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PROACTIF: A Prospective, Real-World, Y-90 Study with TheraSphere for the Treatment
of Liver Malignancies: Interim Analysis of 873 Hepatocellular Carcinoma (HCC) Patients

HIGH OVERALL SURVIVAL IN INTERMEDIATE AND ADVANCED HCC PATIENTS IN PROACTIF, THE LARGEST,

PROSPECTIVE, REAL-WORLD Y-90 STUDY OF PRIMARY LIVER CANCER IN 1,000+ PATIENTS"

PROACTIF Overview

STUDY OBJECTIVE AND ENDPOINTS
The study aims to gather data on effectiveness, patient quality of life (QoL), and safety with use of
TheraSphere Y-90 glass microspheres in real-world clinical settings in France.

Primary Endpoints
Overall survival (OS) from time of TheraSphere treatment and Qol, as assessed using the functional
assessment of Cancer Therapy - Hepatobiliary (FACT-Hep) questionnaire.

Key Secondary Endpoints
Grade = 3 AEs, SAEs, tumor response, tumor marker response, subsequent therapy, and dosimetry evaluations.

First real-world, multi-center Y-90 study of primary liver cancer that builds on previously
published TheraSphere landmark trials.

INTERIM HCC ANALYSIS - 873 PATIENTS ACROSS 32 SITES®

HIGH OVERALL SURVIVAL FOR INTERMEDIATE
& ADVANCED STAGE HCC PATIENTS
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SUBGROUP ANALYSIS DEMONSTRATED PROLONGED SURVIVAL IN PATIENTS WHO RECEIVED
SELECTIVE TREATMENT, WERE ALBI GRADE 1, OR HAD UNILOBAR DISEASE’

Subgroup — Median OS 95% Cl

Administration

Selective 424 231 M 20.8-27.4
Non-selective 37 17.8 M 15.5-21.7
ALBI Grade

1 327 29.4M 24.8-36.3
2o0r3 377 17.0M 14.8-20.6
Disease extent

Unilobar 650 21.7M 19.7-24.8
Bilobar 157 16.0 M 13.7-18.3

DATA FROM 30+ SITES USED CONTEMPORARY TECHNIQUES AND DOSING®
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MAIJORITY OF PATIENTS WERE INTERMEDIATE / ADVANCED STAGE WITH INDEX LESIONS > 5CM*

PATIENT DEMOGRAPHICS & DISEASE CHARACTERISTICS

Age, median (years) ! ECOG performance status BCLC stage
=18to <65 228 (26.1) _ 0/A 1(0.1)/ 28 (3.2)
265t0<75 339(388) : 278.318) s | 0@ |
2641302 z 204
( D

Missing 42(4.8) >3 4(0.5) 1(0)
Gender Missing 85(9.7) Missing 53(6.1)

781(89.5) Extrahepatic disease Portal vein thrombosis
52009 500 7369
No

Etiology (top 5) 788(90.3) % segmental/lobar/main 19.4/15.6/3.4
Alcohol 421(48.2) Not assessed/Missing 50 (5.7) No 521(59.7)
Metabolic 203 (23.3) ALBI grade Missing 15 (1.7)
Hepatitis B/C 58 (6.6)/157 (18.0) 1 327(37.5) Total lesions
None 145 (16.6) 2-3 377(43.2) 1 356 (40.8)
Unknown/Other 93(10.7) Missing 169 (19.4) 2-4 400 (45.8)

Comorbidities (top 5) Child-Pugh >5 94 (10.8)
Alcohol intake sequelae 482 (55.2) A 688 (78.8) Missing 23(2.6)
Arterial Hypertension 463 (53.0) B 57(6.5) Index lesion diameter
Diabetes 379 (43.4) C 1(0.1) Median size, cm 6.20 cm
Smoking 333(381 Missing 127 (14.5) =5cm 299 (37.9)

)
Coronary Artery Disease 110 (12.6) 490 (62.1)

CONCLUSION

Interim analysis of 873 HCC patients across 32 sites demonstrated high overall survival in intermediate and advanced
HCC patients. Data builds on evidence from previously published landmark trials such as DOSISPHERE and TARGET.

|| PROACTIF (n=873) DOSISPHERE-01 (ITT)' TARGET? (n=209)
= R B e IR

Prospective, Retrospective,

Study Design Real-World Study Real-World Study

Prospective, Randomized Controlled Trial

BCLC A/B/C/D (%) 3.2/34.2/56.2/0.1 0/13/87/0 0/10/90/0 12.9/32.5/54.5/NAP

ECOG 0/1/22 (%) 56.6/31.8/1.8 58/24/0 0/48/52 64.6/32.1/3.4
A5: 81 A5:79

CPA/B 78.8/6.5 A6 or B7: 19 A6 or B7: 21 89.5/10.5

PVT: none (%) 59.7 36 27 66

seg/lobar/main (%) 19.4/15.6/3.4 33/30 (lobar or main) 31/41 (lobar or main) NAV

Unilobar/bilobar

disease (%) 74.5/18 58/42 41/59 70.8/29.2
Vedian O 26.6 (11.7-NR) 10.7 (6.0-16.8)
edian
(months)(95% CI) 21.1(18.5-22.9) 5 yr follow-up™: 5 yr follow-up™: 20.3 (16.7-26.4)
24.8 (11.0-36.5) 10.7 (6.0-14.9)?

Data in al table as of December 2023

This study is sponsored by Boston Scientific. Final results are expected in 2025 and will include full patient population with additional
information on quality of life, safety and dosimetry.

30/2023. Final results are expected in 2025 Based on mITT population
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TheraSphere™ Yttrium-90 Glass Microspheres
INDICATION FOR USE: TheraSphereis |nd\(atsd foruse asselectve intemal radiation therapy (SIRT)for localtumor controlof solitay tumors (1-8 amin diameter), i

carcinoma HCC), Child- Pugh Score Acihosis, well-compensated

fiver function, invasion, tatus. CONTRAINDICATIONS: TheraSphereis in patients: whose Tc- in (MAA) hepatic arteri fows any depositon
traamatmaynotbe(urrededbyangmgraphl(te(hmques.whoshowshunnngofb\uodtome\ungsthattou\dresu\tmdellveryofgreatermamﬁSm(\(Oﬁl GBq]on%tothelungs Radiation pneumonits has b p d *ﬂ'hﬂ\ungs
greater than 30 Gyin a single treatment. » in whom hepatic such as patients with vascular gdi who have pulmonary y rterial Pa,02)of <
60 mmHg, or oxygen saturation (Sa,02) of < 90%) or severe liver dysfunction, includi asites ortreatmem ascites o with i v.)Type4|rwo\vememand lack of T-99m MAAdeposmon onthe
PVTseen onthe Tc-99m MAAlmagmg with >70% tumorreplacementin the v o ith idities or poor overall health (e.g., ECOX fating > 2) which may mete patient a poor candidate for locoregional radiation treatment. » who are pregnant. OStO
WARNINGS: The following pre-t 1t high-risk fa b with d\ deemed possibly related to use of the device: mﬁltratwetumortype-lumomodu\eﬂoonumerousm(oum-ASTorALT>51|mesULN-
b|||rub|n>2mg/dhmmrvolumvso% (ombmed withaloumin <3 g/l KeeptheTheraSpheredosevwa\ upnghtand stored m its \eadpotbefnreand during patient treatment, except as required for Donot open the d a(wllcsh\eld priorto
patient treatment. Post-treat ment, waste q to prevent (AUTIOMS GENERALPRE(AUHONS Asinany intra-arteri aseptic techniq 1d b d,and care Cle I | 1 C
g;ould be tak ! ! P objemve o( h" i nnduwn idities should be used q hetypeand I ‘ﬂuwdtomfusevnacameteréoavmdelecfir%\vtelm’?a\ance fluid shift, and
perglycemia.  Itis important to avoid any ive arteri may lead to arterial spasm that impairs TheraSphere distributi {  lver target volum, d - target deposition of TheraSphere. PRECAUTION IN i H ifa™
PATIENTS WITH IMPAIRED LIVER FUNCTION: Noefﬁza(yorsafewdahalromlheLEGACYstudyareavallab\etosuppomheuseoflhedew(empauemswnh(md PughstoreBor(unhosm PRE(AUTION \NVULNERABLEPAT\ENTS Noeffectiveness orsafety data are avaiable Advancmg science for life
tosupport the use of the device in children or breast- feeding women. ENDOCRINE DISRUPTION, (AR(\NOGENI(\TY MUTAGEN\CHVTOX\(\TVTOREPRODUU\ON Ideally the use of 0 capabityshould
fistfew (approximately 10) days folowing the onset of menses. RAD\AT\ON SAFE“v oactive products should be used only by are qualified by specific training in the safe us [ P d raini
have been approved by i -Asmmeuseofanyrad\oamvemalenal i diation exp he pati he therapeutic objective, and to mir radiation i i
exposuretoworkelsandothersm(omadwnhmepanem RELEASEANDPOSTTREATMENTPRE(AUT\ONS Post treatment patient care: i mruuuyuulummﬂd Trace Y y be detectible in blood and urine; handle with gi¢ andd\&pose Pe"pheral Int_e rvgntlons
as normal body fuids. The radiaton field s expected tobe less than 1 mrem/h (10 uSw/h) at 31t {1 m) 's bdomen. Supplementalshielding and jon of he patient re not required to maintai 300 Boston Scientific Way
instructions: The patient should follow good hygiene (e.g, proper hand washing). (aregivers, famw and others do not require estrictions on patient contact however, hey can minimize thei radiaton exposure byavmdlng prolonged t\me(>12hours perday] wnhlnlﬂ103 Marlb h MA 01752-1234
m) of the patient's abdomen for the first week post therapy. Patients should b that mepat\entmaybedmemb\eatsemmystreemng(eg intemational travel. Specialprecautions post Ifthe patient ariborougn,
surgery, medical assessment o treatment regarding any part oftheir thorax or abdomen wnhlnﬁrleweeksoflrea\mem the patient should advise the hospital and ofthe Y-90 There The physician should their adiation safety staff www.bostonscientific.com
forhandling and disposal oflver tissue. » Specialfiver tissue handling: Special iver i urgery,explant, or ransplant since the gl enﬁy\mplamed inthe fver tissue. Disdosure ofthe treatment
will be required if cremation is considered. POTENTIAL ADVERSE EVENTS: Theuseoftmspmdunleadslomadlatlonofhothlumomusand normal lver tissue. As aresult patients with ver function may be at greaterisk o ver and hence . X
could experience complications. Clnical sce effects usually occurwithin the irst 4 to 6 weeks after treatment Based on cinica trialdata, market ‘ ing Y-90 mi induding To order product or for more information
TheraSphere, may include the following: Allergic reaction « Altered liver function, acute or chronic » Anorexia » Anxiety » Ascites # Bile Duct injury { mHs/ngors-( s (i y unemuusy-(uhns-Deam Dehydration » Diarhea » i
Dlzzmess-Dyspnea-Edematanylotaﬂon]~E\e(trolyleabnormam|es-EIevatedBUN/(reamlne-Fall-Fal\gue-Fever-Gasvmmeslma\bleedmg/ lemorrhag orulceration » Hepatic fepatoer: | ailue o Hiccups o contact customer service at 1.888.272.1001.
« Hypatension ¢ Infecton (any locaton)  Liver filure, a(utenr(hmnlt + Malai kness » Nausea » Neutropenia o Pain (any location) « Pancreatits » Platelet count s » Pk I .
Pre-exist liver Pulmonary fibrosis « Radiation hepatits « Radiation induced disease, acute « Radio Embolization Induced Livr Disease (REILD) » Sepsis o icular arthythmia o ombos\s[anena\owenous) © 2024 Boston Scientific Corporation
tTumonnﬂammatlon (m(ludmgtumoredema)’Tumor lysis svndrome'Vom\tmg-We\ghtloss (ompl\(atmns related to the administration procedure itself may incluce: Allergic reaction: Arterialinjury indluding vessel dissection ¢ Aspiration pneumonia ¢ Bruising/ or its affiliates. All rights reserved.
g Fatigue » Flushing e Infection « Nausea damage. CAUTION: Federal (USA) law restricts this device to sale by or on order of a physician. PI-992004-AA. Note: Dose to the fiver does not exceed 150 Gy.

TheraSphereis areg tpvpdtrademamoﬁmg nics Corporati license by Boston Scientific i \m\t@d y owned indirect subsidiary of Boston Scentific Corporation. PI-1841307-AA






