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ABSTRACT: Recently, the European Medicines Agency (EMA) published the new draft guideline on
the pharmacokinetic and clinical evaluation of modified release (MR) formulations. The draft guideline
contains the new requirement of performing multiple dose (MD) bioequivalence studies, in the case
when the MR formulation is expected to show ‘relevant’ drug accumulation at steady state (SS). This
new requirement reveals three fundamental issues, which are discussed in the current work: first,
measurement for the extent of drug accumulation (MEDA) predicted from single dose (SD) study data;
second, its relationship with the percentage residual area under the plasma concentration-time curve
(AUC) outside the dosing interval (1) after SD administration, %AUC(t-0)sp; and third, the rationale
for a threshold of %AUC(t-0)sp that predicts ‘relevant” drug accumulation at SS. This work revealed
that the accumulation ratio R auc, derived from the ratio of the time-averaged plasma concentrations
during t at SS and after SD administration, respectively, is the “preferred MEDA for MR formulations. A
causal relationship was derived between %AUC(t-0)sp and Ra ayc, which is valid for any drug
(product) that shows (dose- and time-) linear pharmacokinetics regardless of the shape of the plasma
concentration—time curve. Considering AUC thresholds from other guidelines together with the causal
relationship between %AUC(t-c0)sp and Ra auc indicates that values of %AUC(t-00)sp <20%, resulting
in Ra,auc<1.25, can be considered as leading to non-relevant drug accumulation. Hence, the authors
suggest that 20% for %AUC(t-w0)sp is a reasonable threshold and selection criterion between SD
or MD study designs for bioequivalence studies of new MR formulations. © 2014 The Authors
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Introduction

In February 2013, the European Medicines Agency
(EMA) published a new draft guideline on the
pharmacokinetic and clinical evaluation of modi-
fied release (MR) formulations [1]. This draft guide-
line was discussed at the European Federation for
Pharmaceutical Sciences (EUFEPS) Bioavailability
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and Biopharmaceutics (BABP) Network Open Dis-
cussion Forum [2], in June 2013 in Bonn, Germany,
together with representatives from the EMA Phar-
macokinetic Working Party who were involved in
drafting this guideline. During the meeting, one
discussion point dealt with the new requirement
of performing multiple dose (MD) bioequivalence
studies for MR formulations, in the case that the
MR formulation is expected to show ‘relevant’ drug
accumulation at steady state (SS). The rationale of
this new requirement from the draft guideline was
exemplarily presented by EMA representatives,
stating that ‘multiple dose studies are necessary in
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prolonged release products because single dose studies
[...] do not provide information about the final phase of
release, which reflects the absorption rate / release rate
of the formulation since absorption is slower than
elimination” [3]. In addition, it was pointed out that
the multiple dose approach is needed ‘[...] only if
there is accumulation’ expected [3]. The prediction
of ‘relevant’ drug accumulation was further de-
fined by the representatives from EMA: ‘A multiple
dose study is needed unless a single dose study has been
performed with the highest strength which has demon-
strated that the mean AUC(0-t) [the area under the
plasma concentration—time curve within the dosing
interval ()] after the first dose covers more than 90%
of mean AUC(0-0) [the AUC after single dose adminis-
tration from time zero to infinity] for both test and
reference, and consequently a low extent of accumulation
is expected’ [3]. However, the discussions with the
representatives from EMA during and after the
meeting, revealed that there is obviously no conclu-
sive scientific rationale for the selection of 10% as
the threshold. The percentage residual area under
the plasma concentration-time curve (AUC) out-
side the dosing interval after single dose (SD)
administration, %AUC(t-00)sp <10%, suggested by
EMA as a predictor for ‘relevant’ drug accumula-
tion at steady state, seemed to be somehow arbi-
trarily chosen.

Hence, the objective of the current work was to
evaluate and discuss the following three fundamen-
tal issues, encouraged by initial discussions from
the mentioned EUFEPS-BABP network meeting
[2], regarding (1) the “preferred” measurement for
the extent of drug accumulation predicted from sin-
gle dose studies; (2) the relationship between the
pharmacokinetic parameter %AUC(t-0)gp and the
extent of drug accumulation at steady state; and
(3) the rationale for a threshold of %AUC(t-o0)sp that
predicts a ‘relevant” extent of drug accumulation
at steady state after multiple dose administration.

Material and Methods

The ‘preferred” measurement for the extent of drug
accumulation

The phenomenon of drug accumulation in plasma
was described quantitatively via mathematical
equations a long time ago, i.e. in 1924 by Widmark
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and Tandberg [4] via a one-compartment open
model approach and a quarter of a century later
by Druckrey and Kuepfmueller [5] via a two-
compartment open model approach. However,
equations for measuring and predicting the extent
of drug accumulation are often derived from
either imprecise assumptions, e.g. ratios of highly
variable single point measurements such as Cpax,
or derived from an overly simplified compartment
model [6-9]. Hence, in the following the authors
summarize the most fundamental compartmental
(A) and compartment-independent (B) approaches
for measuring and predicting the extent of drug
accumulation in plasma, including considerations
of special cases, e.g. influence of lag time, and the
underlying assumptions that may limit the applica-
tion of the respective approach.

(A) Compartmental approaches

One of the first compartmental approaches to
describe the accumulation of drug concentration
in body fluids was provided by Widmark and
Tandberg (1924, in German language), where the
periodic fluctuation of acetone concentrations in
plasma and similar substances were considered
via a one-compartment open model approach for
continuous and intermittent intravenous (i.v.)
drug administration [4]. In 1949, Druckrey and
Kuepfmueller provided (in German language)
the complete theory of drug concentration—-time
courses in the body, including its accumulation
after multiple dosing, derived from a two-
compartment open model approach for various
routes of drug administration [5]. Unfortunately,
this unique work did not receive adequate atten-
tion at that time and in the following years [10].
Based on the previous work from Widmark [11]
and Tandberg [4] and Druckrey and Kuepfmueller
[5], the paediatrician Friedrich Hartmut Dost
described (1953, in German language), via a one-
compartment open model with first order absorp-
tion, the accumulation of penicillin concentrations
in plasma for intramuscular (i.m.) drug administra-
tion, when multiple equal doses are administered
at uniform time intervals [12]. In 1960, Ekkehart
Krueger-Thiemer used Dost’s equation for the accu-
mulation of the asymptotic ‘trough” drug concentra-
tion immediately prior to the administration of the
next dose, in order to derive drug specific loading
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doses (D) for orally administered sulfonamide
antibiotics, which quickly produce effective (pseudo
steady state) drug concentrations in plasma,
i.e. already at the beginning of the first dosing interval
(t) when the maintenance dose (D) is given [13,14].
Krueger-Thiemer’s dose ratio R* (Eq. (1)) seems to
be the first successful approach for predicting the ex-
tent of drug accumulation in plasma for orally admi-
nistered drugs that show linear pharmacokinetics,
considering t and the two first-order rate constants
of absorption and elimination, k, and k., respectively.
. D" 1
K=p~= (1 —e k1) (1 — g her) @

For example, in the case k,>5-k. and if the
selected 1 is equal to the elimination half-life
(f1/2=In(2)/k.), a two-fold increase in the ‘trough’
plasma drug concentration immediately prior to
the administration of the next dose is obtained at
(pseudo) steady state (i.e. R ~2) compared with
the “trough” plasma drug concentration reached
at time equals 1 after a single administration of
the maintenance dose.

In addition, Krueger-Thiemer derived a simpli-
fied equation for the parameter R" (Eq. (1a)) that is
valid for the i.v. bolus injection [13], from which
Dost later (1968) suggested that this formula can
be used more generally, i.e. also as an approxima-
tion for extravascular administration, if k, >>k,,
e.g. >10-fold [14]. This simplified mono-
exponential approach to quantify or predict drug
accumulation after extravascular drug administra-
tion is similar to previous considerations from
Boxer et al. [15] and Swintosky et al. [16]. How-
ever, this approach should not be applied for
orally administered drugs or drug products with
slow absorption kinetics, as is often the case for
many MR formulations.

D" 1
REm = = 1
D~ (1—ekm) (1a)

Moreover, despite its essential role in the devel-
opment of rational, ie. drug specific, dosing
regimens for oral sulfonamide antibiotics in the
1960s and beyond, it should be noted that
Krueger-Thiemer’s equations for R” are both based
on a one-compartment open model approach
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which does not fit for drugs showing distinctive
multi-phasic disposition characteristics [6]. Fur-
thermore, as realized by Wiegand et al. [17], it
should be mentioned that the formula of the ‘accu-
mulation factor’ R” from Equation (1) can only pro-
vide sufficiently precise estimates for cases with
ka>4-k. [14,18-21], e.g. as it is valid for many sul-
fonamide antibiotics studied by Krueger-Thiemer,
however, which may not necessarily be the case
for many orally administered MR formulations.

Overall, compartmental approaches for pre-
dicting drug accumulation, as presented above,
are in general highly dependent on the precise
estimation of the involved rate constants of the
respective pharmacokinetic model. Of special
importance for correctly predicting the extent of
drug accumulation in plasma is the correct detec-
tion of the ‘true’ terminal slope after single dose
administration, otherwise wrong predictions will
result [22].

(B) Compartment-independent approaches

In 1967, John Garnet Wagner [23] proposed the
more general ‘drug concentration ratio” (R.) which
aims to quantify the extent of drug accumulation
(Eq. (2)), when a fixed dose is administered in a
fixed dosing regimen.

~ Cssq

Re — =5
Cspr

@)

Here, Css ; represents the time-averaged plasma
concentration during t at steady state and Cgp.
refers to the time-averaged plasma concentration
during t for the first (single) dose, which can be
calculated from the AUC at steady state from time
zero to 1, AUC(0-1)ss, (Eq. (2a)) and the AUC after
the first (single) dose administration from time
zero to 1, AUC(0-1)sp (Eq. (2b)), respectively (see
Figure 1), divided by t [23].

AUC(0 — 1)gg
T
AUC(0 — 1)gp
T

Cssr = (2a)

Cspe = (2b)

Wagner could show that, considering e.g. a
one-compartment open model with first order
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Figure 1. Schematic depiction of the concentration-time course of a hypothetical drug after multiple extravascular, e.g. oral, drug
administrations at uniform time intervals, accumulating over time towards (pseudo) steady state, based on a one-compartment
open model including first order absorption and elimination with: D' =D=2.0 mg, 1=12h, i, =0h, F=1, V=42L, k,=0.058 h,
ko=0.693 h, resulting in %AUC(t-0)sp = 55% and thus Ra auc =2.2. For the description of parameters see text

absorption as used by Dost and for Krueger-
Thiemer’s equation for R" (see above, Eq. (1)),
the exact mathematical solution for R. can be
derived algebraically from the general Equation
(2) [23], which was confirmed briefly by van
Rossum [24]. Although fundamentals for the
calculation of Css, had already been provided
by Widmark and Tandberg in 1924 [4,21], it
took more than four decades (1965) until the
formula (Eq. (2a)) was reconsidered by Wagner
et al. [25]. In 1970, van Rossum and Tomey con-
firmed that Wagner’s general equations for
calculating Csp, and Css. (Eq. (2a) and (2b))
are valid for any drug showing (dose- and
time-) linear pharmacokinetics with mono- or
multi-phasic disposition characteristics [26].

Moreover, Wagner et al. revealed that AUC(0-1)sg
is equal to the AUC after single dose adminis-
tration from time zero to infinity, AUC(0-0)sp
(Eq. (2¢), see Figure 1) [25], which was again sup-
ported by the investigations of van Rossum and
Tomey [26].

(20)

AUC0 —1)gg  AUC(0 — ©)gp
Css: = = .

T

The latter mentioned relationship of areas had
already been introduced briefly as Dost’s ‘law of
corresponding areas’ [14,27]. Dost’s assumption
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is valid for all drugs showing linear pharma-
cokinetics, i.e. independent of the (one- or multi-
compartment) disposition model [28].

In 1979, Chiou used the reciprocal of Wagner’s
Rc term to quantify the ‘mean fraction (f,.) of
the steady state level achieved during the nth
7 (Eq. (3)) from compartment-independent equa-
tions [29], based on the principle of superposi-
tion [30]. For n=1, C,, becomes equal to Csp
from Wagner’s Rc formula, which can be calcu-
lated by Equation (3a).

Cue  AUC(0—nr)

— = 3
S Css: AUC(0 —oo)gp ®
SPGB

Furthermore, Chiou showed that this general
equation (Eq. (3)) holds true for any linear
compartment open model, e.g. a constant-rate
absorption or intravenous infusion for a two-
compartment open model [31]. In 1982, Perrier
and Gibaldi took Chiou’s approach (Eq. (3)) and
refined it as ‘mean fraction of steady state’, fss,
for its predictability from single dose data in the
form of Equation (3b) [32,33], where AUC(t-0)sp
refers to the AUC after single dose administra-
tion from 7 to infinity (see Figure 1).
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Fos = ?D,r _ [AUC(O — ®)gp —AUC(T — OO)SD]
s Css B AUC(0 — ©)gp
_AUC(0 — 1), (3b)
~ AUC(0 — o),

Overall, the equations (Eq. 2-2b) from Wagner
provide a compartment-independent measure for
the extent of drug accumulation which can be
summarized as the ‘accumulation ratio” Ra auc

(Eq. (4)).

AUC(0 — 1)

AUC(0 — 1)gp, @)

Raauc =

Alternatively, the extent of accumulation of a
given drug has also been approached via the ratio
of the (‘trough’) plasma drug concentration (C;)
immediately before the next dose at (pseudo)
steady state (C.sg) to the (‘trough’) plasma drug
concentration immediately prior to the adminis-
tration of the second dose (C.;, see Figure 1)
[8,9,33], which can be defined as the accumulation
ratio Ra c. (Eq. (4a)).

Rac, = —= (4a)

Another compartment-independent measure-
ment for the extent of drug accumulation is based
on the respective maximum (or ‘peak’) plasma
drug concentrations (Cpax) during t at (pseudo)
steady state (Cmaxss) and after the first dose
(Cimax,1, see Figure 1) [9], which can be defined as
the accumulation ratio Ra cmax (Eq. (4b)).

Crnaxss
R = - 4b
ACw = ¢ (4b)
The advantage of these compartment-

independent measurements is that the underlying
pharmacokinetic parameters, i.e. AUC, Cinax and
C, can be calculated via standardized non-
compartmental analysis (NCA). Regarding the
three accumulation ratios (Eq. 4-4b) as measure-
ments for the extent of drug accumulation, essen-
tial differences in precision and accuracy should
be considered, as explained in the following.

© 2014 The Authors Biopharmaceutics & Drug Disposition
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With Ra cmax and Ra ¢, only one data point per
concentration-time profile determines the esti-
mate of the accumulation ratio, which can be seen
as an inherent disadvantage of these two
measurements. In contrast, for R auc all the
concentration-time points from the two profiles
(during 1) after the first dose and at steady state
are used [9]. Furthermore, if C, approaches the
lower limit of quantification (LLOQ) of the assay,
the analytical error (introduced by the assay)
may be higher compared with Cp.x [34]. At drug
concentrations >LLOQ modern bioanalytical
techniques usually have heteroscedastic variance
with a constant coefficient of variation [9]. How-
ever, due to the inter-subject variation in fy,x
(the time at which C,,,¢ occurs) the accuracy and
precision of Cpax is generally limited, which may
affect the correctness of Ra cmax- In contrast, the
time at which C; occurs is usually less uncertain
[34]. Nevertheless, occasionally C.; will not be
available due to bioanalytical limitations, i.e. if
C.,1 is below the LLOQ. In such cases, additionally
monitored ‘trough’ concentrations during the
increasing accumulation from the first dose until
(pseudo) steady state, can be supportive [9].

In the case of oral drug administration, includ-
ing MR formulations, several other factors,
e.g. the dosing interval (1), lag time (f5) and the
ratio of absorption to elimination rate constants
(ka/ko), can influence the three accumulation ra-
tios differently. As shown via deterministic in silico
simulations, if absorption becomes slower, as is
typically the case for oral formulations with
‘controlled” drug release, the resulting values of
the three accumulation ratios are in the order:
RA,AUC > RA,Cr > RA,Cmax [6,8]. Moreover, with
decreasing 1, the number of administered doses
(n) increases, which shortens the time required to
attain Cp,ay, 1.€. Emax Within each interval becomes
progressively shorter. The possible decrease in
tmax should be considered when selecting the time
points for blood sampling for the steady state
profile. If this is neglected, i.e. blood sampling
for Cinaxss is at the same (relative) t.,,x as for the
first dose, it may lead to underestimation of
Cimax,ss, and thus, also of Ra cmax [6]-

It has been further shown that if t,; occurs be-
fore drug absorption, which is typical for some
MR formulations, t,; reduces the AUC(0-t)sp,
whereas the AUC(0-1)ss is not affected by t,.
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Consequently, the value for Raauc is higher
compared with the situation without t,,4 prior to
the onset of absorption. This relevant influence
of tag on Rp auc, reflecting the ‘true” accumula-
tion, is less pronounced for Rac, [8]. Although
the influence of 1,5 0N Rz cmax has not been tested
in the cited literature, this influence is also ex-
pected to be less pronounced compared with the
other accumulation ratios. Hence, it can be as-
sumed that Rac. and Ra cmax are less suitable
parameters to reflect the influence of tiag, and thus,
for oral MR formulations Ra auc should be the
‘preferred” accumulation ratio.

In a recent publication, Li ef al. [34] reviewed 96
articles where the different utilized accumulation
ratios (Ras) were calculated. In about two-thirds
of the cases only one type of accumulation ratio
was used, while in the other third two or three
approaches for R, were applied. The most fre-
quently used approach was Rpauc (73%%),
whereas Ra cmax (26%*) and Rac. (6%%) were
used much less. Thus, the applied scientific work
also reveals Ry auc as the ‘preferred’” measure-
ment for the extent of drug accumulation.

Predicting the extent of drug accumulation from
single dose studies

Predicting the extent of drug accumulation by
means of single dose data was originally done
by using compartment open model approaches,
under the assumption of linear pharmacokinetics
(see above, Eq. 1-1a). Based on Wagner’s general
equation for the extent of drug accumulation (see
above, Eq. 2-2b) and Dost’s ‘law of corresponding
areas’ [14,27,28], NCA approaches can also be
used. Hence, the accumulation ratio Ra auc (see
above, Eq. (4)) can be predicted (Eq. (5)) from the
ratio of the AUC after single dose administration
from time zero to infinity, AUC(0-0)sp, and the
AUC after single dose administration from time
zero to 1, AUC(0-1)sp (see Figure 1) [8,33].

AUC(0 — w)gp,

AUC(0 — 1)gp ©)

Ra.AUC predsD =

In the current work, the accumulation ratio Ra auc
predicted from single dose data (Ra,auc,predsp)
was used as a basis to derive the mathematical rela-
tionship between the pharmacokinetic parameter

© 2014 The Authors Biopharmaceutics & Drug Disposition
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%AUC(t-0)sp and the extent of drug accumulation
at steady state.

Results

In the following, the relationship between the
percentage residual AUC outside t after single
dose administration, %AUC(t-©)sp, and the pre-
dicted ‘preferred” accumulation ratio Ra,auc,predsp
was mathematically derived.

Derivation of the mathematical relationship

The AUC after single dose administration from
time zero to infinity, AUC(0-o0)sp, can be calculated
(Eq. (6)) from the sum of the AUC after single dose
administration from time zero to 1, AUC(0-1)sp,
and the AUC after single dose administration from
1 to infinity, AUC(t-0)sp (see Figure 1).

AUC(0 — w0)gp, = AUC(0 — 1)gp
+ AUC(T — OO)SD (6)

Rearranging of Equation (6) results in:

AUC(0 —1)gp = AUC(0 — o0)gp
— AUC(t — ©)gp (6a)
and subsequently combining Equations (6a) with
(5) gives:

. B AUC(0 — o)
A,AUC,predSD = [AUC(O _ OO)SD — AUC(T - OO)SD]

(5a)

The parameter %AUC(t-o0)sp can be calculated
from Equation (7):

GAUC(t — 0)gp, = [m} 100%  (7)

Rearranging Equation (7) reveals:

RAUC(t — 0)gp

AUC(t — 00)g, = [ 0077

] LAUC(0 — o),
(7a)
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Combining Equations (5a) and (7a) results in:
1
%AUC (T — ©)gp/100%]
(5b)

Ra.AUC predsD = -]

It should be mentioned that the intermediate
Equation (5a) equals the reciprocal of the ‘mean
fraction of steady state” (see above, Eq. (3b)) de-
rived by Perrier and Gibaldi [32,33]. As an exem-
plary test of validity for Equation (5b), this
formula has been successfully used to derive the
known formula for the extent of drug accumula-
tion for a one-compartment open model with first
order absorption, see Appendix A.

Alternatively, the relationship from Equation (5b)
can be further modified (Eq. (5c)) when recon-
sidering Equation (7) and introducing the auxiliary
quantity ‘fractional AUC(t-0)sp’, fauc—«)sp, as
defined in Equation (7b).

_ %AUC(t — w)g,  AUC(t — o)gp,

f Auc(-sp = 100% ~ AUC(0 — o)
(7b)
1
RA,AUC predsD = (5¢)

1-f AUC(1—0)SD

Considering the basic assumption of linear
pharmacokinetics, i.e. that the administered dose
is proportional to AUC(0-0)gp, it can be shown
that fauck— «)sp is equal to the ‘fraction of the
dose remaining’, fpri(y, ie. the fraction of the re-
maining drug amount, Dgy(t), at the end of
the first dosing interval compared with the ad-
ministered (maintenance) dose, D (Eq. (7c)). A
similar formula to Equation (7c) was derived
by Riegelman et al. [35] and Gibaldi and Perrier
[36,37] based on an i.v. two-compartment open
model, and in a more general form (see also
above, Eq. (3b) and Figure 1) again by Perrier
and Gibaldi [32].

/ _AUC(—w)gp g [AUCWO —1)gp
AUC(=)SD = ATIC(0 — w0)gp AUC(0 — )4
Dri(7)
- D :fDRl(r) (7¢)
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The latter mentioned relationship has also been
used by Notari (Eq. (7d) and (5c)), considering the
previous work from Boxer et al. [15,16] together
with Krueger-Thiemer’s dose ratio, R’, (see above,
Eq. 1-1a) and the basic definition of steady state,
i.e. assuming that if a constant dosing regimen is
applied, at steady state the equivalent of a single
dose will be eliminated during each dosing time
interval [38,39].

D
forie = —R[l)(r) (7d)
D* 1
Ri==e— (5d)
b {1 —f DRl(r)]

However, Notari estimated fpri (), based on the in-
tercept and slope of each exponential phase of the
‘feathered” semi-logarithmic drug concentration—
time course in plasma, which becomes complicated
and imprecise, if multi-phasic disposition profiles
are considered. In contrast to Notari’s feathering
approach, the derived relationship (see above,
Eq. (5b) and (5c)) between the predicted extent
of drug accumulation at steady state and the
fractional or percentage AUC(t-o0)sp seems to
be better applicable and more robust, if ‘rich’
blood sampling is applied also after the end of
the planned dosing interval. The AUCs can be
calculated via NCA by simply using the trape-
zoidal rule [40].

Hyperbolic graphical relationship

The derived formula in Equation (5b) (see above)
clearly shows the causal relationship between the
parameter %AUC(t-c0)sp and the predicted extent
of drug accumulation at steady state, which is
valid for any drug (product) that shows (dose-
and time-) linear pharmacokinetics, regardless of
the shape of the plasma concentration-time curve,
i.e. mono- or multi-phasic, and chosen route of
administration. Moreover, no other pharmacoki-
netic parameters have to be additionally
considered for predicting the extent of drug accu-
mulation from single dose data. The graphical re-
lationship between the parameters %AUC(t-0)gp
and Ra,Auc predsp results in a (concave upwards)
hyperbolic curve (Figure 2). As two examples, in
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Figure 2. Graphical diagram of the concave upwards hyperbolic relationship (solid curve) between the percentage AUC outside t
after single dose administration, %AUC(t-w0)sp, and the predicted accumulation ratio Ra auc,preasp, the dashed lines highlight
the case that %AUC(t-0)sp = 20% resulting in Ra auc,predsp = 1.25 (or 125%)

the case of %AUC(t-0)sp=10% and 20% the ex-
pected values for the predicted accumulation ratio
are Ra aucpreassp=1.11 (or 111%) and 1.25 (or
125%), respectively (Table 1). These two cases are
further discussed below in the context of its potential
to predict ‘relevant’ drug accumulation.

Discussion

This work clearly identified the most frequently
used accumulation ratio Ra auc as the ‘preferred’
measurement for the extent of drug accumulation.

Table 1. Tabular diagram of the
relationship between the percentage AUC
outside 7 after single dose administration,
%AUC(t-0)sp and the predicted accumulation
ratio Ra,auC, predsD

%AUC(t-00)sp RA,AUC, predsD

5.04 1.05
10.07 111
15.05 1.18
20.02 1.25
25.00 1.33
30.02 1.43
35.04 1.54
40.03 1.67
45.00 1.82
50.00 2.00

© 2014 The Authors Biopharmaceutics & Drug Disposition
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A causal relationship was derived between the
parameter %AUC(t-0)sp and the accumulation
ratio Ra auc predicted from single dose data,
RA,AUC predsp, which is valid for any drug (product)
that shows (dose- and time-) linear pharmaco-
kinetics, regardless of the shape of the plasma
concentration—time curve, i.e. mono- or multi-
phasic, and route of administration. Thus, the
parameter %AUC(t-0)sp, which can be simply
determined via NCA (using the trapezoidal rule)
with available standardized commercial software
tools, turns out to be the most potent predictor for
the extent of drug accumulation that is expected at
steady state when multiple doses of the considered
drug (product) are administered with the respective
constant dosing regimen (D, 1).

Rational threshold for predicting ‘relevant” drug
accumulation at steady state

In order to define a rational threshold for
%AUC(t-0)sp that is predictive for ‘relevant” drug
accumulation at steady state, the derived relation-
ship (see above, Eq. (5b)) with the predicted
accumulation ratio Ra auc,preasp should be con-
sidered. For %AUC(t-0)sp=10%, as suggested in
the draft EMA guideline for MR formulations
[1], the predicted extent of drug accumulation is
Ol’ﬂy RA,AUC,predSDzl'll or 111%. It should be
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noted that this small magnitude of the AUC ratio
is far below the thresholds used in other EMA
guidelines.

In the EMA bioequivalence (BE) guideline for
immediate release (IR) formulations [41] and in
the draft EMA guideline for MR formulations
[1], the upper BE limit for the confidence interval
of AUC ratios (test/reference) is 125%. The same
guideline further states that average dose-
normalized AUC differences between different
dose strengths of <25% are considered as accept-
able for assuming linear pharmacokinetics for
the respective drug (product) [41]. In addition,
the EMA drug—drug interaction (DDI) guideline
[42] considers that mean changes in AUC of
< 1.25-fold can be seen as not relevant in the con-
text of enzyme inhibition. Hence, most EMA
guidelines judge changes in the mean AUC ratios
or differences of up to 125% or 25%, respectively,
as not clinically relevant.

Furthermore, in the Canadian BE guideline for MR
formulations [43], released in 1996, relevant drug accu-
mulation is defined as the mean %AUC(t-00)gp > 20%,
with the constraint that 80% of AUC(0-0)gp is
supported by measured concentration-time points. If
%AUC(t-00)sp < 20%, i.e. no relevant drug accumula-
tion is expected, the Canadian BE guideline accepts
BE via a single dose approach.

Conclusion

Considering the AUC-related thresholds from the
cited EMA guidelines and the Canadian guideline, to-
gether with the derived causal relationship between
the %AUC(t-0)sp and the predicted accumulation
ratio Ra aucpreasp, Values of %AUC(t-00)sp<20%
resulting in Ra aucpreasp=125 or 125%, can be
considered as leading to non-relevant drug accu-
mulation for any drug (product) that shows
(dose- and time-) linear pharmacokinetics. Hence,
%AUC(t-00)sp<20% appears to be a reasonable
threshold, as is the case for the Canadian MR guide-
line, in order to differentiate between relevant and
non-relevant drug accumulation for drugs with
known linear pharmacokinetics. The authors suggest
this value as a reasonable threshold for the EMA
guideline for MR formulations in the context of the ne-
cessity of multiple dosing BE studies for a specific MR
product.

© 2014 The Authors Biopharmaceutics & Drug Disposition
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Appendix A: Test of validity for Equation (5b)

As exemplary test of validity for Equation (5b) (see

above), in the following the predicted accumula-

tion ratio Ra aucpreasp for a one-compartment

open model with first order absorption and elimi-

nation, respectively, was derived and compared

with the known formula from the literature.
Equation (5b) can be written as:

1
RA,AUC predsD = A—d 8)

with

_ %AUC(t — w)gy  AUC(t — 0)gpy
TT100%  AUC(O — o)

(8a)

Considering the selected pharmacokinetic
model, with the parameter F equal to the absorbed
fraction of the administered dose (D), k,#k. as
first order absorption and elimination rate con-
stants, respectively, and V equal to the apparent
volume of distribution, the drug concentration in
plasma at time point ¢ after single dose adminis-
tration, C(f)sp, can be described via the ‘Bateman
function’ (Eq. (9)) [44].

Clt)sp = 75@3_’1) ) = )] o)

The following AUCs (see Figure 1) can be calcu-
lated from the respective integrals:

AUC(0 — )55 = [y Clt)gp - i

-0

(10)

AUC(O —D)gp = JoCHp -

N vé (kD Qkil) ' Kl _keekﬂ) - (1 _kEkﬂ

(10a)
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AUC(t — o0)gp = L C(t)gp - dt

v i) - ()

(10b)

Combining Equations (10) and (10b) in Equa-
tion (8a) reveals:

e ke
7= [(ka—ka'ek }‘[U«a—ke)'ek ] (8b)

Considering the derived formula in Equation
(8b) for the value ‘@’ in Equation (8) gives the for-
mula shown in Equation (8c):

1

- [(kkfk) 'efkﬂ] - {(kakfkg 'efk“}
(8c)

RA,AUC predsD =

The same formula results if the predicted accu-
mulation ratio Ra auc predsp is calculated by using
Equations (5), (10) and (10a), i.e. from the ratio of
AUC(0-0)sp and AUC(0-1)sp. The derived solution
(Eq. (8c)) for Ra auc,preasp Of a one-compartment
open model with first order absorption and elimi-
nation has been published before by Wagner [23]
and van Rossum [24].

Acknowledgements

The authors would like especially to thank Prof.
Dr Malcolm Rowland, Dr Erich Brendel and
Dr Chenguang Wang for their critical and
constructive review and discussion of this work.
Furthermore, the authors appreciate that the
EUFEPS-BABP network organized the workshop
for the discussion of the draft MR guideline
from EMA together with representatives of the
EMA Pharmacokinetic Working Party, which
encouraged the authors to write this publication.
In addition, the main scientific content of this
work was previously submitted to EMA as a
formal comment on their draft MR guideline, in
September 2013.

© 2014 The Authors Biopharmaceutics & Drug Disposition
Published by John Wiley & Sons Ltd.

Conflict of Interest

All authors work for pharmaceutical industry.

NOTES

*Explanation: As in some articles more than one
approach was used the sum of the percentage
values is >100%.

References

1. EMA. (Draft XXIII) Guideline on the pharmacokinetic
and clinical evaluation of modified-release dosage
forms. EMA/CHMP/EWP/280/96 Revl. London,
21 February 2013. http://www.ema.europa.eu/
docs/en_GB/document_library/Scientific_guide-
line/2013/03/WC500140482.pdf [28 February 2014].

2. EUFEPS BABP Network Open Discussion Forum:
Revised European Guideline on Pharmacokinetic
and Clinical Evaluation of Modified Release Dos-
age Forms. 17-18 June 2013 in Bonn, Germany.
https:/ /custom.cvent.com/6E33084F71EB4DDe6-
B892656072736BFB/ files /2d4231a4d943496194dd6-
€258bfdc843.pdf [28 February 2014].

3. EUFEPS BABP Network Open Discussion Forum:
Revised European Guideline on Pharmacokinetic
and Clinical Evaluation of Modified Release
Dosage Forms. 17-18 June 2013 in Bonn, Germany.
Session III: Specific issues for BE assessment, by
Alfredo Garcia Arieta AEMPS, Madrid ES.
https:/ /custom.cvent.com/6E33084F71EB4DD6-
B892656072736BFB/files /07323e6d219f47cdae68-
e89f1£f508b6b.pdf [28 February 2014].

4. Widmark EMP, Tandberg J. Ueber die
Bedingungen fuer die Akkumulation indifferenter
Narkotika. Theoretische Berechnungen. Biochem Z
1924; 147: 358-369.

5. Druckrey H, Kuepfmueller K. Dosis und Wirkung.
Beitraege zur theoretischen Pharmakologie.
Saenger & Die Pharmazie (Ergaenzungsband 1,
Beiheft 8): Berlin, 1949; 515-645.

6. Brocks DR, Mehvar R. Rate and extent of drug ac-
cumulation after multiple dosing revisited. Clin
Pharmacokinet 2010; 49: 421-438.

7. Sahin S, Benet LZ. The operational multiple dosing
half-life: a key to defining drug accumulation in
patients and to designing extended release dosage
forms. Pharm Res 2008; 25: 2869-2877.

8. Colburn WA. Estimating the accumulation of
drugs. | Pharm Sci 1983; 72: 833-834.

9. Meineke I, Gleiter CH. Assessment of drug accu-
mulation in the evaluation of pharmacokinetic
data. | Clin Pharmacol 1998; 38: 680—-684.

Biopharm. Drug Dispos. 36: 93-103 (2015)
DOI: 10.1002/bdd


https://custom.cvent.com/6E33084F71EB4DD6B892656072736BFB/files/07323e6d219f47cdae68e89f1f508b6b.pdf
https://custom.cvent.com/6E33084F71EB4DD6B892656072736BFB/files/07323e6d219f47cdae68e89f1f508b6b.pdf
https://custom.cvent.com/6E33084F71EB4DD6B892656072736BFB/files/07323e6d219f47cdae68e89f1f508b6b.pdf

DEFINING THE RELEVANCE OF DRUG ACCUMULATION

103

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

Gladtke E. History of Pharmacokinetics. In Mathe-
matical and Statistical Approaches to Metabolism
and Distribution of Chemicals and Drugs, Pecile A,
Rescigno A (eds). Springer: New York, 1988; 1-10.
Widmark EMP. Studies in the concentration of
indifferent narcotics in blood and tissue. Acta Med
Scand 1919; 52: 87-164.

Dost FH. Der Blutspiegel - Kinetik der Konzentra-
tionsablaeufe in der Kreislauffluessigkeit. Georg
Thieme: Leipzig, 1953; 244-268.

Krueger-Thiemer E. Dosage schedule and pharma-
cokinetics in chemotherapy. | Am Pharm Assoc Am
Pharm Assoc 1960; 49: 311-313.

Dost FH. Grundlagen der Pharmakokinetik. Georg
Thieme Verlag: Stuttgart, 1968; 169-196.

Boxer GE, Jelinek VC, Tompsett R, DuBois R, Edison
AO. Streptomycin in the blood; chemical determina-
tions after single and repeated intramuscular injec-
tions. ] Pharmacol Exp Ther 1948; 92: 226-235.
Swintosky JV, Bondi A, Robinson M]J. Sulfaethyl-
thiadiazole. IV. Steady state blood concentration
and urinary excretion data following repeated oral
doses. | Am Pharm Assoc Am Pharm Assoc (Baltim)
1958; 47: 753-756.

Wiegand RG, Buddenhagen JD, Endicott CJ.
Multiple dose excretion kinetics. | Pharm Sci 1963;
52: 268-273.

Krueger-Thiemer E, Buenger P. The role of the
therapeutic regimen in dosage design — Part L
Chemotherapy 1965-1966; 10: 61-73.
Krueger-Thiemer E, Buenger P. The role of the
therapeutic regimen in dosage design — Part IL
Chemotherapy 1965-1966; 10: 129-144.
Krueger-Thiemer E. Formal theory of drug dosage
regimens. I. | Theor Biol 1966; 13: 212-235.
Krueger-Thiemer E. Nonlinear dose-concentration
relationships. Farmaco Sci 1968; 23: 717-756.
Gibaldi M, Weintraub H. Some considerations as
to the determination and significance of biologic
half-life. ] Pharm Sci 1971; 60: 624—626.

Wagner JG. Drug accumulation. | Clin Pharmacol |
New Drugs 1967; 7: 84-88.

van Rossum JM. Pharmacokinetics of accumula-
tion. | Pharm Sci 1968; 57: 2162-2165.

Wagner JG, Northam JI, Alway CD, Carpenter OS.
Blood levels of drug at the equilibrium state after
multiple dosing. Nature 1965; 207: 1301-1302.

van Rossum JM, Tomey AH. Multicompartment-
kinetics and the accumulation plateau. Arch Int
Pharmacodyn Ther 1970; 188: 200-203.

Dost FH. Ein neues Verfahren zur Ermittlung des
Umsatzes von Stoffen exogener und endogener
Herkunft im Blut ohne Kenntnis der Distribution.
Antibiot Chemother 1964; 12: 149-158.

Vaughan DP. A model-independent proof of
Dost’s law of corresponding areas. | Pharmacokinet
Biopharm 1977; 5: 271-276.

Chiou WL. Rapid compartment- and model-
independent estimation of times required to attain

© 2014 The Authors Biopharmaceutics & Drug Disposition
Published by John Wiley & Sons Ltd.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

various fractions of steady-state plasma level dur-
ing multiple dosing of drugs obeying superposi-
tion principle and having various absorption or
infusion kinetics. | Pharm Sci 1979; 68: 1546-1547.
Gibaldi M, Perrier D. Pharmacokinetics. Marcel
Decker: New York, 1982; 451-457.

Chiou WL. Compartment- and model-independent
linear plateau principle of drugs during a constant-
rate absorption or intravenous infusion. |
Pharmacokinet Biopharm 1980; 8: 311-318.

Perrier D, Gibaldi M. General derivation of the
equation for time to reach a certain fraction of
steady state. | Pharm Sci 1982; 71: 474-475.
Gibaldi M, Perrier D. Pharmacokinetics. Marcel
Decker: New York, 1982; 113-144.

LiL, Li X, Xu L, Sheng Y, Huang J, Zheng Q. Sys-
tematic evaluation of dose accumulation studies
in clinical pharmacokinetics. Curr Drug Metab
2013; 14: 605-615.

Riegelman S, Loo J, Rowland M. Concept of a volume
of distribution and possible errors in evaluation of
this parameter. | Pharm Sci 1968; 57: 128-133.
Gibaldi M. Effect of mode of administration on
drug distribution in a two-compartment open sys-
tem. | Pharm Sci 1969; 58: 327-331.

Perrier D, Gibaldi M. Relationship between plasma
or serum drug concentration and amount of drug
in the body at steady state upon multiple dosing.
] Pharmacokinet Biopharm 1973; 1: 17-22.

Notari RE, Huang MY, Byron PR. Calculations of
optimum pharmacokinetic drug supply rates for
maximum duration during multiple dose therapy
by prodrug administration. Int | Pharm 1978; 4:
233-247.

Notari RE. Biopharmaceutics and Clinical Pharma-
cokinetics, An Introduction. Marcel Dekker: New
York, 1986; 224-255.

Gibaldi M, Perrier D. Pharmacokinetics. Marcel
Decker: New York, 1982; 445-449.

EMA. Guideline on the investigation of bioequiv-
alence. CPMP/EWP/QWP/1401/98 Rev. 1/ Corr **.
London, 20 January 2010. http://www.ema.europa.
eu/docs/en_GB/document_library/Scientific_guide-
line/2010/01WC500070039.pdf [28 February 2014].
EMA. Guideline on the investigation of drug inter-
action. CPMP/EWP/560/95/Rev. 1 Corr.*. 21 June
2012. http://www.ema.europa.eu/docs/en_GB/
document_library/Scientific_guideline/2012/07/
WC500129606.pdf [28 February 2014].

Health Canada. Guidance for industry — Conduct
and analysis of bioavailability and bioequivalence
studies — Part B: Oral modified release formula-
tions. ISBN 0-662-25235-7. 1996. http://faculty.
ksu.edu.sa/ 64448 /Documents/Guideline%20BA
%20-%20BE%20Part%20B.pdf [28 February 2014].
Scheerans C, Derendorf H, Kloft C. Proposal for a
standardised identification of the mono-exponential
terminal phase for orally administered drugs.
Biopharm Drug Dispos 2008; 29: 145-157.

Biopharm. Drug Dispos. 36: 93-103 (2015)
DOI: 10.1002/bdd


http://faculty.ksu.edu.sa/64448/Documents/Guideline%20BA%20-%20BE%20Part%20B.pdf
http://faculty.ksu.edu.sa/64448/Documents/Guideline%20BA%20-%20BE%20Part%20B.pdf
http://faculty.ksu.edu.sa/64448/Documents/Guideline%20BA%20-%20BE%20Part%20B.pdf

