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The aim of phase I clinical trials is to obtain reliable information on safety, tolerability, pharmacokinetics
(PK), and mechanism of action of drugs with the objective of determining the maximum tolerated dose
(MTD). In most phase I studies, dose-finding and PK analysis are done separately and no attempt is
made to combine them during dose allocation. In cases such as rare diseases, paediatrics, and studies
in a biomarker-defined subgroup of a defined population, the available population size will limit the
number of possible clinical trials that can be conducted. Combining dose-finding and PK analyses to
allow better estimation of the dose-toxicity curve should then be considered. In this work, we propose,
study, and compare methods to incorporate PK measures in the dose allocation process during a phase
I clinical trial. These methods do this in different ways, including using PK observations as a covariate,
as the dependent variable or in a hierarchical model. We conducted a large simulation study that showed
that adding PK measurements as a covariate only does not improve the efficiency of dose-finding trials
either in terms of the number of observed dose limiting toxicities or the probability of correct dose
selection. However, incorporating PK measures does allow better estimation of the dose-toxicity curve
while maintaining the performance in terms of MTD selection compared to dose-finding designs that
do not incorporate PK information. In conclusion, using PK information in the dose allocation process
enriches the knowledge of the dose-toxicity relationship, facilitating better dose recommendation for
subsequent trials.

Keywords: Dose-finding; Dose-toxicity relationship; Maximum tolerated dose;
Pharmacokinetics; Phase I clinical trials.

Additional supporting information including source code to reproduce the results
may be found in the online version of this article at the publisher’s web-site

1 Introduction

Dose-finding studies are carried out in the very early stages of clinical evaluation, along with the first
assessment of safety and pharmacokinetics (PK) in humans. The phase I dose-finding study is usually

the first trial in human subjects and has the goals of evaluating the safety of the tested drug, finding
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the maximum tolerated dose (MTD), and identifying a recommended dose (RD) for subsequent trials.
The PK data collected during such a study provides a first step in describing the dose-concentration
and dose-toxicity response relationships. Phase II studies then evaluate efficacy in patients, and may
involve pharmacodynamic (PD) markers. Phase I trials usually include a small number of healthy vol-
unteers (Chevret, 2006). An exception is in oncology, where, due to the potential high toxicity of drugs,
even phase I trials are performed directly on patients (Chevret, 2006). In this case, PD measurements
may be collected at this early stage in the drug development process (Lesko, 2007). PK/PD studies
may be carried out both in the preclinical and in clinical stages, although informative PD biomarkers
are generally available most frequently from phase II onwards (Derendorf et al., 2000). Since the effect
of a drug usually depends on the drug-receptor interaction and on the responses of the physiologi-
cal system, it is useful to monitor the concentration and take into account metabolic information in
preclinical trials as well as in trials in humans. Moreover, regulatory agencies, such as the US Food
and Drug Administration (FDA) and the European Medicines Agency (EMA), require both char-
acterization of the concentration-response and exposure-toxicity relationships and dose justification
for any new drug submission. Thus, modeling and simulation are increasingly used to streamline the
drug development process (Mould and Upton, 2012). Moreover, after a drug candidate is selected for
further development, detailed information on the metabolic processes and pharmacokinetics of the
new drug is required by regulatory agencies (Jonsson et al., 2012).

Identifying the right dose or set of doses is a crucial objective in the drug development process:
selecting too high a dose can result in an unacceptable toxicity profile, while selecting a dose that
is too low increases the likelihood that the drug provides insufficient efficacy (Bretz et al., 2005).
The dose escalation paradigm in phase I and/or phase II trials thus generally aims to avoid either
unnecessary ineffective doses or toxic doses of an agent, that is to treat as many patients as possible
within the therapeutic dose range. Due to the limited sample size, conventional statistical analysis
could be inaccurate and adaptive designs have been proposed as they can potentially find the MTD
sooner and limit the number of subjects used (Le Tourneau et al., 2009).

In the case of small population sizes, for example in rare diseases or pediatrics, it should be useful
to take into account all the information collected during the trial, and to try to use PK data within the
dose-finding design. We expected that using all data available could be helpful in the recommendation
of doses to be tested in subsequent trials, for example phase II and phase III. Standard dose-finding
designs like the 3+3 design or the CRM focus only on toxicity outcomes. This may be appropriate
when simply targeting the highest dose subject to specific safety constraints but ignores the underlying
dose-toxicity relationship. PK information could help to give a better understanding of the entire
dose-toxicity relationship. In such situations, we propose to study and compare methods that use
PK measurements in the dose allocation process in order to understand if and when this might be
beneficial. In this paper, we will focus on small sample results, as dose-finding phase I studies typically
involve a limited number of subjects, but these methods could also be applied in larger studies.

The remainder of the paper is organized as follows. Section 2 describes and summarizes the mo-
tivation for our study. Section 3 introduces the statistical models and methods, either found in the
literature and modified or newly proposed here. Section 4 outlines the simulation studies carried out
and the results achieved. The last section includes discussion and recommendations.

2 Motivation

In phase I studies, even if dose-finding and PK/PD analysis are carried out in the same trial, they are
often conducted and reported independently in different sections in publications reporting trial results.
A survey of the way pharmacokinetic analyses were reported in published phase I clinical trials in
oncology was carried out in 2009 (Comets and Zohar, 2009): over 300 published papers were reviewed
to evaluate how PK studies were presented and used in dose-finding trials. In 84% of published papers,
the PK analysis was clearly defined as a primary objective of the study at the same level as finding
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the MTD, but the dose-finding study and the PK analysis were performed separately and described in
distinct paragraphs. Only in 12% of the papers did the authors try, usually at the end of the trial, to
retrospectively associate the observed toxicities or MTD with PK measurements. None of the clinical
trials made any attempt to take into account the PK data during the trial in the dose-allocation process.
In some papers that did include a retrospective analysis linking PK data and dose-finding there was a
statistically significant relationship between toxicity and PK measures. For instance, in Broker et al.
(2006), the authors found that patients for whom a DLT was observed, or there was a dose reduction
after the first dose, had a mean AUC significantly different to patients not experiencing severe toxicity.
Ajani et al. (2005) also found that patients who experienced a DLT had a statistically significantly
higher AUC than patients who did not experience a DLT. By contrast, Fracasso et al. (2005) found that
neither toxicity nor response was clearly related to the drug AUC or clearance. In these illustrations,
the relation between DLT and PK was obtained retrospectively so it is unclear if the estimated MTD
at the end of the trial would have been the same or different if the PK had also been used to guide the
dose allocation process.

One possible hurdle to a more integrated approach is the difficulty of taking into account PK/PD
measurements in the dose-finding process. Dose-finding methods using PK information include phar-
macologically guided phase I trials (Collins et al., 1990), which use preclinical PK information to
select the set of the doses tested in a dose-escalation study, as well as extensions of the Continual
Reassessment Method (CRM) (O’Quigley et al., 1990), such as the use of a parametric dose-toxicity
function that incorporates quantitative effects for both the dose of drug and a PK measure of ex-
posure proposed in Piantadosi and Liu (1996). A middle ground was proposed by Patterson et al.
(1999) and Whitehead et al. (2007), who proposed a Bayesian procedure with a nested hierarchical
structure, in which PK/PD data are used to fit an overall dose—response relationship, so that PK/PD
data are considered as dependent variables rather than as covariates. In both cases, decision theory is
applied to maximize a chosen gain function in order to select the next dose. A special case is presented
in O’Quigley et al. (2010), where, in the field of bridging studies, the dose associated with a mean PK
response was selected based on linear regression analysis.

Our purpose in the present study is to determine what additional information on the MTD and the
dose-toxicity relationship is gained by incorporating PK information in the dose allocation process,
and whether the benefit is sufficient to balance the added complexity of such a trial. The design and
data collection will be more complex, as getting PK measures in real time during the trial can be
challenging and expensive. PK data are generally collected and analyzed before going to Phase II,
but usually not at the time of dose allocation in the ongoing Phase I study. On the other hand, in
certain areas such as rare diseases, pediatrics, and biomarker-specific subgroups, the size and nature
of the population will impose logistic and ethical constraints on clinical trials, limiting the number of
patients to be recruited as well as the amount of information that can be obtained for each subject. In
such cases, during the early phase, instead of conducting the PK and the dose allocation separately,
the possibility to combine both types of information to allow a better estimation of the dose should
therefore be considered.

Our main motivation in this paper is therefore to propose, study, and compare methods that enable
the use of PK measures in sequential Bayesian adaptive dose-finding design, where Bayesian estimation
takes into account prior information and the dose assigned to the next cohort is adapted sequentially
using all information already accrued (sequential Bayesian adaptive designs). We considered different
approaches developed for specific cases or diseases, and extended the underlying models to modify
and adjust them to the same clinical setting. We then compared the methods, including also designs
in which PK data are not used, through an extensive simulation study. We simulated subjects with PK
and toxicity data based on a real example from a novel approach in oncology, inhibition of TGF-8
signaling to block tumor growth (Gueorguieva et al., 2014). The PK measure of exposure was the area
under the concentration curve (AUC), and was considered to trigger toxicity when above a certain
threshold. The AUC was included in the dose-finding process in different ways, including being used as
a covariate, as a dependent variable or in a hierarchical model. We evaluated the different approaches
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in terms of the probability of selecting the MTD correctly and the percentage of subjects underdosed
or overdosed. We also investigated the ability of each method to estimate the dose-toxicity curve, that
is, to estimate correctly the probability of toxicity at each dose level tested in the trial. We propose to
compare and discuss these methods in order to understand if there is a benefit from incorporating PK
information and if so how this can best be achieved, and to give recommendations for practice.

3 Dose-finding methods

In this section, we describe the methods selected to be compared in this work. Three Bayesian dose-
finding methods identified from the literature and modified to be applied in the same context are
described in detail. In these methods PK measurements could enter in the model as covariates (Pianta-
dosi and Liu, 1996; Whitehead et al., 2007) or as the dependent variable in regression (Patterson et al.,
1999; Whitehead et al., 2007). Two variations of such methods are proposed and two other methods
have been added to test the behaviors of the two philosophies “dose - tox” and “dose - auc - tox.”
The first approach, “dose - tox,” is the most common and entails estimating the relationship between
the probability of toxicity, p,, and dose directly. Thus, this simply requires a statistical model to link
pr and dose. The second approach, “dose - auc - tox,” instead, consists of estimating probabilities of
toxicity of doses through the AUC, or some other PK measure of exposure. This involves use of two
models relating AUC to dose and toxicity to AUC and then computation of p, as an expectation, that
is, using notation described in detail below, p,(d) = f\ P(Y = 1|AUC = x)P(AUC = x|d). For each
method, the dose-toxicity model or the AUC-toxicity model, the dose allocation rules and the method
for recommendation of doses are described.

Notation

Let d; be a dose in the set D of K possible doses (d,, d,, ..., dy), d; € D be the dose administered to
the i-th subject, y; be a binary variable that takes value 1 if the i-th subject shows a DLT (dose-limiting
toxicity) and 0 otherwise, and z; be the logarithm of the AUC for the i-th patient. Moreover, let p
denote the probability of toxicity, B the vector of the regression parameters (not in bold if there is
only a single parameter), and n the sample size. Finally, let 6 be the target probability. Other notation
required for the description of each specific method are introduced.

3.1 PKCOV

The first method, which we will call PKCOYV, is a modification of the method proposed by Piantadosi
and Liu (1996) who suggested incorporating PK as covariate in a model for p, through the logit link.
Dose-toxicity model: The PKCOV method dose-toxicity model is

logit(p;(dy, Azyy, B)) = —By + By log(dy) + B,Az,, Vd, € D, (1)

where B = (B, B,), By is a constant and Az, is the difference between the logarithm of population
AUC at dose d, and z, the logarithm of AUC of the subject at the same dose. The original model uses
d, instead of log(d,,), but simulations from the PK model (described in the next section) showed that
the relationship is linear with log(d,, ) and not d, . Therefore, we also changed AAUC to Az in order to
have both the covariates on the same scale. The two covariates are not correlated if an underlying linear
PK model is assumed, since Az does not depend on dose but on PK parameters such as clearance. As
in the original paper, we will use independent uniform priors for g, and g, so that the joint density
function is given by f (B, B,) = (u; —1,))"'(u, — I,)~!, where u, and /, are, respectively, the upper
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and the lower bound of the uniform distribution chosen for g, so that 8, ~ U(/,, u,), and similarly
B, ~ U(l,, u,). The binomial likelihood, after n patients have been enrolled, is given by

n

L,B1y) =[] [pr(dy. Az, B [1 = pridy. bz ] ®)

i=1

with p, replaced by its explicit formula obtained from inverting Eq. (1).
Dose allocation rules: The dose chosen for the next cohort enrolled, after having collected data from
the i previous patients, is the dose d; whose posterior probability of toxicity

1

d,B)=———100—
pT( k ﬁll) 1+gﬂofﬂ1,10g(dk)

d, € D, 3)

is nearest to the target probability, thatis dj; ; = argmindk \pr(d,. B,) —6].InEq. (3) Az, « isreplaced
by zero, its expected value, as suggested in the original paper. In addition we added a no-skipping dose
rule, that is if not all doses have been tested previously, dj;, | is chosen from D* C D, a subset of D that
contains all the doses already tested and the immediate next higher dose level.

Recommended dose: the final MTD estimate is given by dj, ), that is the dose that would have been
recommended for the (n + 1)-st subject enrolled in the trial.

3.2 PKLIM and PKCRM

The second method, which we will call PKLIM, is a modification of the method proposed by Patterson
et al. (1999) and Whitehead et al. (2001), in which the authors used a hierarchical PK-toxicity model in
a cross-over trial setting. Modifying their approach for a noncross-over trial, that is removing random
effects and using an underlying one compartment PK model, we obtain a Bayesian linear regression
model.

Dose-AUC model:

z|B,v~N (/30 + B logdy, vz) “4)

where B = (B, #;) and B|v ~ N,(m, 12G), v ~ Beta(a, b) are the prior distributions on (B|v), the
conditional mean, and v, the standard deviation. G is a diagonal matrix and constants m, G, a, and
b are chosen to represent prior knowledge. In contrast to the original model, we propose the use of a
beta distribution for v since this parameter is related to the interindividual variability of clearance, a
PK parameter, and we assume that its value is between 0 and 1.

Dose allocation rules: the dose assigned to the next cohort, after having collected data from the i
previous patients, is chosen so as to satisfy

dy.y = argming |P(z,,, > log(L)|B = B) -6, (5)

where L is a threshold set before starting the trial and B[ is the posterior mean of B, computed after
i patients. We changed the original dose allocation rule in which the dose assigned to the (i 4+ 1)-st
subject is chosen as the largest dose that satisfies the safety constraint P(z, ., > L|B = iil-) < 6, since
simulations indicated that the original approach is less robust and, due to estimation problems, tends
to be overly conservative. As with the PKCOV method, we added the no-skipping dose rule.

Recommended dose: the MTD is defined as the dose recommended for the (n + 1)-st subject.

Since an assumption underlying the model is that DLTs are based on the AUC exceeding some
threshold, the method could be applicable only when such a threshold is known. In order to try to
avoid this problem, we propose a new method, PKCRM, which is the combination of PKLIM and
the CRM using a power working model and normal prior on the parameter. In PKCRM the dose
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recommended for the next subject is the lowest of the doses recommended by the two methods. Thus
the incorporation of the PKLIM method provides an additional safety check based on the AUC.

3.3 PKLOGIT

In the third method, called PKLOGIT, inspired by Whitehead et al. (2007) we use z; instead of dose
d; as a covariate in a logistic regression model for py-.
AUC-toxicity model:

IOgit(PT(Z’ B)) = _/32 + .332’ (6)

with a bivariate uniform distribution as prior distribution for 8 = (B,, 83), that is f(B,, ;) = (u, —
L) " (uy — I;)~" where u, and [, are, respectively, the upper and the lower bound of the uniform
distribution chosen for 8,, U (/,, u,), and u; and I; for B, U (I, u3). These priors, although not as used
by Whitehead et al. (2007), have been chosen in order to make this method more comparable with
other methods presented in this paper. Lastly, we borrowed the hierarchical model of PKLIM for z;
that is necessary for computing the posterior probability of toxicity associated with each dose. The
likelihood and the posterior means for parameters are obtained by substituting the explicit form of
pr(z, B), obtained by inverting Eq. (6), and the actual prior distribution into Eq. (2).

Dose allocation rules: Since we did not include the PD variable in our work, we modified the dose
allocation rules shown in the original paper (Whitehead et al., 2007) and the dose given to the next
cohort, after having enrolled i patients, is the one whose predictive probability

n 1 1
P j2 e 1 = pP;) = E —_— | = / S (Z' dZ' ) 7
v + |ﬂ ‘BZ) [ 14+ eﬂzl'_ﬁzfzm ] 14+ gﬁlr_ﬁf&izHl & l+1) il ( )

is the nearest to the target probability 6. In Eq. (10), g is the predictive normal density of z, ; given fii

where [9,- = (By» B+ By, B5), have been estimated across all doses. As in the previous models, we added
the no-skipping dose rule.
Recommended dose: the MTD is defined as the dose d},,, ;; € D recommended for the (n + 1) subject.

3.4 PKPOP

Dose-toxicity model: A variation of PKLOGIT, that we call PKPOP, arises by replacing z with z; ,,, in
Eq. (6), where z; ,,, is the mean value of the logarithm of AUC at dose d. predicted by the hierarchical
model in PKLIM. In other words, we replace the observed value for the patient with the population
mean value. In this way, we pass directly to the population level.

Dose allocation rules: the dose for the next cohort is the dose d, whose posterior probability of
toxicity .

—_—— d, € D, 8
1+ eﬁsﬁﬁmzl\»,pup k ( )

pT(Zkﬁpoplﬂi’ dk) =
is nearest to the target probability, that is d;, ; = argmind, 17 (g popl B..d) —6|.

Recommended dose: As for other methods the MTD is defined as the dose d[
for the (n + 1)-st subject.

1] € D recommended
3.5 PKTOX

The fourth method, called PKTOX, that estimates probabilities of toxicity of doses passing through
the AUC, is essentially the PKLOGIT method with a probit regression model replacing the logistic
regression.

© 2017 The Authors. Biometrical Journal published by WILEY-VCH Verlag GmbH & Co. KGaA, Weinheim www.biometrical-journal.com



810 M. Ursino et al.: Dose-finding methods for Phase I clinical trials using pharmacokinetics

AUC-toxicity model:

pT(Zv ﬁ) = ®(_ﬂ2+ﬂ32)7 (9)

with @ represents the standard cumulative normal distribution, replaces Eq. (6) in PKLOGIT method.
The use of a probit instead of a logistic regression model is consistent with the example chosen,
described in the next section, and is studied to verify what happens in the best case, that is when the
statistical analysis and simulation models coincide.

Dose allocation rules: As in PKLOGIT, the dose given to the next cohort is the one with predictive
probability

Py =11B=B)=E[® (=B + Bz11)] = / D (=B + Byzip1) 8(z11) dziy s (10)
nearest to the target probability 6. As in the previous models, a no-skipping dose rule is added.

Recommended dose: the MTD is defined as the dose d[ € D recommended for the (n + 1)-st
subject.

n+1]

3.6 DTOX

The last method, that we will call DTOX, follows the usual way of estimating p,- versus dose directly
without the PK measurements and is included to check the behavior of this standard method.
Dose-toxicity model: the dose-toxicity model is

prd,, B) = (=B, + B, 10g(dk)) de e D, (11)

with a bivariate uniform distribution chosen as the prior distribution for B = (8, 8,), that is
f(Bys By) = (uy — Iy) "' (u; — 1,)~". The likelihood can be computed substituting Eq. (11) into Eq. (2).
Dose allocation rules: the dose chosen for the next cohort is the dose d, whose posterior probability
of toxicity p; (dy. 3[) = @(—,30 + ,31 log(d,.)). d, € D, is nearest to the target probability 6.
Recommended dose: As for all other methods, the MTD is defined as the dose d,, ; € D recom-
mended for the (n + 1)-st subject.

4 Simulation study

4.1 Simulation settings

In the context proposed for our simulations, toxicity is related to a PK measure of exposure, more
precisely to the AUC, the area under the curve in a plot of concentration of the drug in blood plasma
against time. We could not follow the usual way of simulating toxicity in dose-finding simulation
trials, in which a set of probabilities, one for each dose, is set and patient’s responses are drawn from
Bernoulli distributions. Rather, we first simulate PK data and then simulate toxicity based on the AUC
values. In order to achieve this we started with the example based on the PK model for the TGF-8
inhibitor LY2157299 in patients with glioma (Gueorguieva et al., 2014; Bueno et al., 2008). TGF-8
signaling is an important growth regulator in advanced cancer and a novel treatment approach consists
of inhibiting TGF-g signaling in order to simultaneously inhibit tumor spread and neo-angiogenesis
and improve the patient’s anti-tumor immune response.

We used a simplified PK model as in Lestini et al. (2015), that is a first-order absorption linear
one compartment model, parametrized by k,, the absorption rate constant for oral administration,
CL, the clearance of elimination, and V', the volume of distribution. The equation that expresses the
concentration c(¢) at time ¢ after the drug administration d,_ at time 0 is then

dk ka (ef(CL/V)t _ e*k(lt) ) (12)

D=Ly
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Figure 1 Left: plot of the concentration of the drug versus time for 12.6, 34.65, 44.69, 60.8, 83.69,
and 100.37 mg withk, =2h~!, CL=10Lh~!,and ¥ = 100 L. Right: probability of toxicity versus
dose (Eq. (13)) for several values of w, with 7; = 10.96 mg L™' h, oy = 0.7,and CL =10 L h~!.

Figure 1 left hand plot shows the behavior of the model described above, withk, =2h~!, CL=10L
h~', and ¥ = 100 L for the doses of 12.6, 34.65, 44.69, 60.8, 83.69, and 100.37 mg.

With the exception of k, that is taken to be fixed with k, = 2 h™!, we suppose that subjects’ PK
parameters come from log-normal distributions with means equal to the values proposed in Lestini
etal. (2015); CL=10Lh~! and V¥ = 100 L, and standard deviations v, = w, equal to 70% or 30%
in the different scenarios. Based on this, we simulated several scenarios, with PK data simulated from
this model with different probabilities of toxicity.

In order to relate PK and toxicity, we introduced a measure of subject sensitivity in our model. We
set a linear function of AUC, that is s(AUC) = ¢« AUC, in which « is a sensitivity parameter of the
patient assumed to come from a log-normal distribution with mean equals to 1 and standard deviation
w,,. We then fixed a threshold, 7, and assumed that a subject would experience a DLT at a given dose
if s(AUC) is equal to or greater than 7. Therefore, since AUC is computed as d, /CL, we have that

logd, —logt; —logCL ’ (13)
vV Wty + 0}

where @ () represents the cumulative function of a standard normal distribution.

Changing the values of w, leads to different scenarios for p;, as shown in Fig. 1 (right hand plot).
Seven different scenarios were simulated. Values of t and o were chosen in order to have the MTD
at a specific position. Table 1 shows the parameters used in the different scenarios. The first scenario
is the closest to the models presented in Gueorguieva et al. (2014) and Lestini et al. (2015) and the
doses used in the simulated trial were chosen to achieve the desired probabilities of toxicity, that is
(0.001, 0.05, 0.1, 0.2, 0.35, 0.45), under this scenario by inverting Eq. (13) with w, set to zero so that
the threshold is the same for all patients. We then modified the threshold in order to simulate trials in
which the MTD was in another position without changing the way in which toxicity was simulated
(scenarios 2 and 3). In the next two scenarios (4 and 5), we added variability in the threshold to explore
situations in which patients will experience toxicity according to a subject-specific threshold, which is
likely to be more representative of actual toxicity occurrence. Finally, we analyzed scenarios where the

pr(d) =
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Table 1 Parameters of simulated scenarios.

Scenario k,(h71) CL(Lh™) V (L) W = oy w, 7, (mg L~ h)
Scenario 1 2 10 100 0.7 0 10.96
Scenario 2 2 10 100 0.7 0 15.09
Scenario 3 2 10 100 0.7 0 18.10
Scenario 4 2 10 100 0.7 1.17 10.96
Scenario 5 2 10 100 0.7 0.8 10.96
Scenario 6 2 10 100 0.3 0 10.96
Scenario 7 2 10 100 0.3 1 10.96

Notes Each line describes one scenario and values of k,, CL, V, @, , ), w, and t; are shown.

I1V is decreased from 0.7 to 0.3 (scenarios 6 and 7) to evaluate a situation where we expect the impact
of taking PK information into account to increase.

In our setting, we took the measure of exposure to be area under the concentration time curve
(AUC), but, depending on the mechanism of action of the drug, C,,,. or some other measurements of
exposure could be used instead.

Trial settings

In order to compare the dose-finding methods, we simulated subject responses to all doses for each
trial. We started by drawing individual PK parameters from the population distributions for each
subject, as described in the previous subsection. Then, for each dose level and for all patients we
computed concentration measurements to which we added a proportional error drawn from a normal
distribution with zero mean and standard deviation of 20%. Finally, we simulated toxicity values at
each dose level using Eq. (13). Each simulated dataset was stored and, for each dose-finding method,
subject responses were read from this complete dataset. In this way, when two methods coincide in
dose allocation, the results of the simulated runs are the same. For each scenario, 1000 trials were
simulated.

For the design, we supposed a cohort size of 1 subject and a fixed sample size of 30. We escalated
the dose one by one until the first toxicity and then we switched to the chosen model design (two-stage
design). If any toxicity is seen in the trial, estimation methods are applied at the end of the trial. In
order to estimate the AUC, we assumed a one-compartmental model with linear elimination and we
estimated parameters for each patient through nonlinear least squares (NLS) method. Ten samples
from simulated concentrations were used in NLS. For the PKCOV method, the population AUC at
dose d, was computed as the mean of the AUCs of the previous subjects allocated at dose d,. As
in Gueorguieva et al. (2014), we set 0 equal to 0.2, that is the MTD is the dose for which 20% of
subjects exhibit DLT. We applied PKCRM with several L instead of PKLIM alone, since PKLIM
depends only on L and gives the same result in all scenarios. We set L equal to 7.05, 10.96, 15.09, and
18.1 mg L~! h. The last three represent real thresholds 7, used to simulate scenarios, to put ourselves
in the best case possible for the PKCRM in at least one scenario. The skeleton of CRM for all the
trials was set as p = (0.01, 0.05, 0.1, 0.2, 0.35, 0.45), that is the real probabilities of toxicity related to
the first scenario except for the first dose, and priors and other constants are summarized in Table 2.
Priors were chosen for the case in which we have good previous information for scenario 1. This is
the case in which, for example, we have information from preclinical data. When this was impossible,
for example for PKLOGIT and PKTOX (since it is difficult to approximate a step toxicity function
through a logistic or @ function), we selected values which, after preliminary simulations, gave us
acceptable results for several settings, as is usually done in the absence of prior information.
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Figure 2 PCS for all the methods through seven scenarios. The estimated probability of toxicity
with Clopped-Pearson 95% confidential intervals after 1000 simulations is plotted for each method.
Scenario 2 is omitted since it was intermediate between scenarios 1 and 3, as well as the PKCRM, _ 5 49
method, which behaved as expected in between PKCRM, _,, o and PKCRM, _ 5 ;.

4.2 Results

In Fig. 2, we summarize the results on the probability of correct selection (PCS), that is, the percentage
of simulated trials in which the correct MTD recommendation was made. We plotted the estimated
probability of toxicity with Clopper-Pearson 95% credible intervals after 1000 simulations for each
method. To improve the layout of the figure, we decided to show only six scenarios, omitting Scenario 2
that was intermediate between scenarios 1 and 3, as well as the PKCRM; _ 5 o, method, which behaved
as expected in between PKCRM;, _,, s and PKCRM, _,, ;. Tables 3, 4, and 5 give details of PCS, and
the probabilities of overdosing and under-dosing for all methods in the 7 scenarios. Results are divided
in three tables, according to characteristics of the scenarios. In Table 3 results from scenarios with
we; = wy, = 0.7 and without variability in & are summarized, Table 4 shows results for scenarios with
wep = o, = 0.7, fixed threshold 7, = 10.96 and several w,, and Table 5 shows results of scenarios
with less IV, w-; = w),, = 0.3, and 7, = 10.96.

© 2017 The Authors. Biometrical Journal published by WILEY-VCH Verlag GmbH & Co. KGaA, Weinheim www.biometrical-journal.com



815

Biometrical Journal 59 (2017) 4

01 I S WYTO0 €LT0 ¥9T0 ¥60°0 TSO0 TLOO YOTO TOK'O 0TS0 PE00 $00°0 9£0°0 XOLMd
01 I S TI€0 L6TO0 9170 1800 THO0 €500 T6TO 0SP'0 6120 8100 1000 0200 X01d
01 I S €VT0 IPE0 TSTO TLOO THOO 0SO0 6TC0 66V0 0STO S00°0 0 L100 "*YTTNEONd
01 I S 9070 0££0 ¥8TO ¥80°0 €00 $SO'O 08I0 P80 6620 9100 0 1200 *"TIWIOMd
6 I € L6000 910 SEF0 6610 0900 1900 LOOO SPI'0 0v90 L91°0 6000 6200 *O""TIWIONd
6 I T ¥80°0 1€0°0 6L0°0 9SE0 TSE0 8600 1000 1000 €400 I6V°0 T10¥0 €900 ““TTNYONd
01 I S SECO S8TO 6810 1600 6V00 TSO0 €0E0 SO S6I'0 900 6000 6100 dod3d
01 I S ISTO 8970 1970 S60°0 <TSO0 TLOO TITO0 TIFO LOSO 0S0O0 #0000 9£0°0 LIDOTId
01 I 9 $OP'0 LETO 861°0 8900 I¥00 TSO'0 OIF0 €SE0 €0T0 +I0°0 0 0200 AODMd
m~®>®~
asop = LN
20  T0 1600 I1#00 CIOO 0 ‘60°s1 =12
NOCNQ@OW
01 I S 7900 TITO €SE0 LPTO 6010 LIT'O LOOO 0600 LISO 6LT0 S€0°0 6900 XOLMd
11 I 9 G800 9LI'0 69€0 1120 1L00 LS00 %100 8910 TSSO S61°0 9100 SSO0 Xold
I I 9 900 9LI'0 OI¥'0 SITO 9L00 8500 6000 1910 0090 961°0 #1000 0200 '°*""'INYONd
11 I 9 7900 O0LI'0 60¥°0 9IT0 SLOO L900 LOOO LSI'O 1650 <TOTO €100 0£00 U*""TINIOd
11 I S 900 TI1°0 LOY'O S9T0 €800 L800 €000 €800 €850 6ST0 LIOO SSO'0 " TIN¥DMd
6 I € 9€0°0 STO0 9800 €90 €SE0  LETO 0 0 0P0°0 SLFO 18€0 #0100 “““TINYOMd
1 I 9 6600 ¥6I'0 SPEOD 00T0 0800 <TS0'0 8100 <TOTO 00S0 6610 0£0°0 1500 dod>d
01 I S $90°0 TITO 0SE0 ISTO SO0 LIT'O 8000 8800 O0€S0 9.T0 TEO0 9900 LIDOTId
11 I 9 9110 CTLI'0 OLEO S$81°0 L90°0 LS00 I1v00 €910 0SSO0 LLI'O SI00 %S00 AODMd
V~®>®~
asop = LN
SO S€0 20 [0 S00 1000 ‘9601 = 12
ﬁOCmEoom
(w)

XBW-UIW  UBIPAW 9 S b € z I 9 S ¥ ¢ z I

SI1d Jo Ioqunu UOTIBIO[[® ISOP 9, UOT}I9[3S ISOP %, POUIRIN

L1 [exaass pue ‘g = “® ‘10 = 1@ = TP® Y sorreuads 10y 11(J JO
JoqUINU WNWIXBUW PUL ‘WNWIUIW ‘UBIPSW PUL UONBIO[[B ISOP JO a38juad1ad ‘S[BLI}) 9U} JO PUD dY} )& UONII[IS ISOP JO aFeIU0Id] € d[qeL

www.biometrical-journal.com

© 2017 The Authors. Biometrical Journal published by WILEY-VCH Verlag GmbH & Co. KGaA, Weinheim



M. Ursino et al.: Dose-finding methods for Phase I clinical trials using pharmacokinetics

816

"SOI[BIT UL UYLIM ST 9SOP [0 JO A)I01x0) Jo o3ejuaorad [eay] sa1on

6 0 v €9%°0 6CT0 910 7900 €400 8500 LSS0 LOEO SOI'0 8000 1000 <CTTOO XOLMd
6 0 b 8TS0 SITO I1TI'0 $SO°0 LEOO SPO'O 6S9°0 LSTO 9900 S000 0000 €100 X01ld
6 0 b SIP0 86T0 €S1°0 €500 LEOO SHOO 6€S0 TLEOD SLOO 0 0 1100 ""TWYOMd
6 0 b TOSO0 ¥TEO TTTO L90°0 6€0°0 LYOO FIEO 650 €020 0100 0 +100 "TIWYOMd
L 0 T IPI0 6€1°0 LTPO SSI'0 9S00 TSOO LOOO 1910 SP9'0 0910 8000 6100 O"TINIONd
8 0 [ ZTEI'0 TEO0 1L00 I¥E0 THEO TSO'0 #0000 1000 6500 €6v°0 LIFO 9v00 " TINYONd
6 0 b 6£S0 6610 LITO 1900 600 SYO0 0990 LETO TLOO LIOO TOO0 <TIOO dOod>Id
6 0 v TLPO €TTO €10 €900 THO'O LSOO €LS0 00E0 8600 9000 1000 <TTOO LIDOTId
11 0 S 0090 6SI'0 TIII'0 6000 9€00 SPO'O LELO SLI'O 0L00 S00°0 0 €100 AODMd

©~o>®~

asop = LN
0 SEI'0 900 £T00 6000 0 ‘181 ="
mo_amﬁmom

(u)
XBW-UIW  UBIPIW 9 S b € z I 9 S ¥ ¢ z I

ST 1 Jo Ioqunu UOTIBIO[[E 3SOP %, UOT)IJ[IS ISOP 9, POYION

panunuo) € AqeL

www.biometrical-journal.com

© 2017 The Authors. Biometrical Journal published by WILEY-VCH Verlag GmbH & Co. KGaA, Weinheim



817

Biometrical Journal 59 (2017) 4

*SOI[II UT UDJILIM SI ISOP OB JO A}101X0) JO 958Iud01dd [eay] s270N

1 I 9 $b0'0 SSO0 0910 ¥ETO +9TO0 <THTO 1100 000 0910 TIEO LIEO OLIO XOLMd
€1 I L LEOO 900 9810 1970 +0TO 6vT0 €000 SEO0 SLI'O IZE0 1€T0 TETO X01d
1 I 9 $E0'0 TLOO SPTO €IE0 6£T0 9600 €000 6200 T9TO 9€K°0 6€T0 1€00 ' PTTAMONd
1 I 9 TEO0 0L00 9¥T0 PICO 8ETO 0010 €000 TEO0 LSTO 9€H°0 8€TO0 €00 O "TINYONd
1 I 9 ¥T0'0 LYOO LETO I€€0 €¥TO SITO 0 SI00 SKTO SPP0 LETO 8500  *OTINYOMd
01 I S 1200 6100 S900 €0£0 90¥0 SSI°0 0 0 9100 86€0 S0 T€1'0  ““TINUDMNd
€1 I L ¥p0°0 9L00 €610 9ST0 SOTO 9ZT0O SO00 0SO0 1610 9Z€E0 1TT0 LOTO dod3d
1 I 9 $Y0°0 9S00 S9I'0 6£T0 LSTO SETO T100 6200 CTLI'O 9E€°0 €8T0 6910 LIDOTId
€1 I L $S0°0 1800 9TT0 9970 991°0 LOTO 8000 OFO0 €bT0O 8SE0 1910 0610 AODMd
m—o>2
asop = LN
L9F0 PO 6C0 6610 610 1200 ‘g0 = "o
WOCNQMOm
1 I 9 8€0°0 6£00 9010 T8I'0 9ST0 SPE0 8000 SIOO SLOO CTITO €8€0 LOSO XOLMd
€1 I L TEOO LSOO 0910 S8€TO 1TT0 T6TO SO00 STO0 OEI'0 88TO S9T0 LSTO X01d
€1 I L ¥200 1S00 0910 9920 €€€0 9910 €000 9100 SIT0 LECO OO 6600 " INYONd
€1 I L €200 6¥Y00 0910 9920 TEEO 6910 1000 LIOO €110 TECO €00 #0100 O "TINYONd
1 I L LI00 €£00 SSI'0 #LTO 9€€0 SSI0 0 000 CTIT0 #T€0 6£0°0 1210 O TIN¥DMNd
11 I 9 9100 ¥I00 TSO0 TETO STFO 8STO 0 0 L0000 9¥T0 9¢s0 1120 “““"TINYOMd
€1 I L Tv0°0 8900 891°0 LETO TITO ¥9T0 9000 8€00 LbI'O L6TO 8STO $STO dOod>Id
11 I 9 THO'0 TPO'O E€IT0 9810 TSTO SECO 0100 SIO0 $LOO €ETO 8LEO 06C0 LIDOTId
vl I L 0v0'0 LSOO LSI'0 ¥ETO €0T0 60€0 S000 +T00 ¥EI'O0 66T0 €IT0 SIE0 AODMd
N~®>2
asop = QLN
PLEO TTFO SEE0  SSTO 6610 9S00 Lrr="o
vo_amﬁmom
()

XBW-UIW  UBIPAW 9 S ¥ ¢ z I 9 S ¥ ¢ z I

SI1d Jo Iequnu UOIIBIO[[B ASOP ¥, UOTIO3[3S ISOP 9, POYIdN

@ [BIGAIS PUB ‘96°0] = L2 ‘oL JO AN[IQRLIBA [ENPIAIPULISIUL ()IM SOLIBUIDS 10 [T(] JO
IoquUNU WNWIXBW PUE ‘WNWIUIW ‘UBIPAW PUEB UOIIEIO[[B 9s0p Jo 95ejusoiad ‘S[eL1) oY) JO puo oy} Je UOI}09[as 9s0op Jo afejuadidd § dqe],

www.biometrical-journal.com

© 2017 The Authors. Biometrical Journal published by WILEY-VCH Verlag GmbH & Co. KGaA, Weinheim



M. Ursino et al.: Dose-finding methods for Phase I clinical trials using pharmacokinetics

818

"SOI[BIT UI UD)ILIM ST 9SOP o JO A)101x0) Jo o3 juadrad [eay] sa1on

4 I 9 LEO0 0900 ILI'0 SYTO 9TT0 8STO  SO00 €400 SSI'0  TIEO0 9€T0  61T0 XO1Md
€1 I 9 00 SS00 620 SPTO 1810 9IT0 H000 $SO0 9STO IZEO HLIO 1610 XOLd
4 I 9 €£00 LLOO SFTO SO0 6YTO 800 €000 8€00 SLTO 6ZK0  OVTO  S10°0 PIETIN O
4 ¢ 9 ZEO0 LLOO 0STO SOSO ISTO TSO'0 TO00 OvO'0 SLTO 8TKO  €¥TO  TI00 SN
4 € 9  $T00 6900 190 €I€0 TSTO T80°0 0000 HEO'O SLTO IEKO 8KTO  TIOO ST
01 I 9 1200 9100 IST'0 €S0 TLTO LSOO 0 0 TLI'O 9SS0 LSTO S10°0 TN
€1 I L 1S00  TOI'0  TETO €pTO  OLI'O  €0T0 SO00 6L0°0 SLTO HOEO €S0 ¥8I°0 dod>d
Tl I 9 €00 900 SS8T'0 0STO €IT0 <THTO €100 0v0'0 80TO OEE0 CTITO L61°0 LIO0TId
€1 I $9 €500 S80°0 6£T0 THTO €910 8ITO 9000 8K00 LSTO TLEO P10 €610 AODMd
m ~®>®~ OmOU
9950 860 9820 S6I0 SEI0 6100 =AILNT="®
L Omuﬁﬁoom
01 I S OLI'0 99%°0 O0FTO SSO0 9500 €00 €010 SLL'O  SII0 0 0 1000 XOLMd
6 z 9 9yT0 OLF0 6L10 8€0°0 €£0°0 €€00 6VI0  6PL'O  TOT'0 0 0 0 XOLd
6 14 S 0TT0 T6V0 €810 8E0°0 €E0°0  €€00 SPI'O  T9L0 €600 0 0 0 PIETIN O
6 14 S 6170 T6KO €810 SE00  €£0°0 €£0°0  vFI0  €9L0 €600 0 0 0 SN
8 I S 0TI'0  LISO SSTO I¥0°0 €£0°0  €€0°0 ISO0 0T8O 6C1°0 0 0 0 ST
% I I 1L00 €€00 1T€0 98F'0 9S00  €€0°0 0 0 1870 8IS0 1000 0 TN
01 z 9 T9T0 69¥0 S9I'0  8€0°0 ¥E00 €€00 SPI'0  TWLO €110 0 0 0 dOod>d
01 I S €610 €PF0  OFTO SSO0 9500 €00 OIT0 LPL'O  €VI0 0 0 0 LIO0TAd
01 z 9 80€0 YTH0 P90 8€0°0 €£0°0 €€00 SYTO  TLYO 08070 0 0 0 AODMd
W ~®>2 meU
S8E0  FSI0  STO0 1000 0 0 =ain‘o="®
@ Omuﬁﬁoom
(u)
XPW-unu  URIPAW 9 S b € z I 9 S v € z I
S171d Jo Jaqunu UOBIO[[E S0P 9, UOTJIJ[IS ISOP 9, POUIIN

“P@ TBI9A3S PUB ‘96°0] = L1 ‘o40€ JO ANIQRIIBA [ENPIAIPULISIUL Y)IM SOLIBUIOS 10] TT(J JO
IoqUINU WNWIXEW PUE ‘TUNWIUTW ‘UBIPIW PUE UOTJBIO[[B 950D JO 9581u0010d ‘S[BLI) 97} JO PUS 9} J& UOTIOI[IS 9SOP JO 9581Ua010d  § d[qe],

www.biometrical-journal.com

© 2017 The Authors. Biometrical Journal published by WILEY-VCH Verlag GmbH & Co. KGaA, Weinheim



Biometrical Journal 59 (2017) 4 819

In the two upper plots of Fig. 2 scenarios 1 and 3 are shown: they correspond to simulations with the
same PK parameter values, without variability in «; the only difference is in the threshold t;, which
is changed to have a different dose level as MTD. Full results including scenario 2, where the MTD
is at level 5, are grouped together in the summary Table 3. We recall that priors for the dose-finding
methods were set, when possible, to be informative for scenario 1, and were then kept the same for all
other scenarios where they were “wrong” with respect to simulated values. Priors for PKLIM could
be considered informative for all the trials. We tried using noninformative priors and achieved similar
results, which is not unexpected since the response was essentially a linear regression. For that reason
we do not show the results obtained with other noninformative priors for PKLIM.

In scenario 1, shown in Fig. 2A, all the methods, except for PKCRM, _- 5, achieved a PCS between
50% and 60%. PKCRM, _,¢, reached the MTD 60% of times and thus had the largest probability
of finding the real MTD. Decreasing L down to the real value of t used in the simulation, PKCRM
achieved lower PCS but with reduced percentages of overdosing and median number of DLTs (Table 3).
With L < t PKCRM was not able to target the correct MTD, which we expected due to a strong PK
constraint. PKCOV and DTOX showed similar behavior, with PCS of 55% while PKLOGIT and
PKTOX had the lowest maximum number of DLTs. On average, 5 to 6 DLTs were encountered within
each simulated trial of 30 subjects (20%), regardless of the method used. The minimum number of
DLTs was 1 for all methods, and the maximum number of DLTs ranged from 9 to 12, showing that
the choice of the dose-finding method did not have much impact on the expected number of toxicities.
In the third scenario in which the MTD is at the highest dose level, seen in Fig. 2B, the best PCS was
achieved by PKCOV but at the cost of an increased maximum number of DLTs; 11 instead of 7-9 as
the other methods. Within the PKCRM family, only PKCRM with the right L was able to identify the
correct MTD in the majority of simulated trials (54%), a percentage similar to those for PKLOGIT
and PKTOX (respectively 58% and 56%). PKPOP and DTOX had comparable results with PCS of
66%. Since all methods are Bayesian, we decided to apply them at least at the end of the trial even if
there were no patients showing toxicity, in order to evaluate the strength of prior information.

In the next two scenarios (4 and 5, middle plots in Fig. 2), we introduced variability in the relationship
between AUC and toxicity through inter-individual variability in «. The toxicity-AUC curve over the
population is then no longer represented by the Heaviside function, i.e. a step function, but affected
by individual subject sensitivity to the drug. Fig. 2C shows the results for scenario 4, which has the
largest variability in «. The percentage of correct predictions decreases for all methods, because of
the added inter-individual variability. PKCOV, PKPOP and DTOX showed similar behavior with,
respectively, PCS of 22%, 26% and 27%. Conversely, adjacent dose levels to the MTD were allocated
more often, showing evidence of dose redistribution, as can be expected in this setting. PK TOX and
PKLOGIT were less affected, with the probability of correct predictions decreasing only to 38%. The
method performing best with regards to selecting the MTD was PKCRM; _, o5 (PCS of 54%), which
also had the lower percentage of overdosing. With less inter-individual variability in the PK-toxicity
relationship, as in scenario 5, the differences between the methods were reduced as shown in Fig. 2D.
All the methods exhibited a PCS rate between 31% and 44%. PKTOX and PKLOGIT performed the
worst, while the PKCRM family had the highest PCS. Again, the PKCRM methods with L lower than
7 selected doses around the MTD more often.

In the final two scenarios (6 and 7, lower plots in Fig. 2), we investigated the impact of the inter-
individual variability in PK, with (scenario 7) and without (scenario 6) variability in «. In these two
scenarios, we decreased the inter-individual variability of clearance and volume of distribution from
70%, the value in the original data, to 30%. The results for scenario 6 are shown in Fig. 2E, and are
qualitatively similar to those of scenario 1, but the percentage of correct selection now increases to
values between 67% and 82%, except again PKCRM, _, ,s. PKCRM;, _,, o4, With L equals to 7, has the
lowest percentage of overdosing (see Table 5 in Appendix) followed by PKTOX and PKLOGIT. As
before, introducing variability in « (scenario 7, Fig. 2F) decreases the percentage of correct selection
for all methods. The PKCRM family achieved rates for the PCS between 43% and 56%, while all the
other methods give rates between 30% and 33%.
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Figure 3 Plot of medians of estimated probabilities of toxicities for each dose versus sample size for
scenario 7. pl, p2, p3, p4, p5, p6 are the probabilities of toxicity related to dose level 1, dose level
2, dose level 3, dose level 4, dose level 5, and dose level 6, respectively. The black horizontal lines
represent the true probability used in the simulation, and each curve represents the median over 1000
simulations of the corresponding estimated probability for one method. Only one member of PKCRM
family is shown since they have similar results.

We also investigated the ability of each method to estimate the dose-toxicity relationship by con-
sidering the estimated probability of toxicity for each tested dose. This was evaluated for sample sizes
increasing from 20 to 100 in order to evaluate the convergence of each method. The results are dis-
played in Fig. 3 for scenario 7. The black horizontal lines represent the true probability used in the
simulation, and each curve represents the median over 1000 simulations of the corresponding estimated
probability for one method. We plotted only one member of PKCRM family since they have similar
results. Because overlaying prediction bands would make the plots illegible, we did not include them.
Figure 3 shows that all the methods are able to accurately estimate the probability of toxicity of the
MTD, consistent with the previous results on PCS. Also the probability of toxicity at doses adjacent to
the MTD are well estimated, since, in our results true probability of toxicity is between the first and the
third quartile of the distribution of estimated probability. However, only PKTOX and PKLOGIT are
able to extend accurate estimation to the other dose levels. These two methods are indeed able to have
a good estimation of p, (the probability of toxicity related to dose level 1) starting from a sample size
of 25 patients, and of p, (the probability of toxicity related to dose level 6) from around 40 patients.
Figure 4 shows the interquartile range for all methods for p,, p;, and ps, which are, respectively, the
probabilities of toxicity related to dose level 1, 3, and 5.

Similar behavior was also observed for all other scenarios (plots not shown). PKTOX and PKLOGIT
are able to give good estimates in each scenario, while other methods tend to estimate the probabilities
of toxicity correctly only for the MTD and adjacent doses. The PKCRM family is able to estimate
all probabilities of toxicity when the skeleton is identical to the real probability of toxicity. Over all
scenarios, we noted that DTOX, PKCOV, and PKPOP gave more accurate estimates for extreme
probabilities in scenarios in which w,, is equal to zero.
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Figure 4 Plot of three estimated probabilities (pl, p3, and p5) of toxicity versus sample size for
scenario 7 for all the methods. Each quadrant shows the three estimated probabilities using a method.
Median, first, and third quartile over 1000 simulations of the corresponding estimated probabilities
are plotted. The black horizontal lines represent the true probability. From below, the first is for pl,
the second for p3 and the last for p5. As in Fig. 3 only one member of PKCRM family is shown since
they have similar results.

Finally, we checked estimation of the PK parameters at the end of the trial for each method. We
used the simulated data and fitted models with Monolix. Despite the diverse distributions in dose
allocations, all the results were similar suggesting that the choice of the method does not influence
parameter estimation.

5 Discussion
In the present study, we reviewed, extended, and developed methods that take into account PK mea-
surements in sequential Bayesian adaptive designs for early dose-finding studies in small populations.

We adapted existing methods for the same clinical setting, which was taken from a real PK/PD ex-
ample, the development of the TGF-g inhibitor LY2157299 in patients with glioma (Gueorguieva
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et al., 2014), where toxicity occurs after a high exposure to the drug. The same example has been used
by Lestini et al. (2015) to evaluate adaptive designs in model-based approaches. We simulated a range
of scenarios reflecting different assumptions and different amounts of inter-individual variability, in
order to assess the performance of each method in term of the maximum tolerated dose as well as the
estimation of the probabilities of toxicity associated with each candidate dose. With a fixed threshold
in the AUC-toxicity relationship, the occurrence of toxicity assumed to occur whenever the exposure
exceeds this threshold. This can reflect the physician’s recommendation on a target concentration not
to be exceeded though it may be too deterministic to be plausible in practice, as it reflects a strong
clinical constraint set for safety reasons when nonmonitorable toxicity has been observed in preclinical
phases during drug development. Introducing a variability in the AUC-toxicity relationship allowed us
to simulate a more complex but also more physiologically reasonable situation in which the sensitivity
to drug concentrations varies across subjects.

The two main findings from the simulated clinical trials are first, that having good prior information
on PK, from preclinical data or other previous clinical trials, can help in decreasing overdosing without
changing the PCS, and second, that only methods that estimate the probability of toxicity through the
dose-AUC and AUC-tox relationships are able to estimate the dose-toxicity relationship adequately.

The first method presented, PKCOV, can be viewed as a “continuous” CRM with a PK covariate
added. It resulted in one of the least accurate models. For instance, in scenario 4, following the
PKCOV method, the wrong MTD was chosen in 77% of cases and adjacent dose levels to the MTD
were allocated more often than the correct dose. A similar situation could be found in scenario 2.
Adding the patient’s AUC distance from the mean estimated value as a covariate can be seen as a
way to take into account a measure of interindividual variability. In effect Az, depends on w; since,
after r patients allocated at dose d, it follows a normal distribution with mean equal to zero and
variance equal to (r + 1)wZ, /r. It does not depend on dose, therefore the covariates in model 1 are not
correlated.

The PKCRM methods were developed as combining the PKLIM, with the standard CRM. When
PKLIM is used alone, we found it had reasonable performance since, essentially, it is a linear regression
model resulting from a linear compartment model used to analyze the PK data, but as it does not
incorporate the observed toxicities, it led to more patients showing DLTs (data not shown). Another
issue was that the dose allocation of PKLIM is driven only by the constant threshold L. As the method
does not take into account an adaptive updating of this threshold, a wrong initial guess can lead to poor
results. For that reason, the method we present in this paper is PKCRM, which couples PKLIM and
CRM: in that way, PKLIM can take the role of a second constraint based on AUC. Nonetheless, even
in this model the choice of L is crucial. As shown in the tables in the Results section, when L is equal
to the real toxicity threshold v, PKCRM maintained, more or less, the performance of CRM while
reducing the risk of overdosing. When L is greater than t;, the more we increase L, the nearer we get
to the unmodified CRM (PKCRM;, _ 5, in our examples) as we relax the PK constraint. Conversely,
when L is lower than 7, as we expected, PKCRM was not able to achieve the real MTD since PK
constraint drives the dose selection downwards. For that reason careful choice of L is necessary before
starting trials: it could either improve considerably the PCS (scenario 6) or lead to very wrong results,
which may make it difficult to use in practice when little information is available beforehand. In the
motivating example used in our simulations, a threshold for the AUC was derived from animal studies
(Gueorguieva et al., 2014), which is common practice in drug development. Approaches to setting
the threshold range from empirical (extrapolating a nontoxic AUC to humans and dividing by 10 for
safety) to heavily mechanistically based (using predictions from, e.g. PBPK models). An alternative
in practice could be to test different thresholds, to adapt the thresholds during the trials based on the
first cohorts included in the trial, or to combine the results obtained with different thresholds through
model averaging approaches.

Following this idea, we can see PKLOGIT as an attempt to adaptively estimate the threshold L
of PKLIM. This requires an underlying model, mechanistically increasing the number of equations
and parameters. This could lead to difficulties in parameter estimation when the relationship between
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toxicity and AUC is represented by an Heaviside function, as in four of our Scenarios (1-3,6). However,
when the MTD is not located at the last dose level, the logistic function can have enough data to
approximate, more or less, the step function. Together with PKTOX this method had the best ability
to estimate the probabilities of toxicity over the range of candidate doses used in the study, suggesting
that it provides us with more information on the dose-concentration-toxicity relationships than the
previous methods considered. The two equations work at different levels: the model that links p, and
log(AUC) operates at the patient level and the Gaussian regression operates at the population level.
Computing P(y;,; = 1|8 = B[) involves an integral and is likely to be affected by the errors from both
regressions, thus in some cases they could interact to contribute a bigger final error, especially in a
small sample setting. We tried to add a more simple population level step in PKPOP similar to a
logistic regression relating p, to log(d), but in that case the regression is made at the AUC population
level (AUC = d/CL), that is part of the variability is already estimated in a previous model. From
the results one can see that this simpler model works better in cases when toxicity versus AUC can be
modeled by a step function, especially in scenario 2-3. It should be noted however, that it converges
to p, versus log(d) more slowly, needing larger numbers of patients to be recruited into the trial.

In the last two methods, DTOX and PKTOX, we investigate two different ways of estimating the
dose-toxicity curve. For that reason, both approaches use the real link function (®), even if, after
simulations, the logit link had the same performance of the probit link. The difference between the
two methods is that DTOX directly models the toxicity as a function of dose while PKTOX uses
drug exposure, with an increased number of equations and parameters. PKTOX, like PKLOGIT, is
therefore more of a AUC targeting method than a dose targeting method. This suggests that it could be
useful for a personalized medicine approach targeting individual drug exposure. It would also reflect
the pharmacokinetics of the drug in a more subtle way than considering only the dose, as different
dosing regimens could lead to different drug exposures for nonlinear pharmacokinetics, and AUC
can then be predicted from the PK model. It is useful to recall that DTOX and PKCRM, _ ¢ ;, which
approaches the unmodified CRM for all scenarios except Scenario 3, are two methods that do not use
PK information. They are able to well estimate the probability of toxicity linked to the MTD, but not
all the other probabilities of toxicity, as we showed in Figs. 3 and 4 (in those figures PKCRM, _,, o
only is plotted, but all PKCRM method behaved in a similar way). These systematic deviations can
be attributed to the usual dose allocation process, that tends to allocate the majority of the patients
near to the MTD. Therefore, the methods can get information in this limited range, that is, the MTD
and adjacent doses, but do not gain information on other doses. This leads to a very good estimation
of only a limited part of the dose-toxicity curve so that increasing the sample size does not improve
estimation of the other parts of this curve for these methods.

Dose-finding methods can be broadly classified according to two different types of approaches,
the “dose-estimators” and the “dose-finders” (Rosenberger and Haines, 2002). In the first type, the
aim is to estimate the entire dose-toxicity curve, and to determine the dose associated with a given
percentile of the dose-toxicity curve. Model-based approaches combined with optimal design belong
to this framework (Bornkamp et al., 2007). The second type, which is the approach usually applied in
the oncology setting, the aim is to home in on the maximum tolerated dose amongst the doses tested
in the trial, without estimating the entire dose-toxicity curve (O’Quigley et al., 1990; Whitehead and
Brunier, 1995; Babb et al., 1998), so that results are valid only for the doses tested. The CRM, since it
is built directly to take care of a discrete number of doses, is a “dose-finder” method. After choosing
the skeleton, the regression makes sense only for the given set of the doses and it is meaningless to
extrapolate to other doses after the estimation. For that reason, PKCRM, _ 5 |, which essentially tends
to the unmodified CRM, had good performance in PCS, except in the last scenario, in which the
CRM skeleton played an important role. It should be noted that the same skeleton was used across
all scenarios, which reflects the approach used in practice where the skeleton could be based on prior
information. On the other hand, all the other methods are more “dose-estimator” methods, since they
try to estimate the entire dose-toxicity curve, and only in the last step of the method do they focus on the
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discrete set of candidate doses. In that case, extrapolation to the entire dose-toxicity curve is a natural
extension. Our results show that dose-finder approaches home in on the MTD in an efficient way, but
that the probability of toxicity was estimated poorly for doses far from the MTD. Dose-estimators
on the other hand allowed us to better estimate the probabilities of toxicities throughout the range
of doses, which make them more useful when considering the entire drug development process to
integrate the information collected throughout successive trials. Dose-finders, on the other hand, focus
on determining the probability of toxicity for each dose level and then select the one near to the target,
so that extrapolation to different dose ranges is difficult.

Although our results partly depend on the settings of our simulation study, they were consistent
across different simulation scenarios including variability in the patient sensitivity. They should hold
regardless of the actual underlying PK relationship as long as the link between the exposure and
the occurrence of toxicity is reasonably well accounted for. The actual benefit of including PK may
vary, as shown for instance in the first scenario where the priors and working models are already
well informed so that the PK information does not bring much added information. It would also
be worth investigating the impact of departures from the model assumptions, such as the presence
of nonlinear pharmacokinetics, although such models could be accommodated within the proposed
methods by changing the regression submodels. However, our simulations show that taking account
of the exposure does not harm the determination of the MTD but provides more precise estimation of
the entire dose-toxicity relationship. Further work is ongoing to evaluate methods taking into account
both PK and PD in order to target effective doses.

In conclusion, our results show that dose-estimators can provide more information on the dose-
toxicity relationship and the role of exposure, while traditional methods are more specifically targeted
toward finding the MTD and will derive it more efficiently. Studies have shown that the wealth of data
accumulated during clinical development is insufficiently utilized, and suggested analysis, modeling,
and simulation can capitalize sequentially on accrued data to streamline drug development and provide
better medicines to better targeted patients (Arrowsmith, 2011). The dose-estimator methods require
additional PK information, but the models involved are simpler than in full-model based approaches
and can easily be implemented in practice. Ultimately, there is a trade-off between immediate gain,
which is the determination of the MTD for the next study, and long-term goals, that is, accruing
information about the entire dose-toxicity relationship. We would argue that dose-estimators can also
be useful in the long run to extrapolate conclusions to different dosage regimens and ranges of doses.
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