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Trifluridine/tipiracil (TT) is an orally administered combination of the thymidine-based nucleoside ana-
logue trifluridine and the thymidine phosphorylase inhibitor tipiracil hydrochloride, which increases the
bioavailability of cytotoxic trifluridine. Encouraging antitumor activity of first-line TT + bevacizumab (TT-
B) has been observed in a Phase Il study in patients with unresectable metastatic colorectal cancer ineli-
gible for combination oxaliplatin- or irinotecan-based therapy. Here, we describe the design of SOLSTICE
(NCT03869892), an open-label, Phase Il trial in unresectable metastatic colorectal cancer patients who
are not candidates for, or do not require, intensive therapy. The 854 patients were randomized 1:1 to re-
ceive first-line TT-B versus capecitabine + bevacizumab. The primary objective is to demonstrate superior
progression-free survival with TT-B over capecitabine + bevacizumab. The first patient was enrolled in
March 2019.

Lay abstract: Trifluridine/tipiracil is an oral chemotherapy drug combination that acts by affecting the
DNA of tumor cells. In a previous study, initial (first-line) treatment with trifluridine/tipiracil plus the
tumor-starving (anti-angiogenic) drug bevacizumab was effective in patients with metastatic colorectal
cancer that could not be surgically removed (i.e., was unresectable) and who could not receive intensive
therapy. The SOLSTICE trial is designed to compare the efficacy and safety of first-line trifluridine/tipiracil
+ bevacizumab versus another treatment, capecitabine + bevacizumab, in patients with unresectable
metastatic colorectal cancer who are not candidates for intensive therapy.

First draft submitted: 29 November 2019; Accepted for publication: 19 December 2019; Published
online: 9 January 2020
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Colorectal cancer (CRC) is the third most commonly diagnosed cancer and the second leading cause of cancer-
related death worldwide [1]. Approximately 20-30% of patients with CRC present with metastases at diagnosis,
and despite surgery & adjuvant chemotherapy nearly 25% of patients presenting with stage I-I11I CRC will develop
metastases, which contributes to the high mortality rates associated with the disease [2-4]. The 5-year survival rate
for patients with localized disease is 90%, decreasing to 71% and 14% for patients for patients with regional and
distant metastases, respectively [s].

Selection of treatment for metastatic CRC (mCRC) is dependent on disease- and patient-related factors such
as the disease stage at presentation, the extent of metastatic spread, performance status (PS) and the presence
of comorbidities [4,6]. Whereas potentially curative surgery is the treatment of choice for patients with resectable
disease, treatment goals for patients with unresectable mCRC are typically not curative but include tumor shrinkage
(in patients with high tumor burden), disease control and prevention of tumor progression with prolongation of
survival and maintenance of quality of life (QOL) [4].
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Standard first-line treatment options*

FOLFOX = bevacizumab
e FOLFOX = cetuximab or
panitumumab$

FOLFIRI = bevacizumab
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o Infusional 5-fluorouracil =
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¢ Cetuximab or panitumumab$

Figure 1. Standard first-line therapy options for patients with metastatic colorectal cancer. First-line options are
based on European Society for Medical Oncology, National Comprehensive Cancer Network and Japanese Society for
Cancer of the Colon and Rectum guidelines [4,7,8].

*A patient with good tolerance for standard oxaliplatin- and/or irinotecan-containing chemotherapy in combination
with targeted therapy for whom tumor shrinkage would be potentially beneficial.

fIncludes patients with low tumor burden (intensive treatment not necessary for impending clinical threat), those for
whom conversion to resectability is not possible, and those assessed as unfit for intensive therapy (i.e., frail with
comorbidities) who may benefit from treatment other than best supportive care alone.

fChemotherapy may be administered alone, but unless contraindicated, combination therapy with targeted agents
(i.e., bevacizumab, cetuximab, or panitumumab) is recommended.

$Only patients with wild-type KRAS/NRAS/BRAF and left-sided tumors should be treated with cetuximab or
panitumumab.

9Reserved for very fit and motivated patients where tumor shrinkage is the goal.

CAPEOX: Capecitabine + oxaliplatin; FOLFIRI: Infusional 5-fluorouracil + leucovirin + irinotecan; FOLFOX: Infusional
5-fluorouracil + leucovorin + oxaliplatin; FOLFOXIRI: Infusional 5-fluorouracil + leucovorin + irinotecan + oxaliplatin.

Patients with unresectable mCRC are divided into two groups and their treatment is selected according to
whether or not they are candidates for an intensive treatment approach (Figure 1) (4,7,8]. Fluoropyrimidines are the
cornerstone of treatment for mCRC [9], and standard first-line intensive therapy for patients with metastatic disease
involves doublet or triplet cytotoxic chemotherapy regimens comprising a fluoropyrimidine plus oxaliplatin and/or
irinotecan administered in combination with either a VEGF inhibitor (bevacizumab) or an anti-EGFR inhibitor
(cetuximab or panitumumab) [4,7,8]. Combination therapy with a fluoropyrimidine compound and bevacizumab is
the standard first-line treatment option for patients with unresectable mCRC who are not candidates for intensive
chemotherapy but may benefit from treatment other than best supportive care alone [4,7,8]. Anti-EGFR therapy
may be considered for patients with left-sided RAS/BRAF wild-type tumors (4,7,8].

Patients with mCRC who are not candidates for intensive therapy are often frail and/or elderly with comorbidities
or with a low unresectable tumor burden and are therefore under-represented in clinical trials, which has led to a
lack of innovative therapies for this population of patients [10-15]. There is therefore a clear unmet need for effective
first-line treatment options for patients with mCRC who are not candidates for intensive therapy.
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Trifluridine/tipiracil & bevacizumab

Trifluridine/tipiracil (FTD/TPI) is an oral formulation of the thymidine-based nucleoside analogue trifluridine
(FTD) and the thymidine phosphorylase inhibitor tipiracil hydrochloride (TPI) at a molar ratio of 1:0.5 (16]. FTD is
the active component of FTD/TPI, and by preventing rapid degradation of FTD to an inactive form by thymidine
phosphorylase after oral administration, TPl improves systemic exposure to cytotoxic FTD [16]. The cytotoxic
mechanism of action of FI'D differs from that of the fluoropyrimidines, which act primarily as inhibitors of
thymidylate synthase, the rate-limiting enzyme in the synthesis of DNA [16,17]. After phosphorylation by thymidine
kinase, FTD is incorporated into DNA after further phosphorylation, resulting in DNA dysfunction (16]. FTD
incorporation in DNA appears to be primarily responsible for the drug’s anticumor activity [16,18,19]. On the basis
of results from the global double-blind Phase III RECOURSE trial, which showed a significant overall survival
(OS) benefit with FTD/TPI compared with placebo in heavily pretreated patients with mCRC 201, FTD/TPI
monotherapy is approved in the EU, USA, Japan and other countries for the treatment of patients with mCRC
refractory to standard therapies [21,22].

The VEGF-targeted agent bevacizumab inhibits angiogenesis and may normalize tumor vascular function,
thereby improving tumor blood supply [23]. This may facilitate increased accumulation of FTD and its subsequent
phosphorylation in tumors during combination therapy with FTD/TPI + bevacizumab (TT-B) (19,24]. Compared
with FTD/TPI alone, the enhanced antitumor activity and increased phosphorylated FTD levels observed with
TT-B in CRC xenograft models suggest that bevacizumab increases FTD accumulation in tumor cell DNA [19].
Increasing the concentration of FTD in tumors without increasing systemic exposure, as appears to occur during
TT-B therapy [19,24], may optimize antitumor activity while minimizing toxicity.

The Phase 1/II C-TASK-FORCE trial of TT-B in patients with unresectable mCRC refractory to standard
therapies showed encouraging antitumor activity and manageable toxicity of the combination regimen [24). The
primary study end point of progression-free survival (PES) at 16 weeks was 42.9% for the 21 patients in the
primary analysis set [24], which exceeded a prespecified threshold based on a trial of FTD/TPI monotherapy for
pretreated mCRC [25]. The median OS in C-TASK-FORCE was 11.4 months (95% CI: 7.6-13.9) [24]. These
promising results with TT-B in heavily pretreated mCRC patients led to the initiation of the randomized, open-
label, Phase IT TASCOL trial (NCT02743221) to evaluate the efficacy and safety of first-line therapy with TT-B
or capecitabine + bevacizumab (C-B) in 154 patients with unresectable mCRC who were not eligible for intensive
therapy 26]. In a preliminary analysis from this ongoing trial, median PFS was 9.2 months with TT-B and
7.8 months with C-B (hazard ratio [HR]: 0.71; 95% CI: 0.48—1.06). Preliminary median OS was 18 months with
TT-B, and 16.2 months with C-B (HR: 0.56; 95% CI: 0.32—0.98). The overall response rate (ORR) was 33.8%
with TT-B and 30.3% with C-B, and the disease control rate (DCR) was 85.7 and 77.6%, respectively. TT-B had
a manageable safety profile, with more hematological toxicities and nausea and vomiting than C-B, but a lower rate
of hand—foot syndrome [26].

Overall, the preliminary efficacy and safety findings of TT-B for the first-line treatment of mCRC in patients
who are not candidates for intensive therapy observed in the TASCOL1 trial are highly encouraging. A confirmatory
Phase III trial is therefore warranted in this first-line setting.

SOLSTICE trial

We describe the design of the randomized, open-label, global Phase III SOLSTICE trial (NCT03869892), which
will compare TT-B with C-B for the first-line treatment of patients with unresectable nCRC who are not candidates
for intensive therapy.

Objectives

The primary objective of the SOLSTICE trial is to demonstrate the superiority of first-line therapy with TT-B
over C-B with regard to investigator-assessed PFS. The key secondary objective is to demonstrate superior OS with
TT-B versus C-B. Other secondary objectives are to confirm the clinical benefit of treatment of mCRC with TT-B
versus C-B by evaluating ORR, and to compare the safety and the impact on QOL of the two treatment regimens.
Additionally, the trial has an exploratory objective to compare the efficacy of TT-B and C-B according to RAS,
BRAFG600E and mismatch repair status.

future science group www.futuremedicine.com 23



Clinical Trial Protocol  André, Saunders, Kanehisa et al.

Key eligibility criteria

All patients must be aged >18 years, have histologically confirmed, previously untreated, unresectable mCRC and
not be a candidate for standard full-dose combination chemotherapy with irinotecan or oxaliplatin according to
the investigator’s judgment. Reasons for noneligibility to these standard treatments could be, but are not limited to,
age, PS, low tumor burden, comorbidities or nonclinical reasons. Patients who have received any previous systemic
anticancer therapy for unresectable mCRC are not permitted, but previous adjuvant or neoadjuvant chemotherapy
is permitted if the patient was disease-free for >6 months after completion of chemotherapy. Patients must have
>1 measurable metastatic lesion, as defined by Response Evaluation Criteria in Solid Tumors (RECIST), and no
symptomatic central nervous system metastases. Patients must also have an Eastern Cooperative Oncology Group
(ECOG) PS score of 0-2 and an estimated life expectancy of >12 weeks. RAS mutation status must be known
or determinable based on local biological assessment of tumor biopsy. Tumors will be assessed for the presence
of wild-type KRAS (exon 2, 3 and 4) and /NRAS (exon 2, 3 and 4) or KRAS and NRAS mutants (any exon and
any mutation). Additionally, patients must have adequate renal (creatinine clearance >50 ml/min), hepatic and
hemartologic function, and if other malignancies, in remission for >5 years. Excluded comorbidities are clinically
significant cardiovascular disease (New York Heart Association class III or IV congestive heart failure, severe/unstable
angina, stroke or myocardial infarction in the previous 6 months, uncontrolled diabetes mellitus, hypertension or
arrhythmia); interstitial lung disease; severe or uncontrolled active infections; serious nonhealing wounds, ulcers
or bone fractures; and deep vein thromboembolic event <4 weeks before randomization. No major surgery is
permitted <4 weeks before randomization. Previous radiotherapy is permitted if completed >4 weeks before
randomization and >1 measurable lesion is excluded from the field. Concurrent systemic immunosuppressive
therapy is not permitted, although steroids administered in a prophylactic setting or at a chronic low dose are
allowed.

Study design

SOLSTICE is a randomized, open-label, multicenter Phase III trial. Enrollment began in March 2019 and is
ongoing. Patients are being recruited at 200 sites in 25 countries: Argentina, Australia, Austria, Brazil, Bulgaria,
Czech Republic, Denmark, Estonia, France, Germany, Hungary, Ireland, Italy, Latvia, Lithuania, Poland, Portugal,
Romania, Russia, Slovakia, Spain, Sweden, The Netherlands, Ukraine and the UK. Patients will be randomly
allocated to treatment in a 1:1 ratio to receive TT-B or C-B, with randomization stratified by ECOG PS (0
vs 1 vs 2), tumor localization (right vs left) and reason for noneligibility for intensive therapy due to clinical
condition (elderly, comorbidities, ECOG PS) or nonclinical condition (low tumor burden, patient’s preference,
other). Treatment with TT-B or C-B will continue until radiologic or clinical disease progression, unacceptable
toxicity or other reasons for discontinuation (Figure 2).

The primary end point is PFS assessed by the investigator. To detect any bias in the investigator assessment of
radiologic images, an additional Blind Independent Central Review (BICR) of PES will be performed on a random
sample of 300 patients. If the independent Data Monitoring Committee finds that there is inadequate concordance
between BICR and investigator-assessed PFS, a BICR will be performed for all patients. The key secondary end
point is OS. Other secondary end points include ORR and DCR, QOL assessments, safety and tumor biomarkers.

Evaluations

Antitumor response assessments via computed tomography or MRI are scheduled every 8 weeks after randomization
until radiologic disease progression, death or initiation of a new anticancer treatment. Safety will be assessed
throughout the study and adverse events graded based on National Cancer Institute Common Terminology Criteria
for Adverse events v.4.03. QOL is assessed every 6 weeks after randomization using the European Organization
for Research and Treatment of Cancer core QOL questionnaire and the 5-level EQ-5D questionnaire [27,28].
At baseline, patients will also undergo Comprehensive Geriatric Assessment (CGA) using the G8 questionnaire
(patients >70 years old) and Charlson Comorbidity Index [29,30].

Statistical analysis methods

As the sponsor of the SOLSTICE trial, IRIS (Institut de Recherche Internationale Servier) will be responsible for
data collection and analysis. Intent-to-treat analysis of all efficacy end points will be performed for the full analysis
set, which comprises all randomized patients, according to the treatment group to which they were randomized.
The planned sample size of this trial (n = 854) is driven by the primary end point of PES, which is defined as the
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TT-Bf
Trifluridine/tipiracil / \
35 mg/m?2 bid po d1-5 + 8-12 g4w
+ Primary endpoint:
Bevacizumab 5 mg/kg IV d1 + 15 * PFSS
Previou_sly untr_eated (n = 427) Key secondary endpoint:
patients with . 08
unresectable mCRC
who are not @ Secondary endpoints:
candidates for * ORR*
intensive therapy e DCR”
(n =854) Cc-Bt e DOR't
Capecitabine* » Safety/tolerability
1250 or 1000 mg/m? bid po d1-14 q3w e QOL#

+
Bevacizumab 7.5 mg/kg d1 q3w \ /

(n =427)

Figure 2. SOLSTICE trial design.

*Stratified by ECOG performance status (0 vs 1 vs 2), tumor localization (right vs left) and the reason why the patient
is not a candidate for intensive therapy (clinical condition vs nonclinical condition).

fTreatment continued until radiologic or clinical disease progression, unacceptable toxicity, conversion to resectable
mCRC or other reason for discontinuation.

#The choice of the starting dose of capecitabine (either 1250 or 1000 mg/m? bid) was at the investigators discretion.
$Time from randomization to the date of investigator-assessed radiologic tumor progression (according to RECIST 1.1
criteria) or death from any cause.

9Time from randomization to the date of death due to any cause.

#The proportion of patients with objective evidence of CR or PR (according to RECIST 1.1 criteria) as assessed by the
investigator.

**The proportion of patients with objective evidence of CR, PR or SD (according to RECIST 1.1 criteria) as assessed by
the investigator.

1 The time from the first documentation of CR or PR to the first documentation of tumor progression as assessed by
the investigator, or death due to any cause.

H Assessed using EORTC QLQ-C30 and EQ-5D-5L questionnaires.

bid: Twice daily; C-B: Capecitabine + bevacizumab; d: Day; DCR: Disease control rate; CR: Complete response; DOR:
Duration of response; ECOG: Eastern Cooperative Oncology Group; EORTC QLQ-C30: European Organization for
Research and Treatment of Cancer core quality of life; EQ-5D-5L: 5-Level EQ-5D; IV: Intravenous; mCRC: Metastatic
colorectal cancer; ORR: Overall response rate; OS: Overall survival; PFS: Progression-free survival; po: Oral; PR: Partial
response; gxw: Every x weeks; QOL: Quality of life; R: Randomization; RECIST: Response Evaluation Criteria in Solid
Tumor; SD: Stable disease; TT-B: Trifluridine/tipiracil + bevacizumab; TTF: Time to treatment failure.

time from randomization to the date of investigator-assessed radiologic tumor progression (according to RECIST
1.1 criteria) or death from any cause. For patients who were lost to follow-up without radiologic progression or
reached the time point of analysis without a known record of death or radiologic progression, PFS will be censored
at the date of last evaluable tumor assessment. A maximum of 628 PES events will be required for the primary
analysis to detect an HR of 0.77 with 90% power using a log-rank test and a 2-look group sequential design at
one-sided cumulative 2.5% level of significance. The median duration of PES is expected to be around 7.5 months
with C-B and 9.7 months with TT-B. Based on the assumption that enrolment will continue for 18 months, and
that about 10% of the subjects will have dropped out when reaching 36 months since the randomization, a total
of 854 patients randomized in a 1:1 ratio will be needed to observe the 628th PFS events 10 months after the last
patient randomization (follow-up duration for PES analysis). To ensure 80% power to detect an HR of 0.79 in the
OS analysis, OS will be tested 27 months after the randomization of the last patient (follow-up duration for OS
analysis). The statistical methodology for the interim PFS analysis will be based on group sequential methodology
with stopping boundaries defined by a-spending function due to Lan Demets (1983) with O’Brien—Fleming type
stopping boundary.

The primary hypothesis is that TT-B is superior to C-B in terms of PES, and the key secondary hypothesis is that
TT-B is superior to C-B in terms of OS. The primary and key secondary efficacy analyses will be the comparison
of the distribution of PFS/OS between the two treatment groups using stratified log-rank tests at one-sided 2.5%

future science group www.futuremedicine.com 25



Clinical Trial Protocol  André, Saunders, Kanehisa et al.

levels of significance. HRs for PES and OS and corresponding 95% Cls will be estimated using stratified Cox
proportional hazard models, with strata based on the randomization stratification factors as obtained through an
interactive web response system.

In order to maintain an a-control of the 2.5% level of significance, OS will be tested in a hierarchical approach
meaning that OS will be tested only if PES is proven to be statistically significant. Other efficacy measures will be
compared between treatment arms using Fisher’s exact test and Clopper—Pearson Cls (ORR and DCR), or analyzed
using Kaplan—Meier methodology and compared between treatment groups with a stratified log-rank test. All safety
and QOL measures will be assessed using descriptive statistics by treatment arm.

Ethical considerations

SOLSTICE is being conducted in compliance with the trial protocol, and in accordance with the ethical principles
of the Declaration of Helsinki, good clinical practice and applicable regulatory requirements. All patients enrolled
in the trial are required to provide written informed consent.

Discussion & future perspectives

There is currently no standard detailed definition of the population of patients with unresectable mCRC who
are not candidates for intensive systemic therapy. This may be partly the result of a lack of rigorous criteria for
the age cut-off defining ‘elderly’ patients, assessments to define ‘frailty’ and the definition of ‘low’ tumor burden.
The choice of nonintensive therapy may be, in some cases, according to patient preference using a possible
sequential approach (e.g., start with a single agent and bevacizumab, and move onto doublet + targeted therapy
in the event of progression). International treatment guidelines refer to inappropriate candidates for intensive
therapy in general terms as those who will be unable to tolerate standard-dose combination therapy with a
fluoropyrimidine + oxaliplatin or irinotecan, those for whom intensive treatment is not necessary and where the
goal is disease control, and those refusing intensive treatment for personal reasons [4,7,8]. Categorization of patients
with unresectable mCRC as candidates for intensive therapy is therefore a subjective decision-making process that
relies on the treating physician’s evaluation of suitability for therapy [10,12]. This represents a major challenge when
selecting the most appropriate treatment option for patients with unresectable mCRC.

Although CRC is predominantly a disease of older age (i.¢., >65 years) [5], the elderly patient population presents
considerable heterogeneity with regard to comorbidity and functional status [13], such that a patient’s biological age
may not match their chronological age (31]. Moreover, the definition of elderly (=65, >70 or >75 years) differs
in the published literature. Therefore, first-line treatment decisions for patients with unresectable mCRC should
not be guided by age criteria alone, and should also take into account the patient’s CGA results, PS, comorbidities,
tumor characteristics, the extent of metastases and their own individual preferences [12,31,32]. In the SOLTSTICE
study, the population of patients with low tumor burden mCRC may be defined as those with numerous small
unresectable metastases, for example, CRC with numerous, but only, lung metastasis [33].

There is consensus among international treatment guidelines that combination therapy with a fluoropyrimidine
plus bevacizumab is a first-line treatment option for patients with unresectable mCRC for whom more intensive
treatment is not appropriate [4,7,8]. Although this recommendation is supported by data from randomized trials, eli-
gibility criteria were often poorly defined in these studies in relation to suitability for intensive therapy. However, the
studies included some degree of patient selection (e.g., conducted in an exclusively elderly population rather than the
full range of patients who are not candidates for first-line intensive therapy), but the CGA/comorbidity assessment
was generally not described (11,13). Fluoropyrimidine monotherapy or reduced-dose fluoropyrimidine + oxaliplatin
or irinotecan chemotherapy doublets may be used as first-line alternatives to fluoropyrimidine + bevacizumab ther-
apy for mCRC patients assessed as unfit to receive intensive first-line chemotherapy 4,7,13]. Given the limited range
of treatment options for these unfit patients, the optimal second-line approach is not clear and use of second-line
treatment is uncommon, with patients tending to go on to receive best supportive care once they have progressed
on first-line therapy [(4,7,13,34].

As well as providing confirmatory evidence of the efficacy and safety of first-line therapy with TT-B in a large
international population of patients with unresectable mCRC assessed as being ineligible for intensive therapy, the
SOLSTICE trial will collect exhaustive information on this patient population, including demographic data, CGA
assessment data and data on tumor characteristics and poststudy anticancer therapies. Reasons for ineligibility for
intensive chemotherapy as assessed by the SOLSTICE investigators may include, but are not limited to, age, PS, low
tumor burden, comorbidities and nonclinical reasons, such as patient preference. The SOLSTICE trial population
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will therefore include a wide range of patients assessed as being inappropriate candidates for intensive therapy, and
will help to provide insights into the appropriate selection of treatment for patient subgroups according to variables
such as age (<70 vs >70 years), number of metastatic sites (1-2 vs >3), CGA results (G8 questionnaire score <14
vs >14 in patients >70 years old, Charlson comorbidity index score 0 vs 1-2), ECOG PS (0, 1 vs 2), location of
primary disease (left vs right), BRAF/RAS (wild-type vs mutant) and MSI status (high vs low).

Ultimately, it is hoped that the results of the SOLSTICE trial will provide a much-needed new first-line treatment
option for all patients with unresectable mCRC who are ineligible for intensive systemic therapy (ineligibility to
combination therapy could be linked to the patient’s condition, comorbidities, or a low tumor burden not requiring
intensive chemotherapy). The SOLSTICE trial is the first opportunity to evaluate TT-B in the first-line treatment
of unresectable CRC in a large Phase III clinical study.

Executive summary

e Treatment for patients with unresectable metastatic colorectal cancer (mCRC) is selected according to whether or
not they are candidates for an intensive treatment approach.

e First-line intensive therapy for unresectable mCRC involves chemotherapy with a fluoropyrimidine + oxaliplatin
and/or irinotecan administered in combination with targeted therapy (e.g., bevacizumab or
cetuximab/panitumumab for wild-type RAS tumors).

e Combination therapy with a fluoropyrimidine + bevacizumab is the recommended first-line treatment for
patients with unresectable mCRC who are not candidates for intensive chemotherapy.

e Patients with mCRC who are not candidates for intensive therapy are often frail and elderly, and
under-represented in clinical trials, so their treatment choices are limited.

Trifluridine/tipiracil & bevacizumab

e Trifluridine/tipiracil (FTD/TPI) is an oral formulation of the thymidine-based nucleoside analogue trifluridine and
the thymidine phosphorylase inhibitor tipiracil hydrochloride, which increases the bioavailability of cytotoxic FTD.

e FTD/TPI is expected to be active in patients refractory to fluoropyrimidine-based therapy as the cytotoxic
mechanism of action of FTD differs from that of fluoropyrimidines

e FTD/TPI monotherapy is approved in the EU, USA and Japan for the treatment of patients with mCRC refractory
to standard therapies.

e In preclinical studies, bevacizumab enhanced the antitumor activity of FTD/TPI in human CRC xenografts.

e In the Phase Il TASCO1 trial, patients with unresectable mCRC who were not eligible for intensive therapy
(n = 154) were randomized to treatment with FTD/TPI + bevacizumab (TT-B) or capecitabine + bevacizumab
(C-B). In preliminary TASCO1 results, TT-B had a manageable safety profile, and median progression-free survival
was 9.2 months with TT-B versus 7.8 months with C-B (hazard ratio: 0.71; 95% confidence interval: 0.48-1.06).

SOLSTICE trial

e SOLSTICE is a randomized, open-label, global, Phase Ill trial.

e Eligible patients should have previously untreated, unresectable mCRC and should not be candidates for standard
full-dose oxaliplatin- or irinotecan-containing combination chemotherapy (ineligibility to combination therapy
could be linked to the patient’s condition, comorbidities or a low tumor burden not requiring intensive
chemotherapy).

e Patients (planned n = 854) will be randomized 1:1 to receive TT-B or C-B until disease progression or unacceptable
toxicity.

e The primary objective of the study is to demonstrate superiority of TT-B versus C-B with regard to
progression-free survival (primary end point).

e The study will potentially confirm TT-B as a much-needed new first-line treatment option for patients with
unresectable mCRC who are not candidates for intensive therapy.
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