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Objectives: Abiraterone acetate is registered for the treatment of metastatic castration-sensitive and resistant prostate cancer
(mCRPC). Treatment outcome is associated with plasma trough concentrations (Cp,,) of abiraterone. Patients with a plasma
Cmin below the target of 8.4 ng/mL may benefit from treatment optimization by dose increase or concomitant intake with
food. This study aims to investigate the cost-effectiveness of monitoring abiraterone C,;, in patients with mCRPC.

Methods: A Markov model was built with health states progression-free survival, progressed disease, and death. The benefits
of monitoring abiraterone C,;, followed by a dose increase or food intervention were modeled via a difference in the
percentage of patients achieving adequate C.,;, taking a healthcare payer perspective. Deterministic and probabilistic
sensitivity analyses were performed to assess uncertainties and their impac to the incremental cost-effectiveness ratio (ICER).

Results: Monitoring abiraterone followed by a dose increase resulted in 0.149 incremental quality-adjusted life-years (QALYS)
with €22 145 incremental costs and an ICER of €177 821/QALY. The food intervention assumed equal effects and estimated
incremental costs of €7599, resulting in an ICER of €61019/QALY. The likelihoods of therapeutic drug monitoring (TDM) with
a dose increase or food intervention being cost-effective were 8.04%and 81.9%, respectively.

Conclusions: Monitoring abiraterone followed by a dose increase is not cost-effective in patients with mCRPC from a
healthcare payer perspective. Monitoring in combination with a food intervention is likely to be cost-effective. This cost-
effectiveness assessment may assist decision making in future integration of abiraterone TDM followed by a food
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intervention into standard abiraterone acetate treatment practices of mCRPC patients.
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Abiraterone acetate (AA) is approved for the treatment of
metastatic castration-sensitive and resistant prostate cancer
(mCRPC) because it improves overall survival (OS) and
progression-free survival (PFS) in these patient populations.!
Since the launch of abiraterone in 2012, few cost-effectiveness
analyses (CEAs) have been performed that quantify the costs of
abiraterone treatment versus its benefits.*® Although these CEAs
use different comparators, such as androgen deprivation therapy,
docetaxel, or radium-223, and are performed in different coun-
tries applying local treatment guidelines, the available CEAs
conclude that treatment of mCRPC with abiraterone is not cost-
effective, mainly driven by high drug costs. Yet, because of the
added clinical benefit for this patient population AA is reimbursed
in The Netherlands.’

A prospective observational study in patients with mCRPC
showed a correlation between abiraterone trough concentrations
(Cinin)—the lowest plasma concentration reached before next dose

administration—and prostate specific antigen (PSA) response, an
accepted prostate cancer-specific biomarker.'” An optimal abir-
aterone plasma Cp;, threshold of 8.4 ng/mL was defined, above
which patients have longer PFS compared with patients with
lower Cpin (12.2 vs 7.4 months, HR: 0.55).!! Approximately 65% of
patients treated with a fixed dose of AA (1000 mg once daily)
reach the target concentration of 8.4 ng/mL'" which means
treatment optimization may improve clinical outcomes for the
remaining 35%. The 8.4 ng/mL threshold was confirmed in a sec-
ond exposure-response analysis, in which patients with adequate
high C,i, performed better in terms of PSA-PFS compared to pa-
tients with a low Cpi, (19.8 vs 3.7 months, HR: 0.52). Measuring
concentrations of a drug to personalize treatment is known as
therapeutic drug monitoring (TDM) and can be applied in clinical
practice for agents with known high interpatient variability.'?
There is potential to optimize treatment for the 35% of mCRPC
patients with an abiraterone Cy,;, <8.4 ng/mL by implementation
of TDM. TDM of this drug, however, is not yet common in clinical
practice.
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It is known that food has a clinically significant effect on the
bioavailability and pharmacokinetics of abiraterone.'>'* According
to the label, abiraterone should be administered in a modified
fasting state.! In a dedicated food-effect study, exposure (area
under the plasma concentration-time curve) increased 5-fold with
a low-fat meal and 10-fold with a high-fat meal compared with
overnight fasting. Furthermore, the maximum plasma concentra-
tion (Cynax) increased 7-fold and 17-fold when taken with a low-fat
and high-fat meal, respectively.'*'> A milder food-effect was seen
in mCRPC patients when compared to modified fasting, with a
similar exposure when taken with a low-fat meal and a 2-fold
increase with a high-fat meal. Based on this information,
concomitant intake of abiraterone with food may increase Cp;,, for
patients with a low Cmin (< 8.4 ng/mL).'*"®

The goal of this study is to assess the cost-effectiveness of
monitoring abiraterone C,;, and subsequently dose increase to
1500 mg once daily in patients with mCRPC in the Netherlands. In
an additional scenario, the cost-effectiveness of monitoring abir-
aterone Cp,i, and subsequently advising intake of AA with a low-
fat meal is explored.

To model benefits and costs in patients with mCRPC treated
with abiraterone in the Netherlands, a partitioned survival model
was constructed using Microsoft Excel (Microsoft, Redmond, WA).
We compared a hypothetical group of patients receiving a fixed
dose of 1000 mg of abiraterone once daily without TDM as current
standard of care with a hypothetical intervention group. The
intervention consisted of TDM, after which patients with a plasma
Cimin < 8.4 ng/mL received a dose increase to 1500 mg once daily.
Given the evidence of a food-effect relationship for abiraterone,
we investigated an alternative scenario in which patients were
advised to combine the fixed dose of abiraterone of 1000 mg once
daily with a low-fat meal (hereafter called the food intervention).
Benefits were expressed as incremental life-years (LYs) and in-
cremental quality-adjusted life-years (QALYs) gained owing to
TDM as compared to no TDM, and costs were expressed as in-
cremental costs in 2018 euros.

The Markov model included 3 health states: PFS, progressed
disease (PD), and death (see Fig. 1). PFS was defined as the time
from treatment initiation to first progression event (measured as
PSA or radiologic progression) or death (any cause). PSA pro-
gression was defined as a 25% increase from the nadir with an
increase in absolute PSA of at least 2 ng/mL. Radiographic pro-
gression was defined according to response evaluation criteria in
solid tumors or when bone scans showed two or more new
lesions.!!

In accordance with Dutch treatment guidelines, after pro-
gression, patients received second-line treatment. Upon entering
the PD state, patients were proportionally distributed among the
second-line treatment options. Based on a trial by Carton et al, we
assumed 35% of patients starting abiraterone treatment do not
reach the 8.4 ng/mL threshold.!’ Cycle length was 1 month (30.5
days) with a 5-year time horizon. This time cutoff reflects overall
survival in mCRPC patients. A healthcare payer perspective was
used. Input parameters and their ranges for sensitivity analyses
are specified in Table 1. Reporting of this economic evaluation was
done according to the Consolidated Health Economic Evaluation
Reporting Standards (CHEERS) reporting guideline.'®
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Structure of the Markov model. Base case population
with progression-free survival is pretreated with doctaxel (21%) or
treatment naiive (79%). After disease progression patients are
treated with docetaxel (24%), enzalutamide (8%), cabazitaxel
(11%), radium-223 (24%), or no treatment (33%).

Progression-

Progressed

Free survival Disease

Mean age of patients in our model was 77 (72-84) years old,
based on Carton et al, which was the main source for survival and
progression data between intervention groups.'' We assumed that
all patients were monitored during routine visits to an outpatient
clinic. Based on previous studies, 21% of the modeled population
was treated with docetaxel prior to starting abiraterone treat-
ment,"" and this was included in the model accordingly. Abir-
aterone is registered for mCRPC in combination with prednisone
or prednisolone 10 mg/day, which is reflected in our model.

Trough levels were considered low when <8.4 ng/mL, and
adequate when =8.4 ng/mL. Patients with low Cy;, received a
dose increase from 1000 mg abiraterone once daily to 1500 mg
abiraterone once daily to be taken in a fasting state. Fasting state
was defined as an overnight fast of at least 8 hours and at least 2
hours before any food intake. The adherence to abiraterone is
92.7%,7 and, with the assumption that the TDM intervention did
not affect adherence rate, the percentage of patients with
adequate Cp,i, when applying TDM was set at 92.7%.

In the alternative scenario, we modeled the effect and cost of
TDM followed by intake of 1000 mg once daily abiraterone with a
low-fat continental meal. A low-fat continental meal is defined as
160-320 kilocalories with 25% to 50% fat."> Based on a study by
Groenland et al, we assumed that 88% of patients receiving the
food intervention reached adequate high plasma levels. The same
percentage was assumed for patients receiving a dose increase
because no data are available on the actual effect of this inter-
vention, and we wanted the ability to compare both strategies.'®

PFS and OS were based on Kaplan-Meier curves of a clinical
trial directly comparing survival difference between patients with
low and high abiraterone Cmin'L as no individual patient data were
available. The fraction of patients with PD was calculated using the
0OS and PFS (PD=0S-PFS). To extrapolate patient survival beyond
the duration of the clinical trial, different parametric survival
curves (exponential, Weibull, log-normal, log-logistic) were fitted
on the published survival data of patients with mCRPC. We used
methods described by Hoyle, Henley, and Tierney and utilized
their proposed Microsoft Excel spreadsheets with incorporated
VBA- and R-protocols.’®?? Best fit was determined through the
Akaike Information Criterion and the Bayesian Information Crite-
rion and plausibility of the estimated long-term survival.'



Patient characteristics and input parameters calculated for a cycle length of 1 month.

Patient characteristics (Low and high values varied between IQR)

Age 77.0
Fraction patients low plasma level (<8.4 0.35
ng/mL)

Body weight (kg)* 75
Body surface (m?) 1.9
Treatment naive fraction (no docetaxel 0.79
pretreatment)

PFS (low and high abiraterone plasma levels)

Intercept 234
Log(scale) -0.71
PD (enzalutamide)

Intercept 242
Log(scale) -0.56
PD (docetaxel)

Intercept 233
Log(scale) -1.07
PD (cabazitaxel)

Intercept 2.62
Log(scale) -0.043
PD (RA-223)

Intercept 2.67
Log(scale) -0.56
PD (no treatment)

Intercept 2.47
Log(scale) -0.52
Prostate cancer mortality (treatment naive)

Intercept 3.42
Log(scale) -0.86
Prostate cancer mortality (post docetaxel)

Intercept 2.47
Log(scale) -0.52
Utility (low and high values varied = 25% of base case)

PFS abiraterone 0.84
Disutility PD abiraterone 0.052
First cycle PD

Disutility PD abiraterone 0.047

> First cycle PD
Costs (low and high values varied + 25% of base case)

TDM €111
Cost abiraterone (monthly) €3353
Care used PFS (monthly) €794
Care used PD (monthly) €2570
Adverse events Abiraterone first cycle €51
Adverse event Abiraterone > First cycle €11

0.24

70
1.6
0.74

2.03
-1.04

2.23
-0.81

2.09
-1.41

2.44
-0.27

242
-0.66

2.05
-0.61

3.36
-0.94

2.36
0.62

0.63
0.039

0.036

€84
€2514
€447
€1446
€38
€8

0.47

95
2.0
0.84

2.65
-0.39

2.60
-0.31

2.57
-0.02

2.79
0.19

2.74
-0.53

2.67
-0.49

3.49
-0.77

2.57
-0.42

1.00
0.065

0.059

€139
€4191
€1241
€4016
€64
€14
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IQR indicates interquartile range; PD, progressed disease; PFS, progression-free survival; PSA, prostate-specific antigen; RA-223, radium-223.

*Body weight values are derived from source and clinical data. Low and high values are not IQR, but Dutch population data.
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Background mortality was assumed equal for patients with low
and high abiraterone plasma levels and represents the transition
probability from PFS directly to the death state. Background
mortality was calculated using a weighted average of placebo arm
data from trials with mCRPC patients, adjusting for
chemotherapy-naive (79%) and docetaxel pretreated patients
(2]%).21,22

After disease progression, patients were modeled to receive 1
of 5 treatment options in line with Dutch treatment guidelines:
docetaxel (24%), enzalutamide (8%), cabazitaxel (11%), radium-223
(24%), or no treatment.”> Patients were distributed over the 5
treatment options according to Restelli et al, which was found to
be generalizable to the Dutch setting based on the clinical vali-
dation.?* Survival curves were modeled separately for each
treatment option in the PD state based on clinical studies from the
literature.”>~?® Again, survival was extrapolated beyond trial
duration by fitting different parametric survival curves (expo-
nential, Weibull, log-normal, log-logistic).!*° The model did not
allow patients pretreated with docetaxel to receive this drug after
disease progression.

Costs were included according to the healthcare payer
perspective and are expressed in 2018 euros. Cost based on pre-
2018 data was corrected for inflation using the national inflation
calculator.?® Discounting of 4% annually was applied in line with
guidelines from the Dutch National Healthcare Institute (Zorgin-
stituut Nederland; ZIN).° Treatment-specific cost and frequency of
adverse events were extracted from recent clinical studies and
available ZIN reports.>*3° We assume that dose increase does not
cause additional adverse events, as there is no literature to suggest
an exposure-toxicity relationship for abiraterone. Reference prices
published by the Dutch Healthcare Authority (Nederlandse Zor-
gautoriteit) and ZIN were used to establish the costs for drugs and
care.**? In the food intervention scenario, we did not include
costs of the low-fat meal because this falls outside the healthcare
payer perspective. A detailed list of all costs is included in
Appendix Tables 1 and 2 (in Supplemental Materials found online
at https://doi.org/10.1016/j.jval.2020.04.1838), and a summary is
shown in Table 1.

Utility values were used from the AA assessment report by
ZIN. Utilities were proportionally corrected in each cycle
depending on frequency and occurrence of adverse events, dis-
tinguishing 1-time and chronic adverse events (Appendix Table 2
in Supplemental Materials found online at https://doi.org/10.1016/
JjJjval.2020.04.1838). QALYs were discounted by 1.5% annually, per
the guidelines of ZIN.>? Utilities and disutilities of health states
and adverse events are listed in Table 1. A detailed list of included
utilities, disutilities, and adverse event frequency adjustments as
applied to each treatment option can be found in Appendix
Table 2 (in Supplemental Materials found online at https://doi.
org/10.1016/j.jval.2020.04.1838).

Deterministic and probabilistic sensitivity analyses were per-
formed to determine the impact of the uncertainty in input pa-
rameters on the end result. The deterministic analysis shows the
influence of each individual parameter on the incremental cost-
effectiveness ratio (ICER) by varying parameters between their
minimum and maximum values (Table 1 and Appendix Tables 1
and 2 in Supplemental Materials found online at https://doi.
org/10.1016/j.jval.2020.04.1838). For survival parameters, the 95%
confidence intervals were used from the probabilistic sensitivity
analysis. The probabilistic sensitivity analysis consisted of 10 000
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iterations with random values according to their individual dis-
tributions for all parameters included in the model.>* The simul-
taneous random sampling of all input parameters gives a
comprehensive estimate of the uncertainty around the model
estimations.

To show the correlation of the likelihood of the intervention
being cost-effective to different willingness-to-pay (WTP)
thresholds, a cost-effectiveness acceptability curve (CEAC) was
constructed. Because of the short survival time for mCRPC pa-
tients, the threshold related to the highest burden of disease
(€80000 per QALY) was applied.>* Last, we calculated the incre-
mental net monetary benefit (INMB).>> A positive INMB implies an
intervention is cost-effective, and guidelines advise adoption of
such an intervention.

Data from a real-life mCRPC patient cohort treated with AA at
the Antoni van Leeuwenhoek/Netherlands Cancer Institute were
used retrospectively to validate key model assumptions. Plasma
samples of mCRPC patients using abiraterone were obtained as
routine clinical care in the period between June 2016 and June
2018. Of 62 included patients, 42% had a low abiraterone Cp;,. The
mean age of patients in the clinical population was 72 years. After
progression on AA, 18% of patients received docetaxel, 2% received
enzalutamide, 8% received cabazitaxel, and 22% received radium
treatment, which is similar to data reported by Restelli et al.?*
Furthermore, 41% of patients were treated with AA post doce-
taxel compared to 21% in the literature. This may be due to the fact
that the Antoni van Leeuwenhoek hospital is a tertiary referral
center, and patients visiting this hospital are referred for special-
ized healthcare. In general, the clinical data support the data from
the literature, increasing external validity. We chose to implement
the more conservative estimates from the literature in our model,
such as the 35% of patients with low Cy,;, compared to 42% from
the real-life cohort.

Regular abiraterone acetetate treatment, not including TDM,
resulted in 1.653 (95% CI: 1.483-1.893) LYs and 1.246 (0.985-1.542)
QALYs per treated patient, with a cost of €96450 (79469-
123756). The TDM intervention group followed by dose increase
resulted in 0.149 (0.044-0.267) incremental LYs and 0.125 (0.033-
0.245) incremental QALYs (1.803 [1.582-2.087]) LYs and 1.371
(1.064-1.716) QALYs) against incremental costs of €22 145 (4205-
46273) (total, €118 595 [96 777-133 975]) resulting in an ICER of
€177 821 per QALY. The scenario exploring TDM followed by the
food intervention resulted in equal incremental QALYs (assump-
tion) and incremental costs of €7598 (2358-15321) (total,
€104 049 [85415-133975]), resulting in an ICER of €61019
(40919-116 352) per QALY.

Results of the deterministic sensitivity analysis (DSA) for the
base case are given in Figure 2(A), showing the 10 most sensitive
input parameters. The parameter that influenced the ICER most
was monthly abiraterone drug cost. The ICER varied from €17 985
and €286 985 per QALY when varied to extremes (+/-25%). PFS
utility was followed by monthly abiraterone drug cost and fraction
of patients with a low plasma level. The costs of TDM and change
in time horizon from 5 to 7 or 10 years had little influence on the
ICER. Figure 2B displays the DSA result for the food-intervention
scenario, which shows similar results. Here again, PFS utility is
the most sensitive parameter, followed by monthly abiraterone
cost and monthly cost of care in PD. The fraction of patients with
low plasma Cpy, was not among the 10 most influential
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(A) Deterministic sensitivity analysis of TDM with dose increase scenario compared with base case. (B) Deterministic sensitiviy
analysis of TDM with food intervention compared with base case. The ten most sensitive parameters are displayed in each figure.
Parameters are varied between upper and lower limit, reported in Table 1.

A

Utility PFS
Drug Cost Abiraterone (monthly)
Fraction low serum level

Utility PD
Costs of Care PD (monthly)
Costs of Care PFS (monthly)
Time horizon: Life Time

PD Fraction RA-233

Time horizon: 10 years

-120 -100 -80

[enosnes | €40.133

-€46.501 [€47.095
[€401690"1 €24.880

-€21.509 [F€7:809

€10.988] -€7.979

-€9.132 IE7.632

-€11.5500

Upper limit
-€5.131 [Es.287
M Lower limit

-€9.528]

-60 -40 -20 0 20 40 60

Difference of cost per QALY gained in comparison to

B

Utility PFS
Drug Cost Abiraterone (monthly)
Costs of Care PD (monthly)
Costs of Care PFS (monthly)
Utility PD
Discounting (0%)
Drug Cost RA-233 (monthly)
Drug Cost cabazitaxel (monthly)
PD Fraction cabazitaxel

-50 -40 -30

base case (€177,821/QALY) in €

e 7081 13.736

-€17.597 [€17.597 1
[[5€8277€10.642
-€9.430 [€7.334
-€7.519 [FEBIG38

PE23853
€.618|-€.618

€.601] -€.601 o
Upper limit

€.573| € 536 W Lower limit

-20 -10 0 10 20 30

Difference of cost per QALY gained in comparison to

base case (€ 61,019/QALY) in €

PFS indicates progression-free survival; PD, progressed disease; TDM, therapeutic drug monitoring; low Cnin, the fraction of patients with abiraterone

Crnin <8.4 ng/mL.

parameters. Results of the probabilistic sensitivity analysis are
depicted in Figure 3.

Figure 4 presents the cost-effectiveness acceptability curves
(CEAC). The likelihood of TDM with a dose increase being cost-
effective, given a WTP of €80000, was 8.04%. The food-
intervention scenario increases the likelihood of cost-
effectiveness to 81.9% but does not reach 100% due to negative
ICER values in the northwest and southwest quadrant of the cost-
effectiveness plane.

The INMB of the dose increase scenario was -€13 157 ([95% CI]
—€34104 to 5344), indicating net losses for this intervention. The
INMB of the low-fat meal scenario was €1985 ([95% CI] -€2476 to

7378), indicating nonsignificant benefits for this intervention. Re-
sults from the PSA were used to inform the INMB and the 95% CI.

TDM of abiraterone followed by a dose increase to 1500 mg
daily for patients with low Cp, (< 8.4ng/mL) gives an ICER of
€154 393 per QALY and is therefore not cost-effective when using
the relevant Dutch WTP of €80000 per QALY. The scenario in
which patients with low plasma concentrations were advised to
combine drug intake with a low-fat meal resulted in an ICER of
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Cost-effectiveness plane of the results of the probabilistic sensitivity analysis. The scenario in which standard of care (1000 mg
abiraterone once daily) is compared to the intervention of TDM followed by a dose increase (1500 mg abiraterone once daily) for a
patient with low plasma Cynin (<8.4 ng/mL) is shown in light grey squares, with the base case shown in black. An alternative treatement
scenario of TDM with a food intervention is displayed in dark grey circles, with the base case shown as a bigger black circle. Dutch
willingness-to-pay threshold for high burden disease is €80 000/QALY.

€ 80,000

ncremental Costs

meremental QALY:

QALY indicates quality-adjusted life-year; TDM, therapeutic drug monitoring.

€60717. Based on our model, TDM for all patients followed by a
food intervention to increase clinical effectiveness of AA in mCRPC
patients could be a cost-effective option for clinical practice. Costs
are driven solely by prolonged AA treatment, which is favorable
from a clinical perspective. Additionally, it is important to realize
that the calculated ICER represents the intervention defined as
TDM in combination with a low-fat meal. The reported costs and
effects are in excess of the effect, cost, and ICER of abiraterone
alone.

The ICER was sensitive to some of the assumptions of the
model, as shown in the DSAs. TDM of abiraterone followed by
dose increase will result in an ICER below the relevant Dutch WTP
threshold if a 16% abiraterone cost reduction is applied. A decrease
in costs for abiraterone would substantially reduce the ICER in
both scenarios. In our model, we used a range of + 25% to test the
sensitivity of the ICER to the costs of abiraterone. If a generic
competitor would enter the market, the cost reduction might be
more substantial, potentially changing our conclusions. However,

Cost-effectiveness acceptability curve (CEAC) for the base case and alternative treatement scenario.

100%

Scenario: TDM followed by food intervention

90%

Base Case: TDM followed by dose increase

80%
Willingness to paythreshold
70%
60%
50%
40%
30%

20%

Probability of cost-effectiveness (%)

10%

0%

€0 €10,000 €20,000 €30,000 €40,000 €50,000 €60,000 €70,000 €80,000 €90,000€ 1,00,000
Willingness to pay threshold (€/QALY)

ICER indicates incremental cost-effectiveness ratio; TDM, therapeutic drug montioring.



the United States patent of AA is set to expire in 2027 and in
Europe in 2022; therefore we do not expect a lower drug list price
soon,>® indicating that the finding of cost-ineffectiveness is robust.
The robustness of the conclusions is confirmed in the probabilistic
analysis and the CEAC, which show a very small likelihood of cost-
effectiveness at the WTP threshold of €80000 per QALY when
combining TDM with a dose increase.

Food-drug interactions are often considered undesirable, but
examples are available in which drug intake with a specific food
can be used to a therapeutic advantage.’”*® As an alternative to
conventional TDM, we show that TDM of abiraterone in mCRPC
patients in combination with a low-fat meal is likely to be cost-
effective.

Our study has some limitations. First, the relationship between
abiraterone Cp,;, and the response has been established in a pro-
spective trial with only 61 participants.!" This threshold was
recently validated in a retrospective trial in 62 patients, in which
similar PFS and response data were found. Data from the study of
Carton et al were included in this model because these estimates
were more conservative. Additionally, an assumption in the model
is that 88% of patients with Cy,in <8.4 ng/mL will have adequate
Chin after a dose increase. This was based on a prospective trial in
which it was shown that 88% of patients with an initial C;,;, < 8.4
ng/mL had adequate high levels after the food intervention.'®
Owing to the large variability in bioavailability, the percentage
of patients reaching adequate Cy;, after dose increase may be
slightly lower than after the food intervention, resulting in con-
servative cost-effectiveness estimates.

Multiple sources were used for input parameters to approxi-
mate the cost-effectiveness of monitoring abiraterone C;, in
mCRPC patients. Furthermore, the clinical validation was done at
the Antoni van Leeuwenhoek hospital, which is a tertiary referral
center. Patients visiting this hospital are referred for specialized
treatment and may therefore have a different life expectancy.
Although this might introduce bias, data from the real-life cohort
are in line with data from the literature. Therefore, we believe that
our clinical validation adequately represents the clinical setting.

Based on this model, monitoring of abiraterone in mCRPC pa-
tients followed by a dose increase is not cost-effective from a
healthcare payer perspective, given a WTP of €80000. TDM
combined with a food intervention, however, is likely to be cost-
effective. This cost-effectiveness assessment may assist decision
making in future integration of abiraterone TDM followed by a
food intervention into standard AA treatment practices of mCRPC
patients.

Supplementary data associated withthis article can be found in the
online version at https://doi.org/10.1016/j.jval.2020.04.1838.
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