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Level | randomised trial showed that unresectable HCC patients who receive a
personalised TheraSphere dose using multicompartment dosimetry had a median
OS of 26.6 months- a 16-month improvement compared to the control arm.

Garin E, Tselikas L, Guiu B et al. Personalized versus standard dosimetry approach of selective internal radiation therapy in patients with locally advanced hepatocellular carcinoma
(DOSISPHERE-01): a randomised, multicentre, open-label phase 2 trial. Lancet Gastroenterol Hepatol. 2021, 6: 17-29

“Personalised dosimetry is safe and leads to a meaningful improvement in the objective response rate and overall
survival of patients with locally intermediate/advanced hepatocellular carcinoma [...] when compared with standard
dosimetry.”

STUDY OBIJECTIVE

A randomised, multicenter, investigator sponsored phase Il trial comparing the clinical outcomes of SIRT with TheraSphere in patients with
intermediate/advanced HCC using two pre-treatment dosimetry determination methods: (1) Standard, single-compartment dosimetry
(SDA); defined as a uniform distribution of absorbed dose within the perfused volume - both tumor and normal liver or (2) Personalised
(PDA); defined as multi-compartment Y-90 distribution of absorbeldelosetwyithin the perfused volume that accounts for preferential blood
flow into the tumor compared with normal parenchyma.
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KEY RESULTS: PERSONALISED DOSIMETRY IMPROVED SURVIVAL
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PERSONALISED DOSIMETRY IMPROVED RESPONSE

INDEX LESION RESPONSE RATE AT 3 MONTHS USING EASL IN THE MITT POPULATION
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PERSONALISED DOSIMETRY DOWNSTAGED MORE PATIENTS TO SURGERY

PATIENTS SUCCESSFULLY DOWNSTAGED TO SURGERY

50 H PDA (n=28) 50 M PDA (n=18)

SDA (n=28) SDA (n=21)

wn w
E’ 40 E 40 44%
i, | 36% :
s 30 5 30
[ [
o o
8 20 8 20
c c
¢ g
& 10 &J 10

0 0

Overall Patient Population PVT Patient Population
36% of patients in the personalised arm were 44% of PVT patients in the personalised arm were
downstaged vs. 4% in the standardised arm downstaged vs. 0% in the standardised arm

DOSISPHERE-01 EDITORIAL:

“The DOSISPHERE-01 Study challenges the evolving narrative that patients with advanced
hepatocellular carcinoma should have systemic therapy at the expense of locoregional therapy. [...]
Personalised dosimetry (ie, reaching specific threshold radiation doses) is a natural evolution of
selective internal radiation therapy with °°Y-labelled microspheres.”

- Robert J Lewandowski, MD, Riad Salem, MD, DOSISPHERE Editorial, Lancet Gastroenterology & Hepatology
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PATIENT DEMOGRAPHICS (mITT population)

Male (%) 929 929

Child-Pugh Status (%) CP A5:78.6 CPA6/B7:21.4 CP A5:78.6 CP A6/B7:21.4
BCLC (%) BCLCB=11 BCLCC=89 BCLCB=7 BCLCC=93
Bilobar (%) 43 57

Mean Total Bilirubin (uM/LSD) 14.0+6.4 14.3:6.4

PVT present (%) 64.3 75.0

PVT Location (%) Segmental 29.6 Main/Lobar 30/33 Segmental 32.1 Main/Lobar 32/43
Index lesion (mean, cm) 10.5+2.4 10.9£2.57

TREATMENT CHARACTERISTICS AND DOSIMETRY (mITT population)

Number of Y-90 glass microspheres treatment

One treatment, n=26
Two treatments, n=2

One treatment, n=23

Two treatments, n=5 ns (not significant)

Activity administered GBq (mean, min-max) 3.6 (2.4-4.8) 2.6(2.2-3.0) 0.0049
AD’ to perfused liver (Gy) Mean (xSD) 178.4+59.9 120.3+15.2 0.0001
% of patients with AD to perfused liver> 150 Gy 68 4 <0.0001
AD to index lesion (Gy) Mean (xSD) 331.1#131.5 221.3+¥139.4 0.0007
% of patients with AD to index lesion > 205 Gy 88 38 <0.0008
AD to perfused normal tissue (Gy) Mean (+SD) 92.8+30.1 64.5+36.6 0.007
*AD=absorbed dos
LIVER ADVERSE EVENTS (Grade =3) Related to Y-90*
Patients with =1 AE 3(8.6%) 3(14.3%)
Death 1(2.8%) 1(4.7%)
Liver AEs 4(11.4%) 5(23.8%)
Ascites 1 1
Encephalopathy 0 0
Gl hemorrhage 0 2
Bilirubin increase/jaundice 1 2
Hepatic failure 2 0
Boston Scientific is not responsible for the collection, analysis or reporting of th ig: Boston Scientific’ i d research s limited to pr finandial support for S Clentlﬁc
research that g our products.
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(CAUTION: The law restricts these devices to sale by or on the order of a physician. Indications, contraindications, warnings, and instructions for use can be found in the product labelling supplied with each device or at www.IFU-BSCl.com. Products shown for
INFORMATION purposes only and may not be approved or for sale in certain countries. This material not intended for use in France.

Result from case studies ae not necessariy predictve of reutsn other cases. Resultsn other cases may vary. www.bostonscientific.eu
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Note: Dose to theliver does not exceed 150 Gy. The physician should bove-noted Pre-treatment High Risk Factors i foreach patient king dedision: the use of fortreatment.
TheraSphere is a regi trademark of Theragenics Corporation, used under license by Boston Scientific Medical Device Limited, a wholly owned indirect subsidiary of Boston Scientific Corporation. PI-931202-AB
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