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Summary of Results

/1 SARAH was the largest ever clinical study directly comparing SIR-
Spheres® Y-90 resin microspheres with sorafenib (Nexavar®) in
hepatocellular carcinoma (HCC)

/| First ever large randomised controlled study with Level | evidence in
a liver-directed therapy to show comparable survival to sorafenib

/1 However, the Primary Endpoint of an Overall Survival (OS) benefit
(superiority) for SIR-Spheres versus sorafenib was not met

SHEAH

SorAfenib versus Radioembolization
: in Advanced Hepatocellular carcinoma SIRIeX



Summary of Results

Overall Survival was similar (not statistically different) between
treatments in the following key sub-groups of interest: TACE, PVT,
BCLC, ECOG status, Child Pugh status

SIR-Spheres offers a higher tumour response, a better tolerance, with
less treatment related adverse events and a better quality of life over
time than sorafenib

Quality of Life (QoL) assessments showed patients treated with SIR-
Spheres maintained their health status over the duration of the
SARAH study, whereas patients receiving sorafenib reported a
significant and sustained decline
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SARAH Study Presentation from EASL/ILC

SARAH trial
SorAfenib vs. Radioembolization in Advanced
Hepatocellular carcinoma

Valérie Vilgrain! on behalf of the SARAH study group

Hépital Beaujon, Paris, France

SAFEAH

. _ o Study Sponsor:
%O Investigator-initiated study
o
00 THE INTERNATIONAL 45 §%, 4 ASSISTANCE HOPITAUX
EASL weenconceass 7l § PUBLIQUE DE PARIS

4 NB - Sirtex comment(s) on presentation slides are in green SIW



SARAH Study Presentation from EASL/ILC

Disclosures

» Guerbet : Study investigator, Speaker fees
« SIRTEX : Speaker fees, Funding of the SARAH Trial

« Supersonic : Speaker fees
» Toshiba : Speaker fees
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SARAH Study Presentation from EASL/ILC

e
Rationale

« Treatment of HCC depends on tumour size and extension, severity of liver
disease, and general performance
» The reference treatment of advanced HCC is sorafenib (SHARP ftrial), a
multikinase inhibitor (targeted therapy) that established vs. placebo mOS:
10.7 vs. 7.9 months
« The reference treatment of intermediate HCC is transarterial
chemoembolization (TACE)
» Increase life expectancy (2 RCTs 22 and 2 meta-analyses %)
» Treatment efficacy related to technique and tumour size and some patients
failed even after several rounds of TACE
» Radioembolization (selective internal radiation therapy, SIRT) has
demonstrated efficacy in large cohorts 67
1 Llovet JM et al. N Engl J Med. 2008;359:378-90. 2 Llovett JM ef al. Lancet 2002;359:1734-9.
3 Lo CM et al. Hepatology 2002;35-1164-71. 4 Llovett JM ef al. Hepatology 2003;37:429-42.

£ Qliveri RS et al. Cochrane Database Syst Rev 2011;(3):CD0O04TAT.
& Sangro B ef al. Hepatology 2011;54:868-78- 7 Salem R et al. Gastroenterology 2010:138:52-54.
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SARAH Study Presentation from EASL/ILC

Aims of SARAH

* Prospective open-label, phase 3, multi-center, RCT in locally
advanced HCC and inoperable HCC who failed after two
rounds of TACE

* Primary endpoint
» Overall survival in patients with SIRT vs. Sorafenib
« Secondary endpoints
 Progression free survival (CT imaging every 3 months)
» Incidence of intrahepatic and extrahepatic progression (competing risk)
» Tumour response rate (RECIST 1.1, BOR)
» Safety and tolerability (NCI-CTCAE 4.0)
» Quality of life (global health status sub-score, QLQ-C30)

7 SIRTeN




SARAH Study Presentation from EASL/ILC

25 centres in France

Co-investigators: hepatologists,
oncologists, radiologists and
nuclear medicine MDs

Eligible Patients:

* =18 years’ old with a life expectancy =3 months Stratify: SIR-Spheres
* Child-Pugh class A or B =7 points - ECOG performance
* ECOG performance status 0—1 status 0202000 ¥.

= At least one target lesionthat could be measured - Vascular invasion

according to RECIST 1.1 . Prior TACE = 467 » Sorafenib

* Fit for sorafenib and SIRT . Institution 800 ma/day
* Bilirubin = 50 pmoliL, AST or ALT = 5% ULN, INR =1.5

* Mo extrahepatic metastases

8 SIRTeN




SARAH Study Presentation from EASL/ILC

"y _ o
S n F n H n = 496 assessed for eligibility =29 excluded
= (1] criteria not met n=
| Eligibility criteri 25
J * = Medical decision n=1
- EQ. n:
death n=2
n = 467 were randomised » Other reasons n=1
I + n=8 withdrew consent
l - Intention- J’ -
n =237 assigned to To-Treat n =222 assigned to
n=11 excluded _ receive SIRT F’Gpltil_?lion receive sorafenib =rEE
- Worsening disease n=3 (ITT) = Patient choice n=2
E Eﬁ;ﬁyd?ﬂdm n=5 5 « Early death n=2
. ical decision n=: - + Medical decision n=2
n = 226 underwent Posﬂztl?on n = 216 received
n=52 excluded work-up F{]SP) sorafenib
= Eligibility criteria not met n=8 n=10 excluded
= Non-protocol treatment before = Eligibility cntenia not met n=8
progression n=2 « Non-protocol treatment before
= Received sorafenib instead of progression n=2
SIRT n=26+ _ - — -
. . n = 174 received Per Protocol n = 206 received
* Did not receive SIRT n=16= SIRT with no major | Population | sorafenib with no
deviations (PP} maijor deviations

T Jang shunting (n=14), warsening disease (n=4), arterio-portal shunt (n=2), extra-hepatic dizease (n=1), extra-hepatic uptake on
MAA (n=1), no tumor uptake on MAA (n=1), technical reasons (n=3: no selective catheterization n=2, iliac pseude ansurism n=1).
* Pulmonary embalism (n=1), worsening disease (n=8), early death {n=2), technical reasons (n=5: arterio-portal shunt n=1, hepatic
arterial thrombosis n=1, extra-hepatic uptake on MAA n=1, no tumer uptake on MAA n=1 and lung shunting n=1)

26.6% of pts randomised to SIR-Spheres, did not receive SIR-Spheres v 2.7% for sorafenib

= Per-Protocol population probably offers more useful insights into therapeutic effect of each
treatment

Per-Protocol (PP) analysis is a comparison of treatment groups that includes only those patients who completed the treatment originally allocated.

Intention-To-Treat (ITT) analysis is where all patients who were enrolled and randomly allocated to treatment are included in the analysis and are
9 analysed in the groups to which they were randomised.



SARAH Study Presentation from EASL/ILC

SARAH Main baseline characteristics
| SRT(n=237) | Sorafenib(n=222) _
Age, years; mean £ SD 658+94 64694
Gender (male) 89.5% 91.0%
Cirrhosis 89% 90.5%

Alcohol / HCV / NASH 68.7% /25.7% /22.9%  61.4%/24.3%/29.7%
ECOGO0/1 61.2% / 38.8% 62.6% / 37.4%
Child-Pugh class/score: A/ B7 82.7% / 16.5% 84.2% / 15.8%
BCLC stage A/B/C 3.8% / 27.8% / 68.4% 5.4% / 27.5% / 67.1%
TACE failure 44.7% 42.3%

Multiple tumours 53.6% 56.8%

Tumor burden (% volume; median) 18% 18%

Tumor involvement: unilobar / bilobar 78.9% /21.1% 84.2% /15.8%
Macrovascular invasion (main portal vein) 62.9% (34.3%) 57.7% (32.2%)

. SIRTeN



SARAH Study Presentation from EASL/ILC

SAEAH

1.0

Overall survival

Intention-To-Treat population
N=459

Median
= LIRT £.0 months
= Lorafenib 9.9 months

0.8
E
4
3 0.4
B
g HR: 1,15, 95%C1:0.94 t0 1.41
ﬁ o Log-rank P=0.18
0.24
0.0 T T T T T T T 1
o B 1z 18 24 0 36 42 48
Months since Randamization
M, at Risk
SIRT 13T 143 90 49 30 11 z L]
Sorafeniy 227 153 a2 57 I8 14 ] 1 1]

Per-Protocol population
N=380
1.0
Median
= 5IRT 9.9 months
= Sorafends 0.9 months
0.8
E
4
4 0.6
5
£ 599, 955
= HR: 0.99; 95%C1: 0.79 to 1.24
ﬁ 0.4 Iog-r:lnk P=0.92
0.24
0.0 T T T T T T T
o B 12 18 24 £ 36 42
Months since Randomization
M, at Risk
SIRT 174 123 75 41 16 0 1 a
Sorafeniy 206 143 26 54 16 12 F 1

No significant difference in overall survival between groups
26 6% of patients didn’t get SIRT & 7.2% sorafenib per protocol
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SAFEAH  Progression-free survival

Intention-To-Treat population Per-Protocol population
N=459 N=380

1.0+ 1.0

Median

= SIRT 4.1 months
= Sorafenib 3.7 months

dedian

= LIRT 4.3 maonths
= Sorafenib 3.7 months

0.8 0.8
T T
E 0.6 E 0.6
a a
B B
E E
% HR: 1.03; 05%0: 0.ES to 125 % HR:0.97; 95%.0:0.79ta 1.20
0.4+ 0.4+
B Log-rank P=0.76 B Log-rank P=0.77
[ [
0.2 0.2
0.0 T T T T T T T 1 0.0 T T T T — T T 1
0 L 12 i3 24 3D 3 42 43 L] L 12 13 24 an 36 4z 43
Manths since Randomization Maonthes since Randomization
Mo at Risk Mo at Risk
SIRT 37 78 29 E 5 3 a o SIRT 174 =1 24 B 3 2 a o
Sorafends 2332 B2 29 15 5 3 1 1] a Sorafenb 206 7 25 14 5 3 1 1] a

No significant difference in PFS between groups

) SIRTeN



SARAH Study Presentation from EASL/ILC

SAFAH  Radiologic Progression in ITT -

ITT: Progression at any site ITT: Progression in the liver as first site
1.07 1.07
— SIET = Progression atany site — SIET — Progressionin the kver
— Sorafenib ==+ Death — Sorafenib ==+ Death
— Progression cutside the liver
0.8+ 0.8+
g P=0.26 g
P=0.014
% 06 % 06
H H
'] ']
2 2
= =
E 0.4 p=0.26 E 0.4 P=0.26
0.2+ 0.2+
F=0,037
__________________
0 T T T T T T 0 T T T T T T
0 -1 12 13 24 EL 36 0 -1 12 18 24 EL 36
Maonths since Randomization Maonths since Randomization

Progression in the liver as first site was significantly lower

in the SIRT group (p values correspond to Gray test)

] SIRTeN



SARAH Study Presentation from EASL/ILC

SAEAH  Tumor response by RECIST 1.1
| SIRT(n=190) | Sorafenib (n=198) | Pvalue_

Objective response [CR + PR] 36 (19.0%) 23 (11.6%) 0.042

{"'5‘.. 7
- ® e .-.. /
\ AN »

baseline 6 month after SIRT

Tumor response (CR+PR) rate was significantly better
in the SIRT group than in sorafenib
y SIRTeX
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S T
SAFEAH  Subgroup analysis

* Qverall survival was similar between treatments in the
following subgroups:

— Demographic characteristics: age, sex

— Severity of the disease: ECOG score, cirrhosis, BCLC
classification, Child Pugh score, TACE failure

— Tumor characteristics

— Laboratory exams: alpha-fetoprotein, albumin, alkaline
phosphatase and bilirubin

) SIRTeN
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SAEAH gsafety and Tolerability (Safety Population)

N
Sorafenib

SIRT
2837
SIRT Nb of| Sorafenib Nb of
patients (2G 3)| patients (2G 3)

Treatment-related AEs
All

Treatment-related AEs

Fatigue 94 (20) 140 (41)
Weight loss 14 (0) 46 (6)
Infection 9(3) 23(9)
Alopecia 0 (0) 35 (0)
Hand-foot skin reaction 1(1) 45 (12)
Pruritus 7 (1) 19 (1)
Diarrhoea 29 (3) 146 (30)
Abdominal pain 46 (6) 63 (14)
Hypertension 6 (0) 28 (5)

Treatment-related AEs were lower in the SIRT group

= Includes the 26 pts in the SIR-Spheres arm who received sorafenib

; SIRTeN
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SAFKAH

Quality of life (QolL)

Intention To Treat population

N=439
16¥im
E
E oy
: ]
5 604
B
=
£
=
2 4
5
&
i 2 Linear mmsed-eMect model
Group offact P=0005  Tima effact Bal 00l
Gngup-ime inter action F=0.045

0 3 § ) iz
Menths since Rardomization

== LT == Larefenib

Wo. of completed questionnaires
SIRT 169 5 L] 4l 15
Soraferib 1BG 118 s Ak m

Per-Protocol population

16Km

E

E 8+

:

5 60y

L]

]

£

]

Z &0

g

&

i 2 Linear msed-effect model
Group affact P=0003  Tima effact Pal 000
Group-timre nteracion P=0.20

3 3 B ) 12
Menths since Rardomizatian
ST == Larsfenib
Mo. of completed questionnaires

SIRT 18 5 L] a7 3
Soraferib 176 112 i 4z =

Global Heath Status sub-score EQRTC QLQ-C30

Qol was significantly better in the SIRT group than sorafenib over time
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SAREAH  Conclusion

« SIRT does not increase overall survival in patients with
advanced and inoperable HCC who failed after two rounds of
TACE compared to sorafenib

« SIRT offers a higher tumour response, a better tolerance with
less treatment-related adverse events, and a better quality of
life over time than sorafenib

» Further analyses will evaluate prognostic factors, cost
effectiveness, and dose-related efficacy in the SIRT group

AL THE INTERNATIONAL 47 4
LIVER CONGRESS ™
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Treatment characteristics

SIRT arm Sorafenib arm
Time from randomisation to Time from randomisation fo treatment, .
treatment, median (IQR) days 2(23-36)° median (IQR) days 7(3-9)
Number of treatments per patient: Sorafenib Dose Intensity, median (IQR) mg 800 (585-800)
1: Unilobar 15 Cumulative Time of Sorafenib Intake,
2 - Ipsi-lateral / Contra-lateral 21137 median (IQR) months 2.6(1.0-5.8)
3 _ Ipsi-lateral / Contra-lateral 2/9 Permanent Discontinuation Rate [PDR], % 61.1%
Treatment type: Lobe 71.7% including those discontinuing sorafenib o
Sector 17.8% prior to tumour progression, % '
Segment 10.5%
Cumulative lung dose per patient (Gy) 26[1.2-4.8] The dose intensity (DI) of sorafenib was defined
Activity delivered per session (MBg) 0525 [628.0-1223 5] as the amount of drug delivered per unit of time

The permanent discontinuation of sorafenib was
defined as the interruption of sorafenib with no
*p<0.001 resumed treatment

20 = Current market practice for time from treatment decision to SIR- SI Te
Spheres is approx. 10 days in most markets

Activity delivered per patient (MBq) 1394.5[993.5—-1847 5]
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Forest plot in the ITT population
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Key eligibility criteria

« Unresectable, non-transplantable or non-ablatable HCC
« BCLC stage C or

« BCLC stage A/B
* New lesions post radical therapy and unsuitable for further radical therapy or
* No objective response after £2 TACE sessions

* Child-Pugh class A or B <7 points

+ ECOG performance status 0 — 1

« Bilirubin < 50 pmol/L, AST or ALT <5 x ULN, INR £1.5

» At least one measurable target lesions according to RECIST 1.1
+ Fit for sorafenib and SIRT

* No extrahepatic disease

. SIRTeN
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Safety and Tolerability (Safety Population)

Tx-Related Adverse Event SIRT (n=226)1 Sorafenib (n=216) m

Any AE 1297 2837
Patients with 21 AE, n (%) 173 (76.5%) 92 {40.7%} 203 (94.0%) 136 {63.0%] <0.001 <0.001
AEs per patient, Median 5.0 2.0 10.0 2.0 <0.001 0.10
[IQR] [2.0-9.0] [1.0-3.0] [5.0-17.0] [1.0-4.0]
=
" O
EASL I.*&EA"JDTE:E;“S"A ﬁﬁi? T Includes 26 patients receiving only sorafenib instead of SIRT

. SIRTeN



SARAH Study Presentation from EASL/ILC

Safety and Tolerability (Safety Population): 1/3

TxRelated Adverse Event | SIRT (n=226)1 | Sorafenib(n=216) |  pvalue
Constitutional symptoms
Infection 9 (4.0%) 3(1.3%) 47(10.6%) 18(4.2%) 0.007 0.08
Fever 15 (5.8%) 0 (0%) 28 (8.8%) 4 (1.4%) 0.22 0.12
Fatigue 128 (416%) 20(8.8%) 268 (64.8%) 45(19.0%)  <0.001 0.002
Weight loss 16 (6.2%) 0 (0%) 63 (21.3%) 6 (2.8%) <0.001 0.013
Dermatologic events
Alopecia 0 (0%) 0 (0%) 36 (16.2%) 0 (0%) <0.001 -
Hand-foot skin reaction 1(0.4%) 1(0.4%) 78(20.8%) 13 (5.6%) <0.001 0.001
Rash or desquamation 4 (1.3%) 1(04%) 21(93%) 0 (0%) <0.001 1.00
Pruritus 8 (3.1%) 1(0.4%) 20 (8.8%) 1(0.5%) 0.011 1.00
Dry skin 2 (09%) 0 (0%) 61 (18.5%) 3 (1.4%) <0.001 0.12
Other dermatological events 4 (1.8%) 0 (0%) 77 (24.5%) 6 (2.8%) <0.001 0.013
T Includes 26 patients receiving only sorafenib instead of SIRT

” SIRTe
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Safety and Tolerability (Safety Population): 2/3

Tx-Related Adverse Event SIRT (n=226) 1 Sorafenib (n=216) m

N AEs (% patients with 21 AE) | Any Grade Any Grade Any Grade

Gastro-intestinal (Gl) disorders

Anorexia 34 (13.3%) 7(3.1%) 132(32.4%) 11 (46%) <0.001 0.40
Diarrhoea 37 (12.8%) 3(1.3%) 316(67.6%) 37(13.9%) <0.001 <0.001
Nausea/vomiting 40 (11.5%) 1(04%) 88(231%) 5(2.3%) 0.001 0.11
Abdominal pain 65 (20.4%) 6(2.7%) 113(29.2%) 16 (6.5%) 0.032 0.05
Gl ulceration * 7 (1.8%) 5(1.3%) 1 (0.5%) 1(0.5%) 0.37 0.62
Gl bleeding 12(4.0%) 11(40%) 17(65%) 10 (3.7%) 0.24 0.88
Liver disorders

Ascites 39 (124%) 15(49%)  31(106%) 11 (4.2%) 0.57 072
Liver dysfunction 75(17.3%) 28(9.3%) 100(21.8%) 34(125%) 0.23 0.28
Radiation hepatitis 0 (0%) 0 (0%) 0 (0%) 0 (0%) - -

T Includes 26 patients receiving only sorafenib instead of SIRT; ¥ One patient had a radiation-induced Gl ulcer

» SIR-Spheres almost completely mitigates the known toxicities of sorafenib, while not
25 inflicting any additional toxicities of its own
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Safety and Tolerability (Safety Population): 3/3

o A St | _SINT 2| Soren i) | __puake___
Hypertension 7(2.7%) 0 (0%) 53 (13.0%) 5(2.3%) <0.001 0.027
Cardiac failure congestive 32 (12.4%) 3(1.3%) 45(14.8%) 13 (5.1%) 0.46 0.029
Non-Gl haemorrhage 6 (2.7%) 1(04%) 29(97%) 2 (0.9%) 0.002 0.62
Pulmonary embolism 0 (0%) 0 (0%) 1(0.9%) 0 (0%) 0.49 -
Laboratory abnormalities
Hyperbilirubinemia 56 (11.9%) 8(3.1%) 48(125%) 12(4.2%) 0.86 0.55
Other increased blood liver tests 255(24.8%) 23(84%) 217 (21.8%) 28(7.4%) 045 07
Haematologic biological 195 (21.2%) 33 (102%) 298 (31.0%) 58 (13.4%) 0.019 0.29
abnormalities
Increased creatinine level 63 (11.1%) 4(1.8%) 80(18.1%) 13 (5.1%) 0.037 0.07
Hyponatremia 23 (4 9%) 5(09%)  41(102%) 6 (1.9%) 0.034 044
T Includes 26 patients receiving only sorafenib instead of SIRT.

; SIRTeN



Key Opinion Leader Feedback

Comments on the significance of the SARAH results and impact on clinical
practice

Professor Valérie Vilgrain MD, PhD, Principal Investigator of the SARAH study, Head of
Department of Radiology, Beaujon Hospital, AP-HP and Professor at the Université Paris
Diderot, Sorbonne Paris Cité, France

“Neither sorafenib nor SIR-Spheres Y-90 resin microspheres produced a statistically significant
difference in Overall Survival (OS) of the patients we studied. Despite 26.6% of patients in the
SIRT arm not receiving SIR-Spheres per protocol, Overall Survival by intention-to-treat [ITT]
was not significantly different (median 8.0 vs. 9.9 months; p=0.18). Moreover, if we look at the
patients who received SIR-Spheres or sorafenib according to the SARAH protocol, median OS
was identical (9.9 vs. 9.9 months; p=0.92).”

“In terms of what matters for patients, the findings from this first large head-to-head
comparison of liver-directed Selective Internal Radiation Therapy (SIRT) and systemic
chemotherapy with sorafenib also show clearly that liver-directed procedures with SIR-
Spheres result in a significantly better tolerance of treatment and quality of life. | believe
this consideration should be a critical factor in selecting first-line treatment for this
patient population in the future.”
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Key Opinion Leader Feedback

Comments on clinical practice and implications for treatment guidelines

Professor Bruno Sangro, MD, PhD, Director of the Liver Unit at Clinica Universitaria de
Navarra, Professor of Medicine at the University of Navarra School of Medicine, and
senior researcher in the National Biomedical Research Network Center for Liver and
Digestive Diseases

“SARAH provides confirmation in a multi-centre study setting that SIRT is safe and
reliable, even for the most advanced patients. SIR-Spheres may provide patients with an
alternative option to an effective systemic therapy that is often not well tolerated. The results
will reassure current users and get the attention of those non-users concerned about
the potential safety of SIRT in cirrhotic patients. The SARAH study results will increase
the presence of this technology in multi-disciplinary team discussions.”

“Treatment guidelines: There is a good chance that SIRT will appear in the EASL guidelines
that are currently being revised. The AASLD guidelines already discuss SIRT as an option for
patients, so these are unlikely to change; There is also a good chance that the EORTC and
ESMO guidelines would consider including SIRT in their revised guidelines; The APASL
guidelines are currently being published so inclusion would have to await the next revision.”
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Key Opinion Leader Feedback

Comments on impact of SARAH results in clinical practice

Professor Jens Ricke, MD, PhD, Principal Investigator of the SORAMIC study,
University of Munich, Germany

“The favourable toxicity profile seen in the SARAH study for SIR-Spheres resin
microspheres will have a compelling impact on clinical practice. Toxicity makes a difference
when speaking with patients, as they are concerned about the impact of side effects such as
fatigue, hand-foot syndrome or diarrhoea.”

“For inoperable HCC patients in the out-patient setting, side effects of any therapy are very
important. | believe it is a very compelling argument when discussing options with patients and
families to start with Y90 which has a highly favourable toxicity profile — and add the systemic
option as soon as needed.”

“In patients with liver-limited inoperable HCC, the question now is, why not start treatment
with SIR-Spheres / this technology, and reserve sorafenib for progressive disease — until
we know from SORAMIC if a direct combination is even more favourable?”

29 SI Te\\



Key Opinion Leader Feedback

Comments on safety and Quality of Life benefits of SIR-Spheres

Professor Chris Verslype, MD, PhD, Professor of Digestive Oncology and Hepatology,
University of Leuven, Belgium

“Previously, when we discussed the potential outcomes of treating patients with SIRT, we could
only say that while we could provide benefit to a proportion of patients, we thought we risk
harming others. Now with the SARAH study, we have real-world data where we can have a
discussion with the patient and be confident that in those patients where we do not achieve
down-staging, we know are not going to be doing any harm.”

“The toxicities as a consequence of treatment and the Quality of Life of patients are
important considerations for patients. Now we have the SARAH data, which can help us
put the treatment choices into perspective for our patients. With the SARAH data, we can
look at what determines the Quality of Life for patients; we can see the effect of decreasing
symptoms from treatment and now the SARAH investigators can look at what other factors are
affected — is it the physical or the mental well-being of patients? We can see what really matters
for patients and we haven’t seen this maintenance of Quality of Life with sorafenib.”
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Conclusions — SARAH Study Findings

Sirtex is pleased with the outcome of the SARAH study and initial KOLs
response to the results have been positive

SIR-Spheres provides a new treatment option for clinicians to consider
for their first-line HCC patients

For patients who received SIR-Spheres or sorafenib according to the
SARAH protocol, median OS was identical

SIR-Spheres has demonstrated significant safety, toxicity and
tolerability benefits to patients versus sorafenib across a range of
parameters

Patients treated with SIR-Spheres maintained their health status over
the duration of the SARAH study, whereas patients receiving sorafenib
reported a significant and sustained decline in Quality of Life
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Sirtex Strategies

Sirtex will immediately commence sales and marketing activities on
the SARAH result across EMEA, APAC, Latin America and Canada

Engage in negotiations with European and country specific treatment
guideline panels for HCC

Negotiate with government/private payers on reimbursement for HCC
where limited or no reimbursement exists

Submit for additional regulatory approvals in the USA during 2H CY17

SIR Tex



Sirtex Strategies — Commercial Opportunity

179,000

Excludi Annual incidence of hepatocellular
xcludin carcinoma in Sirtex's current markets

e /I SARAH data now provides an attractive option
I;I D for clinicians to consider SIR-Spheres as a

first-line treatment

89,500 (50%) @
Intermediate to
advanced stage disease

76000 (85%) /1 SARAH data now shows that SIR-Spheres
Receive palliative treatment offers the same OS benefit vs. sorafenib for
Sorafeni those who failed prior TACE — extended

SIR-Spheres microspheres CommerCiaI Opportunity
-—---
30,000 (40%) @ 46,000 (60%) © /1 Asian market potential contingent on

Eligible for TACE Ineligible for TACE .
SIRveNIB (ASCO - June) and potentially
VESPRO data (2H CY17)

37,000 (80%) “
Eligible for
SIR-Spheres microspheres

(1) Sirtex markets — see previous slides
(2) Llovet et. al. Design and endpoints of clinical trials in hepatocellular carcinoma. J Natl Cancer Inst 2008.

(3) Geschwind et. al. Use of Transarterial Chemoembolization (TACE) and Sorafenib in Patients with Unresectable Hepatocellular Carcinoma: US Regional Analysis of the /
GIDEON Registry. Liver Cancer 2016
33 (4) Sirtex data and analysis. e

Globocan http://globocan.iarc.fr/Pages/fact_sheets_population.aspx [EU(5) includes the UK]. * Please refer to important footnote on slide 94 when examining data
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