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Aim: To evaluate the cost-effectiveness of trifluridine and tipiracil hydrochloride (FTD/TPI) compared with
best supportive care (BSC) or regorafenib for the treatment of patients with metastatic colorectal cancer
who have been previously treated with or are not considered candidates for available therapies includ-
ing fluoropyrimidine-, oxaliplatin- and irinotecan-based chemotherapies, anti-VEGF agents and anti-EGFR
agents in Greece. Methods: A partitioned survival model was locally adapted from a third-party payer
perspective over a 10 year time horizon. Efficacy data and utility values were extracted from published
studies. Resource consumption data were obtained from local experts using a questionnaire developed
for the purpose of the study and was combined with unit costs obtained from official sources. All costs
reflect the year 2017 in euros. Primary outcomes were patients’ life years (LYs), quality-adjusted life years
(QALYs), total costs and incremental cost—effectiveness ratios (ICERs) per QALY and LYs gained. Results:
Total life time cost per patient for FTD/TPI, BSC and regorafenib was estimated to be €10,087, €1,879 and
€10,850, respectively. In terms of health outcomes, FTD/TPI was associated with 0.25 and 0.11 increment in
LYs compared with BSC and regorafenib, respectively. Furthermore, FTD/TPI was associated with 0.17, and
0.07 increment in QALYs compared with BSC and regorafenib, resulting in ICERs of €32,759 per LY gained
and €49,326 per QALY gained versus BSC. Moreover, FTD/TPI was a dominant alternative over regorafenib.
Conclusion: The results indicate that FTD/TPI may represent a cost-effective treatment option compared
with other alternative therapies as a third-line treatment of metastatic colorectal cancer in Greece.
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In Europe, colorectal cancer (CRC) is the most frequently diagnosed cancer and the second leading cause of cancer
death (1. More specifically, CRC was responsible for 215,000 deaths in Europe in 2012 [1]. About 20-25% of
patients with CRC have metastatic disease (nCRC) by the time of diagnosis, and up to 50% will develop metastases
at some point [2]. Moreover, patients with mCRC have a poor prognosis with survival rate being estimated of 5-13%
at 5 years [3].

Multiple treatments such as fluorouracil, oxaliplatin, irinotecan, bevacizumab, cetuximab and panitumumab
have been approved over the last decade for the management of mCRC. However, there was no approved treatment
available for patients who had experienced progression after these standard regimens [4].

Regorafenib was approved by the EMA in 2013 for the treatment of adult patients with mCRC who have been
previously treated with, or are not considered candidates for, available therapies 4]. Clinical trial data from the
placebo-controlled Phase III CORRECT study demonstrated an increase in median overall survival (OS) of 1.4

months (6.4 vs 5.0) for regorafenib (Hazard ratio [HR]: 0.77; 95% CI: 0.64-0.94; p = 0.0052) [4]. Future s
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Figure 1. Structure of the three-health state model.

Recently, an oral agent that combines trifluridine and tipiracil hydrochloride (FTD/TPI), has been shown to be
effective in the treatment of patients with mCRC, leading to a significant survival benefit that is similar to that of
regorafenib, but with limited toxicity and is therefore a potential new option [s].

More specifically, FTD/TPI is indicated for treating adults with mCRC who have been previously treated with
available therapies including fluoropyrimidine-, oxaliplatin- and irinotecan-based chemotherapies, anti-VEGF
agents, and anti-EGFR agents (6]. The Phase III RECOURSE trial 7] results showed a clinically meaningful
increase in median OS of 2 months: 7.1 versus 5.3 for FTD/TPI and placebo, respectively (HR: 0.68; 95% CI:
0.58-0.81; p < 0.0001). Moreover, the Phase II trial (8] results showed an increase in median OS was 2.4 months:
9.0 versus 6.6 for FTD/TPI and placebo, respectively (HR: 0-56; 95% CI: 0-39-0-81; p = 0-0011).

Despite the aforementioned clinical findings, a question arises regarding the relative value for money of FTD /TPI
compared with other alternative therapies given the healthcare costs challenges faced in Greece and in Europe
generally. In this light the objective of the present study was to evaluate the cost—effectiveness of FTD/TPI
compared with best supportive care (BSC), and regorafenib for the treatment of patients with mCRC who have
been previously treated with, or are not considered candidates for available therapies including fluoropyrimidine-,
oxaliplatin- and irinotecan-based chemotherapies, anti-VEGF agents and anti-EGFR agents in Greece.

Methods

A partitioned survival model [9] was locally adapted to evaluate the cost—effectiveness of FTD/TPI compared with
BSC and regorafenib for the treatment of patients with mCRC over a life-time horizon (10 years) in Greece. Primary
outcomes were patients’ LYs, QALYs, total costs and incremental ICERs per QALY and LY gained. The analysis
was conducted from a third-party payer perspective (National Healthcare Fund-EOPYY). An annual discounting
of 3.5% was applied to both effectiveness and cost estimations as that is the standard practice in these studies in
Greece [10-12].

Model structure

The partitioned survival model consists of three health states such as pre-progression, progressed disease and death
as an absorbing state (Figure 1). Patients enter the model at the ‘pre-progression’ health state and remain in this
until disease progression or death. Patient’s transition from the ‘post-progression’” to the ‘pre-progression’ health
state is not permitted. Patients can move to the ‘dead’ state from any other health state.

Patient population

The model considers adult patients who are being treated for mCRC and who have been treated previously with, or
who are not considered candidates for fluoropyrimidine-, oxaliplatin- and irinotecan-based regimens, an anti-VEGF
biological therapy, and an anti-EGFR therapy but who are well enough motivated to receive further treatments.

134

J. Comp. Eff. Res. (2019) 8(3) future science group



Economic evaluation of trifluridine & tipiracil hydrochloride in the treatment of mCRC

Clinical inputs

For the comparison of FTD/TPI versus BSC, the clinical inputs were obtained from a pooled analysis of Phase 111
RECOURSE dlinical trial (7] and Phase II clinical trial (Yoshino ez 4/. (8]). In particular, a meta-analysis was conducted
pooling individual patient data, examining primarily OS and progression-free survival (PFS). The key assumption
made was that, the trials being pooled were similar in all respects. The Phase III clinical trial (RECOURSE) and the
Phase II clinical trial (Yoshino ez al. (8]) were both multicenter, double-blind, 2:1 randomized, placebo-controlled
trials to investigate the efficacy and safety of FTD/TPI. These clinical trials had similar designs, and patients in
both trials had similar disease characteristics at baseline. Also, the pooled results mirrored the individual trials.

As regards the treatment comparison of FTD/TPI versus regorafenib, in absence of head to head clinical trial,
an indirect statistical method proposed by Bucher ez al. (13] was undertaken to estimate the relative efficacy of
regorafenib over FTD/TPI in terms of OS and PFS. More specifically, HRs reported from the CORRECT clinical
trial (4] for regorafenib versus BSC were combined with the HRs reported from the RECOURSE clinical trial [7]
for FTD/TPI versus BSC. Further, these estimates have been used in the recent publication of the model [9].

Safety
Adverse events (AEs) were included in the model to account for the potential cost and quality-of-life burden of

experiencing events while on treatment. The incidence rates of AEs for FTD/TPI, BSC and regorafenib were
extracted from RECOURSE clinical trial (71 and CORRECT clinical trial (4], respectively.

Utility weights

Utility weights are a measure of a patient’s preference of a particular health state and generally range from 0 to
1 where 1 corresponds to perfect health and 0 corresponds to death. The utility values used in the base-case
analysis were taken from CORRECT clinical trial [4] (as the patients in this study had previously been treated for
mCRC and were at the same disease stage). More specifically, the utility values applied in model were 0.73 in the
pre-progression state for FTD/TPI and regorafenib and 0.74 for BSC. In post-progression state, utility value of
0.59 was considered for all the treatments.

Moreover, utility values from the CORRECT clinical trial 4] implied a small disutility (-0.01) for patients who
have not yet progressed and are actively receiving treatment. This small disutility was considered in the model
to account the potential decrement in quality of life associated with receiving active treatment with FTD/TPI
or regorafenib. A disutility attributable to active treatment was used due to the lack of data available to inform
AE-specific utility decrements (i.e., reductions in health utility due to the occurrence of AEs), and was assumed to
be reasonable given the noninferior safety profile of FTD/TPI compared with regorafenib [9].

Cost & healthcare resource use
The economic evaluation was conducted from a third-party payer perspective and as such only healthcare costs
reimbursed by the payer were considered. In particular, the cost inputs considered in the model include: monitoring
cost, which split into progression-free and progressed disease health state cost per cycle, as well as end-of-life care
cost, drug acquisition cost, AE cost and post-progression treatment cost.

To calculate all these costs with the exception of the drug acquisition cost, healthcare resource consumption
as obtained from local experts (oncologists) using a questionnaire developed for the purpose of the study, was
combined with unit costs obtained from official sources. All costs refer to the year 2017 (€).

Drug acquisition costs
The drug acquisition costs were calculated by combining the drug dose of each comparator, as obtained from
summary of product characteristics and validated by local experts with the corresponding reimbursed drug cost.
More specifically, in case of FTD/TPI the recommended starting dose in adults is 35 mg/m?/dose administered
orally twice daily on days 1-5 and days 8—12 of each 28-day cycle as long as benefit is observed or until unacceptable
toxicity occurs. Moreover, the dosing of FTD/TPI was based on patient body surface area, and therefore, estimation
of the body surface area distribution for patients with late-stage mCRC was taken from RECOURSE clinical trial [7].
As for regorafenib the dose of 160 mg (four tablets of 40 mg) taken once daily for 3 weeks followed by 1 week off
therapy, was considered in the model. In this point, it should be mentioned that no drug acquisition cost for BSC
was considered in the analysis (Table 1).
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Table 1. Overview of cost inputs considered in the model.

Description Unit costs (€) Source Ref.
Pre-progression costs

Drug acquisition cost (ex-factory price)

FTD/TPI 15 mg/TAB (pack of 20 TAB) 585.57 Price bulletin issued by the Ministry of Health (9 June 2017)

FTD/TPI 15 mg/TAB (pack of 60 TAB) 1,806.71 Price bulletin issued by the Ministry of Health (9 June 2017)

FTD/TPI 20 mg/TAB (pack of 20 TAB) 802.99 Price bulletin issued by the Ministry of Health (9 June 2017)

FTD/TPI 20 mg/TAB (pack of 60 TAB) 2,408.94 Price bulletin issued by the Ministry of Health (9 June 2017)

Regorafenib 40 mg/TAB (pack of 84 TAB) 2,198.87 Price bulletin issued by the Ministry of Health (9 June 2017)

BSC 0

Monitoring cost per cycle

FTD/TPI-regorafenib 82 Local experts, official website of EOPYY and Government Gazette [14]

BSC

(Law B'2816/22 December 2015)

82 Local experts, official website of EOPYY and Government Gazette [14]
(Law B'2816/22 December 2015)

Post-progression costs

Monitoring cost per cycle 55 Local experts, official website of EOPYY and Government Gazette [14]

(Law B'2816/22 December 2015)

Subsequent treatment cost per patient

FTD/TPI 245 Local experts, drug price bulletin issued by the Ministry of Health [14,15]
on 9 June 2017 and the official website of EOPYY.

Regorafenib 301

BSC 0

End of life care cost 684 Local experts, official website of EOPYY, Government Gazette (Law [14,16]

A’ 262/16 December 2011 drug price bulletin [9 June 2017]) and
DRG tariffs (X 022x & % O3M).

BSC: Best supportive care; DRG: Diagnosis-related groups; EOPYY: National Healthcare Fund; FTD-TPI: Trifluridine and tipiracil hydrochloride; TAB: Tablet.

The reimbursed drug costs of FTD/TPI and regorafenib were calculated on the grounds of the ex-factory prices
(Official Government Gazette, law 1907/15 July 2014), as they were published in the bulletin issued on 9 June
2017 by the Greek Ministry of Health [15] with the relevant discounts implemented by the corresponding legislation
(Official Government Gazette, law 115/7 August 2017) (Table 1).

Monitoring cost

The monitoring cost is split into progression-free and progressed disease health state cost per week. The monitoring
of patients as long as they are on the pre-progressed or progressed health state includes laboratory tests, diagnostic
tests and physician visits. The resources were obtained from two local experts and were combined with the related
unit costs obtained from Government Gazette (Law B'2816/22 December 2015 and law A’262/16 December
2011) and the official website of EOPYY (Table 1) (14]. Based on local experts” advice, the monitoring cost in
pre-progression state is not treatment related but state related.

Adverse events management cost

The cost of AEs management depends on the setting in which they are treated (i.e., inpatient or outpatient). The
percentage of patients requiring hospitalization for AE management was provided by the local experts. Costs for
treating and managing AE in the inpatient setting were obtained from the corresponding DRGs tariffs [16] issued
by the Greek Ministry of Health. Costs related to the management of AEs in an outpatient setting were estimated
by combining the resources consumed, as provided by local experts, with the corresponding unit costs obtained
from the drug price bulletin issued on 9 June 2017 [15] in Government Gazette (Law B'2816/2212-2015, law
A’262/16 December 2011) and the official website of EOPYY [14]. Finally, a weighted cost for the management of
AEs was calculated. In the model, the calculated cost for each AE was combined with the incidence rate of each
AE (Supplementary Table 1, Table 1).
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Progression treatment cost

Following disease progression, patients may either be treated with another treatment or receive BSC. The proportion
of patients distributed to the available treatments after disease progression was provided by local experts to reflect the
most common clinical practice in Greece. More specifically, in the base-case analysis patients treated with FTD/TPI
and regorafenib as a third-line treatment were deemed to move onto regorafenib and FTD/TPI, respectively or
BSC. While, patients treated with BSC will not receive any other treatment.

This cost was applied as a lump sum for patients upon progression. The total costs of post-progression treatment
include the drug acquisition costs of FTD/TPI and regorafenib (as these were mentioned in the pre-progression
state), while the cost of BSC was estimated by combining the resources consumed, as provided by local experts, with
the corresponding unit costs, as derived from the price bulletin issued by the Greek Ministry of Health (Table 1) [15].

End-of-life care cost

To reflect the fact that individuals incur additional resources shortly before death, all patients who die in the model,
regardless the treatment option incur an additional resource use representing the ‘end-of-life’ care. The cost of
the ‘end-of-life’ care depends on the setting in which this kind of care is provided in Greece (i.e., inpatient or
outpatient). The percentage of patients requiring hospitalization for ‘end-of-life care’ was provided by local experts.
The cost of inpatient ‘end-of-life’ care was obtained from the corresponding DRGs tariffs [16] issued by the Greek
Ministry of Health. On the other hand, the cost of ‘end-of-life’ care provided in an outpatient setting was estimated
by combining the resources consumed, as provided by local experts, with the corresponding unit costs obtained
from the drug price bulletin issued by the Greek Ministry of Health (Table 1) [15].

Data analysis

The aforementioned approach and data were used to calculate mean estimates of life-time costs and QALYs for
each comparator. The cost—effectiveness of FTD/TPI was evaluated by calculating the incremental cost per QALY
gained (ICER). For a treatment to be considered cost-effective, a Willingness-to-pay (WTP) threshold of €51,000
per QALY was used in the current analysis. This is based on the WHO guidelines that state that a treatment should
be considered cost-effective if the ICER is between 1 to 3 times the Gross domestic product (GDP) per capita of
that country and a treatment is considered highly cost-effective at <1 times the GDP per capita [17]. The GDP
per capita in Greece was estimated at €17,000 taken from the International monetary fund estimation of GDP per
capita using current prices [18].

To assess the impact of the assumptions considered in the base-case analysis, one-way sensitivity analysis (OWSA)
was undertaken to test the robustness of the results by varying individual parameters between low and high values.
If Cls, or similar, have been reported these were used in the OWSA, otherwise, if the parameter uncertainty was
unknown a standard 20% variation was used.

Probabilistic sensitivity analysis (PSA) assesses the stochastic parametric uncertainty, which is a technique that
provides an estimate of the joint uncertainty of costs and effectiveness in the simulation by assigning probabilistic
distributions to key input parameters, recursively resampling new values for each parameter from their respective
distribution, and subsequently estimating the costs and effectiveness of each intervention based on the new values.
This process is repeated multiple times to provide an estimate of the uncertainty surrounding the cost—effectiveness
of interventions. Hence, simulation modeling was used to run 1000 analyses in order to be able to construct
cost—effectiveness acceptability curves, which indicate the likelihood of the incremental cost per QALY to fall below
specified thresholds.

In addition, different time horizons (8, 6 and 4 years) were tested and compared with base-case analysis.

Results
Deterministic results
The base case analysis showed that over a lifetime horizon (10 years), the total lifetime cost per patient for FTD/TPI,
BSC and regorafenib was estimated to be €10,087, €1,879 and €10,850, respectively (Table 2).

In terms of health outcomes, comparing FTD/TPI with BSC, the former was associated with 0.25 and 0.17
increment in LYs and QALYs respectively. When compared with regorafenib, FTD/TPI was associated with
increases of 0.11 years and 0.07 QALYs, respectively (Table 2).
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Table 2. Base-case model results.

Breakdown cost (€) FTD/TPI BSC Regorafenib
Drug costs 7,200 0 8,171
Post-progression costs 242 0 297
Monitoring cost 784 551 705
Adverse events cost 1,201 660 1,013
End-of-life cost 661 668 664
Total cost per patient 10,087 1,879 10,850
LY 0.89 0.64 0.78
QALYs 0.57 0.40 0.50
ICER per LY gained 32,759 Dominant
ICER per QALY gained 49,326 Dominant

BSC: Best supportive care; FTD/TPI: Trifluridine and tipiracil hydrochloride; ICER: Incremental cost—effectiveness ratio; LY: Life year; QALY: Quality-adjusted life year; SD: Standard deviation.
Dominant (improve outcomes in terms of LY and QALY with reduced total cost).

Utility: PPS: BSC

Utility: PPS: T/T

Annual discount rates: QALYs
Utility: PFS: T/T

Cost: physician visit oncologist
Utility: PFS: BSC

AE: total cost (T/T)

AE: total cost (BSC)

Annual discount rate: Costs M Lower bound

Dosing: log-normal parameter: SD Upper bound

T T T T T T 1
40.000 42.500 45.000 47.500 50.000 52.500 55.000
(€

Figure 2. Tornado diagram of one-way sensitivity analysis: trifluridine and tipiracil hydrochloride versus best supportive care.
AE: Adverse event; BSC: Best supportive care; PFS: Progression-free survival; PPS: Post-progression state; QALY: Quality-adjusted life year.

Based on these findings, treatment with FTD/TPI was estimated to be a dominant strategy when compared with
regorafenib (improve outcomes with reduced costs) and cost-effective when compared with BSC (ICER: €49,326
per QALY gained) under the predetermined threshold of €51,000 per QALY gained (Table 2).

One-way sensitivity analysis

The results of OWSA for the comparison of FTD/TPI versus BSC indicated that the most influential parameters
on the model were utility values assigned to the post-progression state for patients treated with BSC and FTD/TPL
Varying these parameters yielded ICERs ranging from €56,048 to €43,970. Other factor that impacted the
results was the annual discount rate on outcome (QALYs) causing the ICER to range from €52,547 to €46,596
(Figure 2). As for the comparison of FTD/TPI versus regorafenib, the results of OWSA reported that the HR of
PES for regorafenib was the parameter with the greatest influence on the cost—effectiveness outcomes (Figure 3).
Nevertheless, it should be stressed that, in the vast majority of sensitivity analyses, FTD/TPI remained a dominant
strategy compared with regorafenib.
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Survival: HR for RFB (PFS)
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Figure 3. Tornado diagram of one-way sensitivity analysis: trifluridine and tipiracil hydrochloride versus regorafenib.
AE: Adverse event; HR: Hazard ratio; OS: Overall survival; PFS: Progression-free survival; PPS: Post-progression state; RFB: Regorafenib;
FTD/TPI: Trifluridine and tipiracil hydrochloride.

Moreover, when model time horizon was set at 8, 6 and 4 years, the ICERs of FTD/TPI compared with BSC
were €49,921, €51,028 and €53,029 respectively. As for the comparison of FTD/TPI versus regorafenib, although,
different time horizons (8, 6 and 4 years) were considered in the model, FTD/TPI remained a dominant treatment
option compared with regorafenib.

Probabilistic sensitivity analysis
The PSA confirmed the deterministic results. In particular, the analysis showed that at the predefined WTP
of €51,000 per QALY gained, treatment with FTD/TPI had 45% and 89% (Figure 4) probability of being a

cost-effective option compared with BSC and regorafenib, respectively.

Discussion

This economic evaluation suggests that FTD/TPI is a cost-effective treatment strategy even when it is compared
with BSC, indicating that FTD/TPI represents a valuable treatment option for adult patients with mCRC who have
been previously treated with, or are not considered candidates for, available therapies including fluoropyrimidine,
oxaliplatin- and irinotecan-based chemotherapies, anti-VEGF agents, and anti-EGFR agents in Greece.

Over a lifetime horizon, the model showed that FTD/TPI is associated with health benefits in terms of life
expectancy and quality-adjusted life expectancy over BSC and regorafenib. With respect to total cost, FTD/TPI was
found to be associated with higher total cost compared with BSC and lower total cost compared with regorafenib.
As such FTD/TPI may be a dominant treatment alternative over regorafenib, and cost-effective over BSC. These
results are confirmed by OWSA and PSA indicating the robustness of the main results of our study.

Until the time of writing, not many published studies were found to evaluate the cost—effectiveness of FTD/TPI
compared with alternative therapies in the treatment of patients with mCRC. However, it is important to mention,
that our findings are in line with a recently published study (9] conducted in England and Wales. More specifically,
study results indicated that FTD/TPI was a cost-effective treatment compared with BSC with an ICER of £51,194
per QALY gained and dominant option versus regorafenib.

Furthermore, a study [19] was conducted in Japan to compare the cost—effectiveness of regorafenib versus
FTD/TPI. The annual direct cost related to the treatment with regorafenib or FTD/TPI was calculated. The
median survival time (MST) as obtained from the CORRECT clinical trial (4 and the RECOURSE clinical
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Figure 4. Cost-effectiveness acceptability curve of trifluridine and tipiracil hydrochloride versus comparators.
BSC: Best supportive care; CEAC: Cost—effectiveness acceptability curve; FTD/TPI: Trifluridine and tipiracil
hydrochloride; QALY: Quality-adjusted life year.

trial [7] was used to evaluate the therapeutic efficacy of the regimens. The results of the study showed that the costs
per patient for the regorafenib and the FTD/TPI regimen were ¥705,330 and ¥371,199, respectively, and the
cost—effectiveness ratios were ¥110,208/MST and ¥52,282/MST, respectively. Hence, the FTD/TPI regimen was
cost-effective compared with regorafenib regimen.

Several potential limitations to this cost—effectiveness study should be considered. First of all, in the present
analysis it was assumed that the efficacy and utility data obtained from the published studies were applicable to the
Greek healthcare setting. The use of these data may be challenged; however, given the absence of local data and the
quality and validity of the respective study this choice was considered appropriate. Second, there was lack of direct
clinical evidence for the comparison of FTD/TPI and regorafenib arms. In the absence of such a head-to-head
clinical trial an indirect comparison was undertaken based on data reported by CORRECT [4] and RECOURSE (7]
clinical trials. Both studies were placebo controlled, as such an indirect comparison is not expected to be biased.
Nonetheless, indirect comparison is considered as a valid method as long as direct comparative trials are lacking. In
addition, these clinical data were also considered in recent publication of the model [9].

Moreover, where needed, resource utilization was indicated by local experts, and experts’ consultation was sought
to validate inputs considered in the model. This may raise concerns about the subjectivity of model inputs and leave
space for challenging the study results. Nevertheless, a series of sensitivity analyses indicated that model outcomes
are robust, since the main results remained unchanged in a wide range of parameter values.

Conclusion

To sum up, the derived ICER suggests that FTD/TPI was a cost-effective alternative compared with BSC and a
dominant option compared with regorafenib, for the treatment of patients with mCRC who have had previous
treatment with available therapies in Greece.
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Summary points

In Europe, colorectal cancer (CRQ) is the most frequently diagnosed cancer and the second leading cause of
cancer death.

About 20 to 25% of patients with CRC have metastatic disease (metastatic CRC [mCRC]) by the time of diagnosis,
and up to 50% will develop metastases at some point.

The present study evaluates the cost—effectiveness of trifluridine and tipiracil hydrochloride (FTD/TPI) compared
with best supportive care (BSC) or regorafenib for the treatment of patients with mCRC who have been
previously treated with or are not considered candidates for available therapies in Greece.

A partitioned survival model was locally adapted to evaluate the cost-effectiveness of FTD/TPl compared with
BSC and regorafenib for the treatment of patients with mCRC over a life-time horizon in Greece.

Efficacy data and utility values were extracted from published studies. Resource consumption data were obtained
from local experts, using a questionnaire developed for the purpose of the study and was combined with unit
costs obtained from official sources.

The results indicate that FTD/TPI was a cost-effective alternative compared with BSC, and a dominant option
compared with regorafenib, for the treatment of patients with mCRC who have had previous treatment with
available therapies in Greece.
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