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

“Personalized 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 OBJECTIVE AND DESIGN:

A randomized, 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) Personalized dosimetry (PDA); defined as multi-compartment Y-90
distribution of absorbed dose within the perfused volume that accounts for preferential blood flow into the tumor compared with normal parenchyma.

STUDY DESIGN
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KEY RESULTS:

PERSONALIZED DOSIMETRY IMPROVED SURVIVAL
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PERSONALIZED DOSIMETRY IMPROVED RESPONSE
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PERSONALIZED DOSIMETRY DOWNSTAGED MORE PATIENTS TO SURGERY

PATIENTS SUCCESSFULLY DOWNSTAGED TO SURGERY
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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. [...]
Personalized 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



PATIENT DEMOGRAPHICS (mITT population)

Male (%) 92.9 929

Child-Pugh Status (%) CP A5:78.6 CP A6/B7:21.4 CP A5:78.6 CP A6/BT7:21.4
BCLC (%) BCLCB =11 BCLCC=89 BCLCB=7 BCLCC=93
Bilobar (%) 43 57

Mean Total Bilirubin (uM/L£SD) 14.06.4 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)

. One treatment, n=26 One treatment, n=23 -
Number of Y-90 glass microspheres treatment ' ' s (not significant)
Two treatments, n=2 Two treatments, n=5
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 (+SD) 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 dose
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 (1.4%) 5(23.8%)
Ascites 1 1
Encephalopathy 0 0
Gl hemorrhage 0 2
Bilirubin increase/jaundice 1 2
Hepatic failure 2 0
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TheraSphere™ Yttrium-90 Glass Microspheres
INDICATION FOR USE: TheraSphere is indicated for use as selective intemal radiation therapy (SIRT) for local tumor control of solitary tumors 11 -8cmin dlameter) inp: ith unresed (), Child- Pugh Score A dirhosis, well-
liver function, invasion, and goo tatus. CONTRAINDICATIONS: TheraSphere i in patients: whose Ibumir arterial perfusion scintigraphy shows any deposition
tothe gastrointestinal tract that may not be corrected by angiographic techniques » who show shunting of| blood tothelungs that could resultin dehvervof grealer than16.5 mCi (0 61 GBq) of Y90 to the \ungs Radiation pneumonitis has been seen rarely in patients
receiving doses to the lungs greater than 30 Gy in a single treatment. » in whom hepatic artery wwh vascular * who have pulmonary insufficiency (conventionally defined by an
arterial oxygen pressure (Pa,02) of < 60 mmHg, or oxygen saturation (Sa,02) of < 90%) or severe liver dysfunmon including hepa{\( ident ascites or treatment i for asctes  with portal vein thrombosis (PVT) Type 4 involvement
and lack of T-99m MAA deposition on the PVT seen on the Tc-99m MAA imaging with >70% tumor inthe liver e with ties or pour overall health (e.g., E(OG performan(e status rating > 2) which may make the patient a poor candidate for
locoregional radiation treatment. » who are pregnant. WARNINGS: The i treatment, high-risk fac haracteri assodiated with its deemed possibly related to use of the device: infiltrative tumor type  tumor OS O
nodules too numerous to count  AST or ALT > 5 times ULN » bilirubin > 2 mg/dL tumorvolume> 50% comb\ned with albumin <3 g/dL. Keepthe TheraSphere dose vial upright and stored i its lead pot before and during patient treatment, except as required for
radiation measurement. Do not open the dose vial acrylic shield prior to patient treatment. Post-treatment, waste materials require caution to prevent contamination and beta sh\eldlng due to residual glass microspheres. PRECAUTIONS GENERAL PRECAUTIONS: Asin
any intra-arterial pm(edure aseptic tethmque should be practiced, and care should be taken to ensure minimum patient. posure to therapeutic objective.  Consideration of patient; ining the type and
volume of fluid o' itheter to avoid electrolyte imbalance, fluid shift, and hyperglycemia. » It is important to avoid any aggressive arterial procedure that may lead to arterial spasm that impairs TheraSphere distribution into the perfused liver target volume
which may lead to underdosing or non- target deposw\\on of TheraSphere PRECAUTION N PATIENTS WITH IMPAIRED LIVER FUNCTION: No efficacy or safety data from the LEGACY study are available to support the use of the device in patients with Child-Pugh score B or Ad : f fi life"
Ccirhois,PRECALTION INVULNERABLE PATENTS: No efictiveness or afty dataare avable o support he use o th deic i hiien o bea- eeing viomen, ENDOCRINE DISRUPTION, CARCINOGENICITY, MUTAGENICITY, OXICTY TO REPRODUCTION: dlly vancing science for lire
the use of this radioactive device in women of childby pability should be p d the first 10) days fo\lowmg the onsetof menses. RADIATION SAFETY: Rad\oanwe d y by healthar who
are qualified by specific training in the safe use and wh perience and training have been agency h radionuclides. » Asin the use of any radioactive material,
ensure minimum radiation exposure to the patient extraneous to the therapeuntobjemve and m ‘minimize radiation exposure to workers and mhers in contact with the patient. RELEASE AND POST-TREATMENT PRECAUTIONS: Post treatment patient care: use universal . .
precautions for body fluid contact. Trace Y-90 may be detectible in blood and dispose a fluids. The radiation field is expected to be less than 1 mrem/h (10 uSv/h) at 3 ft (1 m) from the patient's abdomen. Supplemental Peri phera | Interventions
shielding and segregation of the patient are not required to maintain exposure to others below requlated fimits. » Release instructions; The patient should follow good hygiene (e.g., proper hand washing). Caregivers, family, and others do not require restrictions on 300 Bost Scientific W.
patient contact; however, they can minimize their radiation exposure by avoiding prolonged time F>12 hours per day) within 11t(0.3 m) of the patient’s abdomen for the first week post therapy. Patients should be advised that radiation emitted from the patient may oston >cientinc vay
be detectible at security screening (e.g., international travel). » Spedial precautions post- Ifthe panent require: urgery, medical ment or treatment regarding any part of their thorax or abdomen within first 2 weeks of treatment, Marlborou g h MA 01752-1234
the patient should advise the hospital and treating physman of theV 90 TheraSphere implant. The phy eir radi taff for d disposal ofliver tissue. » Spet\al liver tissue handling: Special liver tissue handling may be required '
for post-treatment surgery, explant, or transplant implanted in the \wertlssue D\s(lnsure of will be required if i d. POTENTIAL ADVERSE EVENTS: The use of this product leads to . i ific.
iradiation of both tumorous and normal liver tissue. Asa resull pallents with compromised liver funmon may be at greater risk of liver function impairment and he d lications. Clinical side effects within the first 4 to 6 weeks after wwuw.bostonscientific.com
treatment. Based on clinical trial data, I market surveillance, a D ly associated with treatment using Y-90 microspheres, including TheraSphere may indude the following: Allergic reaction » Altered liver function, acute or . .
chronic « Anorexia » Anxiety « Ascites « Bile Ductinjury ] o Chills/ rigors s ( i y orinfectious) « Colits » Death « Dehydration « Diarrhea # Dizziness ¢ Dyspnea- Edema Fany IO(atlon)-E\ectm\vleabnorma\mes- Elevated To order Pr oduct or for more information
BUN/creatinine e Fall » Fatigue e Fever ¢ bleeding / inal ulcer or ulceration ¢ Hepatic failure # Hiccups ion e t W nsi Infemon (any location)  Liver failure, acute or chronic s .
Lymphopenia » Malaise « Mood alteration e Muscle weakness « Nausea » Neutropenia » Pain (any location) e Pancreatiti « Platelet count abnormalities » Pleural effusion « Portal st liver contact customer service at 1.888.272.1001.
« Pulmonary fibrosis » Radiation hepatitis » Radiation induced disease, acute « Radio Embolization Induced Liver Disease (REILD) Sepsis® arrhythmia e Thrombosis (arterial 'venous) «Tumori (including tumor edema] . Tumor lysis
syndrome » Vomiting » Weight loss. Complications related to the administration procedure itself may include: Allergic reaction: Arterial injury including vessel dissection ¢ Aspiration pneumonia 19/ atsite o C © 2021 Boston Scientific Corporation

distension e Fatigue » Flushing « Infection » Nausea » Nerve damage. CAUTION: Federal (USA) law restricts this device to sale by or on order of a physician. P-992004-AA
or its affiliates. All rights reserved.

Nole Dose to the liver does not exceed 150 Gy. Th fan should take the above-noted Pre-treatment High Risk Factors into consi for each patient when making decisions regarding the use of Th for treatment.
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