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Co-Primary Endpoints: Secondary Endpoints:

1. PFS 1. OS
2. HPFS 2. ORR/DCR
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CONSORT Diagram|

Patients assessed for eligibility (N = 539)

Excluded (did not meet eligibility criteria) (n = 111)

Patients randomly assigned (n = 428)

Patients assigned to TARE plus chemotherapy (n =215) Patients assigned to chemotherapy only (n=213)
Received TARE plus chemotherapy (n =187) Received chemotherapy only (n=191)
Received TARE only Received TARE plus chemotherapy (n=0)
Received chemotherapy only Received TARE only (n=0)
Did not receive any therapy Did not receive any therapy (n=22)
Patients discontinued or completed the trial (n=213)
. . . . Died (n =153)
Patients discontinued or completed the trial (n =215) .
Died (n = 169) W!thdrew consent (n= 32)a
Withdrawn by investigator or sponsor (n =22)2 WlthQr'awn _by TESI D B sy (n=24)
— ; — Administrative reasons (n=1)
Withdrew consent (n=21)
_ - Lost to follow-up (n=1)
Administrative reasons (n=2) B fad t (n=1)
Lost to follow-up (n=1) g AN . n=
Disease progression and patient withdrawal (n=1)
before survival status determination
Patients included in intention-to-treat population (n = 215) Patients included in intention-to-treat population (n = 213)

Patients included in the safety analysis (n=187) Patients included in the safety analysis (n =207)°
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TARE (N=215)  NTER

Patients receiving TARE 187 (87%)
Reasons for not receiving TARE 28 (13%)

Lung Shunt 4 (1.8%)

Gastrointestinal deposition 6 (2.8%)

Investigator decision 6 (2.8%)

Patient decision 1(0.4%)

Early withdrawal 6 (2.8%)

Missing 5 (2.3%)

Inherent challenge in device trials.
Note: 22 (10.3%) of control group received no therapy
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0 6 12 18 24 30 36 42 48
Time (months)
215 111 29 13 2 1 1 1 0
213 76 9 1 0

Primary Objective: Median PFS:
TARE: 8.0 (95% CI: 7.2-9.2)
Control: 7.2 (95% CI: 5.7-7.6)

HR=0.69, p=0.0013
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Primary Objective: Median hPFS:
TARE: 9.1 (95% CI: 7.8-9.7)
Control: 7.2 (95% CI: 5.7-7.6)

HR=0.59, p<0.0001
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Outcome

TARE (n = 215)
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Control (n = 213)

Best overall response,® No. (%)

CR 2 (0.9) 3(1.4)

PR 71 (33.0) 42 (19.7)

SD 98 (45.6) 110 (51.6)

PD 27 (12:6) 227

Not evaluable or missing 0/17 (7.9) 1 (0.5)/30 (14.1)
ORR

CR plus PR, No. (%) (95% CI)

73 (34.0) (28.0 to 40.5)

45 (21.1) (16.2 to 27.1)

Difference (95% Cl)

12.8% (4.0 to 21.4)

Superiority 1-sided P

.0019

DCR

CR plus PR plus SD, No. (%) (95% Cl)

171 (79.5) (73.6 to 84.4)

155 (72.8) (66.4 to 78.3)

Difference (95% ClI)

6.8% (-1.6 to 15.1)

Superiority 1-sided P

0626

Secondary Objective ORR/DCR:
ORR: 34.0% vs 21.1% (p=0.0019)
DCR: 79.5% vs 72.8% (p=0.626)
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TheraSphere (N=215)

Control (N=213)

OS

Total events (i.e., deaths)

182 (84.7%)

165 (77.5%)

Median OS in months (Cl)

14.0 (11.8, 15.5)

14.4 (12.8, 16.4)

OS rate at 6 months (Cl)

88.5% (83.3%, 92.1%)

87.8% (82.3%, 91.7%)

OS rate at 12 months (Cl)

56.3% (49.2%, 62.8%)

62.4% (55.0%, 68.9%)

HR (CI) 1.07 (0.86, 1.32)
Superiority Log-rank 1-sided 0.7229
p-value

Secondary Objective OS:

14.0 vs 14.4 months (p=0.7229)




Post-Progression Therapy

EDICAL CENTER

ITT population

TheraSphere (N=215)

Control (N=213)

Total Number of Patient receiving

Post Progression mCRC
Treatment @

110 (51.2%)

123 (57.7%)

Chemoembolization 3 (1.4%) 7 (3.3%)
Ablation 1 (0.5%) 6 (2.8%)
Resection 3 (1.4%) 5 (2.3%)
TARE 16 (7.4%) 28 (13.1%)
Other procedure 6 (2.8%) 7 (3.3%)

Systemic Therapy

105 (48.8%)

114 (53.5%)

This is the challenge of OS in trials with CRC
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. Transarterial Radioembolization In
Patients With Unresectable Colorectal
Cancer Liver Metastases

Robert W. Lentz, MD! and Wells A. Messersmith, MD?

S[BLIO}IPD

In summary, the EPOCH trial provides minimal support for
the addition of TARE to standard second-line systemic
therapy in unresectable CLM, as did the FOXFIRE, SIR-
FLOX, and FOXFIRE-Global trials in the first-line setting.
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A Positive IR Trial! OS is the ONLY
Well-constructed thing that matters
Well-executed
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80 Hazard ratio for death, 0.68 (95% Cl, 0.58-0.81)
P<0.001
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0 3 6 9 12 15 18
Months since Randomization
No. at Risk
TAS-102 534 459 294 137 64 23 7
Placebo 266 198 107 47 24 9 3

Trifluridine and tipiracil
HR: 0.68
Increased OS: 1.8 months
Vs. Placebo
NEJM 2015




National

comprehensive NCCN Guidelines Version 1.2020

NOOW\R Cancer
Nt cri Colon Cancer

NCCN Guidelines Index
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CONTINUUM OF CARE - SYSTEMIC THERAPY FOR ADVANCED OR METASTATIC DISEASE®P:°

SUBSEQUENT THERAPY®:P.4 Irinotecan9d + (cetuximab or

panitumumab)®:tu

FOLFIRIY or irinotecan9 (KRAS/NRAS/BRAF WT only)
or or
FOLFIRIY + (bevacizumab®' [preferred] or Regorafenib* | ~
ziv-aflibercept"® or ramucirumab"®) | >
or Trifluridine + tipiracil® I
Irinotecan? + (bevacizumab®" [preferred] or . o
ziv-aflibercept”S or ramucirumab"*S) (INivolumab % ipilimumab] or
pembrolizumab)¥
or (dMMR/MSI-H only)e:ii:k
or
FOLFIRI? + (cetuximab or panitumumab)®tU (TrastUZ_U[nalg'; [pertuzumab
(KRAS/NRAS/BRAF WT only) or lapatinib])®:™ (HER2-
or amplified and RAS WT)
Previous Irinotecan? + (cetuximab or panitumumab)®t' | L gee Subsequent Therapy
oxaliplatin- (KRAS/NRAS/BRAF WT only) )
based therapy|— |or Regorafenib* |
without * |Dabrafenib + trametinib + (cetuximab or e — >
irinotecan panitumumab)®¥ (BRAF V600E mutation Trifluridine + tipiracil® I
positive) N - .
or I ([vaolur_nab * jpilimumab] or
Encorafenib + (cetuximab or panitumumab)® pembrolizumab)" & ik
+ binimetinib (BRAF V600E mutation positive) (dMMR/MSI-H only)®")
or
or (Trastuzumab' + [pertuzumab
or lapatinib])®™ (HER2-
([Nivolumab # ipilimumab] or pembrolizumab)¥ amplified and RAS WT)
(dMMR/MSI-H only)®-i-k
or — See Subsequent Therapy «—
(Trastuzumab' + [pertuzumab or lapatinib])®™
(HER2-amplified and RAS WT)

— See Subsequent Therapy <

Regorafenib*

Trifluridine + tipiracil® |
|

Regorafenib*Y
o
Trifluridine + tipiracilx'yl
[lem

Best supportive care
See NCCN Guidelines
for Palliative Care

See footnotes on COL-D (7 of 13)

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

CcoL-D

Version 1.2020, 12/19/19 © 2019 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.
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Table 4 Key studies on dose-response with *°Y-resin microspheres

76 CRC
15 NET

MEDICAL CENTER

Study Population Activity Lesion dosimetry  Response assessment Results
prescription assessment
method
van den Hoven JChemorefractory mCRC (n=30) [BSA *Y-PET 3D Tumour-absorbed dose quantified on *°Y-PET versus TLG 50% reduction in TLG at 1 month associated with
et al. 2016 voxel-based on '®F-FDG PET prolonged OS
[28] At least 40-60 Gy required to achieve 50% reduction in
TLG
Levillain et al.  JLiver-only mCRC progressing after Partition model ~*°Y-PET 3D TLG for each target lesion measured on FDG PET/CT Cut-offs of 39 Gy and 60 Gy predict non-metabolic
2018 [29] chemotherapy (n=24) voxel-based response and high-metabolic response, respectively
Willowson et al. jUnresectable mCRC progressing odified BSA  °Y-PET 3D Peak standardised uptake value and TLG Approximately 50 Gy derived as the critical threshold for a
2017 [30] despite chemotherapy (n=22) voxel-based significant response (> 50% reduction in TLG)
Stigari et al. Unresectable HCC (n=73) BSA ®Y-BECT 3D CR and PR according to RECIST Median dose to achieve CR/PR was 99 Gy
2010 [31] voxel-based
Hermann etal.  Locally advanced unresectable BSA PmTc MAA Retrospective assessment of OS in group receiving tumour Median OS 14.1 month in those receiving > 100 Gy
2020 [32] HCC (n=121) SPECT 3D radiation-absorbed dose < 100 Gy or>100 Gy Median OS 6.1 months in those receiving < 100 Gy
voxel-based
Garin et al. 2019 HCC with PVT Multiple MIRD and 3D Review of studies using treatment response and OS Predictor of response and OS with a threshold of
[52] voxel-based 100-120 Gy
Levillain et al.  Unresectable and chemorefractory BSA or partition *™Tc-MAA 0S Median OS was 5.5 months when BSA used (mean
2019 [4] ICC (n=58) model SPECT 3D radiation dose to tumour of 38 Gy)
voxel-based Median OS was 14.9 months when partition model was
used (mean radiation dose to tumour of 86 Gy)
Chansanti et al. JUnresectable mNET (n = 15) Partition model  *™Tc-MAA CR and PR according to mRECIST Cut-off of >191.3 Gy for tumour-specific absorbed dose
2017 [33] SPECT MIRD predicted tumour response with 93 % specificity

< 72.8 Gy predicted non-response with 100% specificity

BSA, body surface area; CR, complete response; CT, computed tomography; FDG, fluorodeoxyglucose; *™ Te-MAA, technetium-99 m labelled macroaggregated albumin; HCC, hepatocellular carcinoma;
ICC, intrahepatic cholangiocarcinoma; mCRC, metastatic colorectal cancer; mNET, metastatic neuroendocrine tumour; OS, overall survival; PET, positron emission tomography; BECT, *° Y bremsstrah-

lung emission computed tomography; PR, partial response; 7LG, total lesion glycolysis
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Systemic Therapy ®
Improvements Will Render o
Locoregional Treatments Obsolete
for Patients with Cancer with
Liver Metastases

Satya Das, mp, msci*, Jordan Berlin, mp

Surg Oncol Clin N Am 2021




