoW, Pang Retal:
Prospective, Single-Arm, Phase I/Il : m Journal Clinical Gastroenterology and 35 Hong Kong
Piiase | Safety and Ffficacy Hepatology 5 (2007) 1100-1108
Prospective Randomised Study of Doxorubicin in the Treatment of Hepatocellular
Carcinoma by Drug-Eluting Bead Embolisation (PRECISION V)

International Multicentre, Prospective, Published: Lammer J, Malagari K, VogI T et al: International
Randomised, Single-Blind, Phase Il Safety and Efficacy Cardiovasc Intervent Radiol 33 (2010) 41-52! 212 Multicentre
Doxorubicin-eluting Bead-enhanced Radiofrequency Ablation
of Hepatocellular Carcinoma: a Pilot Clinical Study

. ' Published: Lencioni R, Crocetti L, Petruzzi P et al:
Prospective, Single-Arm, Pilot Safety and Efficacy Journal of Hepatology 49 (2008) 217-222 20 ltaly

Prospective Randomized Comparison of Chemoembolization with Doxorubicin-Eluting Beads
and Bland Embolization with BeadBlock for Hepatocellular Carcinoma

s : Published: Malagari K, Pomoni M, Kelekis et al:
. . o Efficacy, Safety, Time to 3 gL, g !
Prospective, Randomised, Single-Centre Progression and Survival Cardiovasc Interven‘é ?;mml 33(2010) 541 4 Greece
Single Centre Phase Il Trial of Transarterial Chemoembolization with Drug-Eluting Beads
for Patients with Unresectable Hepatocellular Carcinoma

Efficacy, Safety, Feasibility, iohoad: P
Prospective, Single-Arm, Phase I, Pilot Progression-Free Survival P;Q'Ff]?g;;gﬁgum:ﬁg‘(nggg%vzwg%%;t 20 USA

and Overall Survival
A Phase Il Randomized, Double-blind, Placebo-controlled Study of Sorafenib or Placebo in Combination With Transarterial
Chemoembolization (TACE) Performed With DC Bead and Doxorubicin for Intermediate Stage Hepatocellular Carcinoma (HCC)

International
Multicentre

International Multicentre, Randomised, Time to Untreatable

Double-Blind, Phase Il Progression Recruiting 300

Reference: 1 Data accepted by Biocompatibles DC Bead product brochures

www.biocompatibles.com

Bridge to Liver
‘Fﬂgnsplant

Downstage to Resection
or Transplant

Unsuitable for Liver Transplant or Resection




DC Bead’ Bibliography

Trans-arterial Chemoembolization
(TACE) of Liver Metastases from
Colorectal Cancer Using Irinotecan-
Eluting Beads: Preliminary Results.

Aliberti C, Tili M, Benea G & Fiorentini G
Anticancer Research 26 (2006): 3793-3796

Reprinted from Anticancer Research 26, with permission from the Anticancer Research Institte.

A Phase I/l Trial of Chemoembolization I — —
for Hepatocellular Carcinoma Using a " s
Novel Intra-Arterial Drug-Eluting Bead. SCGENGES 4
Poon RTR, Tso WK, Pang RWC et al. o

oo,

Clinical Gastroenterology and Hepatology
(2007) 5:100-1108

“
A

Chemoembolization of hepatocellular
carcinoma with drug eluting beads: Efficacy
and doxorubicin pharmacokinetics.

Varela M, Real M, Burrel M et al
Journal of Hepatology 46 (2007): 474-481

Irinotecan drug eluting beads

for use in chemoembolization:

In vitro and in vivo evaluation

of drug release properties.

Taylor RR, Tang Y, Gonzalez MV et al
European Journal of Pharmaceutical
Sciences 30 (2007): 7-14

Intraarterial Hepatic
Chemoembolization of Liver
Metastases from Colorectal Cancer
Adopting Irinotecan-eluting Beads:
Resullts of a Phase Il Clinical Study.

Fiorentini G, Aliberti C, Turrisi G et al
Invivo 21 (2007): 1085-1092

Transarterial Chemoembolization
of Unresectable Hepatocellular Carcinoma
with Drug Eluting Beads: Results of an

Open-Label Study of 62 Patients.
Melageri

1K, Chatzimichael K, Alexopoulou E et al
Cardiovasc intervent Radliol 31 (2008): 269-280

Reprinted from European Joumal of Pharmaceutical Sciences 30, with permission from Elsevier.

Transcatheter chemoembolization in

the treatment of HCC in patients not
eligible for curative treatments: mid-term
results of doxorubicin-loaded DC Bead.

Mealagari K, Alexopoulou E, Chatzimichail K et al
Abdominal Imaging 33(5) 2008: 512-9

Abdominal
Imaging

Transarterial Chemoembolization
of Liver Metastases from Well Differentiated
Gastroenteropancreatic Endocrine Tumors

with Doxorubicin-eluting Beads: Preliminary
Results.

de Baere T, Deschamps F, Teriitheau C et al
J Vasc Interv Radiiol 19 (2008): 855-861

Drug-eluting bead therapy
in primary and metastatic
disease of the liver.

prodicet Ay

Carter S and Martin RCG
HPB 11 (2009): 541-550

Reproduced with permission of John Wiley & Sons Ltd.

Single-Center Phase Il

Trial of Transarterial Chemoembolization
with Drug-Eluting Beads for Patients with
Unresectable Hepatocellular Carcinoma.
Initial Experience in the United States.

Reyes D, Vossen J, Geschwind J et al
The Cancer Journal 15 (2009): 526-532

CANCER

[

Surgical downstaging and neo-adjuvant
therapy in metastatic colorectal carcinoma
with irinotecan drug-eluting beads: a multi-
institutional study.

Bower M, Metzger T, Robbins K et al
HPB 12 (2010) 31-36

Reproduced with permission of John Wiley & Sons Ltd.

VR

Transarterial Chemoembolization with

Epirubicin_—eluting Beads versus Biocompatibles UK Ltd
Transatteria Embolization befofe Liver Chapman House Label Nominal Volume | Product
Carcir?oma ? Farnham Business Park Colour Bead Size | of Beads Code
icolini inetti i Weydon Lane, Farnham
Nicolini A, Martinetti L, Crespi S et al b Yello 100 - 300 ym 2ml DC2Vv103
J Vasc Interv R’ad/‘oIZI (2010): 327-332 Surrey, GU9 8QL, UK W H
Blue 300 - 500 pm 2ml DC2V305
Tel: +44(0) 1252732 732 ZEEI 500 - 700 pm 2ml DC2V507
Fax: +44 (0) 1252 732 777
email: marketing@biocompatibles.com
www.biocompatibles.com

Drug-Loaded Microspheres for the
Treatment of Liver Cancer: Review of
Current Results.

Kettenbach J, Stadler A, van Katzler | et al
(J Lammer)
Cald»ovasc Intervent Radliol 31 (2008): 468-476

Doxorubicin-eluting bead-
enhanced radiofrequency
ablation of hepatocellular
carcinoma: A pilot clinical study.

Lencioni R, Crocetti L, Petruzzi P et al
Journal of Hepatology 49 (2008): 217-222

Transarterial chemoembolisation (TACE)
using irinotecan-loaded beads for the
treatment of unresectable metastases
to the liver in patients with colorectal
cancer: an interim report.

Meartin RCG, Robbins K, Tomalty D et al
World Joumal of Surgical Oncology (2009) 7:80

Prospective Randomized Study of
Doxorubicin-Eluting-Bead Embolization in
the Treatment of Heptocellular Carcinoma:
Results of the PRECISION V Study.

Lammer J, Malagari K, Vogl T et al
Cardliovasc Intervent Radiol 33 (2010): 41-52

Prognostic factors for survival in

patients with unresectable hepatocellular
carcinoma undergoing chemoembolization
with doxorubicin drug-eluting beads:

a preliminary study.

Dhanasekaran R, Kooby D, Staley C et al
(Kim H) HPB 12(3) 2010: 174-180

Chemoembolization (TACE) of Unresectable
Intrahepatic Cholangiocarcinoma with
Slow-Release Doxorubicin-Eluting Beads:
Preliminary Results.

Aliberti C, Benea G, Tili M et al
Cardlovasc Intervent Radliol 31 (2008): 883-888

Prospective Randomized Comparison of
Chemoembuolization with Doxorubicin-
Eluting Beads and Bland Embolization
with BeadBlock for Hepatocellular
Carcinoma.

Malagari K, Pomoni M, Kelekis A et al.
Cardiovasc Interv Radiiol 33 (2010): 541-551
] Transarterial Chemoembolization of
Metastatic Colorectal Carcinoma with Drug-

| Eluting Beads, Irinotecan (DEBIRI): Multi-
| Institutional Registry.
Martin RCG, Joshi J, Robbins K et al

Journal of Oncology (2009) Article ID 539795
—| doi:10.1155/2009/539795

Stability of irinotecan-loaded
drug eluting beads (DC Bead™) used for
transarterial chemoembolization.

Kaiser J, Thiesen J & Krémer |
J Oncol Pharm Practice 16 (2010): 53-61

Comparison of Conventional Transarterial
Chemoembolization (TACE) and
Chemoembolization with Doxorubicin
Drug Eluting Beads (DEB) for
Unresectable Hepatocellular Carcinoma.

Dhanasekaran R, Kooby D, Staley C et al
Jof Surg Onc 101 (2010); 476-480

The product may not be available for sale, may not be
registered, approved or cleared for use as claimed, in all
countries where Biocompatibles is represented. DC Bead
is not currently available for sale or distribution in the USA.
© 2010 Biocompatibles UK Limited. EC10-096 Rev 1.

WO®Biocompatibles






