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Using quantitative systems pharmacology to evaluate the drug
efficacy of COX-2 and 5-LOX inhibitors in therapeutic
situations
Christoph Thiel1, Ines Smit2, Vanessa Baier1, Henrik Cordes1, Brigida Fabry1, Lars Mathias Blank1 and Lars Kuepfer1

A quantitative analysis of dose–response relationships is essential in preclinical and clinical drug development in order to optimize
drug efficacy and safety, respectively. However, there is a lack of quantitative understanding about the dynamics of
pharmacological drug–target interactions in biological systems. In this study, a quantitative systems pharmacology (QSP) approach
is applied to quantify the drug efficacy of cyclooxygenase-2 (COX-2) and 5-lipoxygenase (5-LOX) inhibitors by coupling
physiologically based pharmacokinetic models, at the whole-body level, with affected biological networks, at the cellular scale. Both
COX-2 and 5-LOX are key enzymes in the production of inflammatory mediators and are known targets in the design of anti-
inflammatory drugs. Drug efficacy is here evaluated for single and appropriate co-treatment of diclofenac, celecoxib, zileuton, and
licofelone by quantitatively studying the reduction of prostaglandins and leukotrienes. The impact of rifampicin pre-treatment on
prostaglandin formation is also investigated by considering pharmacokinetic drug interactions with diclofenac and celecoxib, finally
suggesting optimized dose levels to compensate for the reduced drug action. Furthermore, a strong correlation was found between
pain relief observed in patients as well as celecoxib- and diclofenac-induced decrease in prostaglandins after 6 h. The findings
presented reveal insights about drug-induced modulation of cellular networks in a whole-body context, thereby describing
complex pharmacokinetic/pharmacodynamic behavior of COX-2 and 5-LOX inhibitors in therapeutic situations. The results
demonstrate the clinical benefit of using QSP to predict drug efficacy and, hence, encourage its use in future drug discovery and
development programs.
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INTRODUCTION
Novel drugs need to be efficacious and safe and the validation of
both properties is mandatory for market authorization. If new drug
candidates fail to show either therapeutic efficacy or safety the
corresponding pharmaceutical development programs are conse-
quently discontinued. A truly mechanistic assessment of physio-
logical and biochemical processes governing the drug exposure
and the resulting drug action is hence beneficial to improve the
still high attrition rates of new drug candidates.1 However, such an
in-depth understanding is hard to achieve given the complexity of
physiological processes simultaneously interacting at different
levels of biological organization.
Quantitative systems pharmacology (QSP) bears the promise to

significantly support pharmaceutical development programs
through a mechanistic consideration of processes underlying
drug absorption, distribution, metabolism, and excretion (ADME)
as well as the resulting drug action itself.2–4 As such, QSP aims for
a detailed description of drug pharmacokinetics (PK) and,
simultaneously, drug pharmacodynamics (PD). QSP approaches5–
8 may therefore be used to quantitatively assess complex PK/PD
behavior of drugs toward a systems-level understanding.9–11

There are hence accordingly large expectations for the future role
of QSP approaches in pharmaceutical development, given their
inherent mechanistic nature. For example, it is conceivable that

QSP approaches may be used to accurately simulate drug efficacy
and toxicity, respectively, to optimize risk-benefit ratios or for a
model-based design of treatment schedules. Also, QSP models
may be used for the integration and subsequent contextualization
of data from all levels of biological organization, ranging from
patient anthropometry to phenotypic molecular variants.
In this work, the PK/PD behavior of cyclooxygenase-2 (COX-2)

and 5-lipoxygenase (5-LOX) inhibitors is investigated in a proof-of-
concept study to illustrate the future potential of QSP approaches.
The COX-2 and 5-LOX pathways are well-known therapeutic
targets in the treatment of pain and inflammatory diseases. They
represent key enzymes in the arachidonic acid metabolism and
are directly involved in the production of inflammatory mediators
such as prostaglandins and leukotrienes.12 Several anti-
inflammatory drugs exert their action by blocking COX-2, which
results in a decrease of prostaglandin synthesis.13 The inhibition of
5-LOX also seems to be a promising therapeutic strategy as it was
demonstrated that leukotrienes play a major role in inflammation
processes.13 However, the development of novel selective 5-LOX
inhibitors has often failed due to efficacy or safety reasons.14 The
only approved 5-LOX inhibitor that showed significant efficacy in
the treatment of asthma is zileuton.15 As leukotrienes may play a
role in growth and survival processes of gastrointestinal cancers, it
has been suggested that zileuton should be administered
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concomitantly with COX-2 inhibitors used in cancer therapy to
counteract leukotriene oversynthesis.16 In recent years, a novel
class of dual COX-2/5-LOX inhibitors has emerged in the treatment
of inflammatory diseases to reach optimal anti-inflammatory
activity, on the one hand, and to reduce adverse side effects, such
as gastrointestinal toxicity, caused by selective COX-2 inhibitors
(e.g., celecoxib) or nonsteroidal anti-inflammatory drugs (e.g.,
diclofenac), on the other.12,13 Licofelone,17 for instance, a
promising dual COX-2/5-LOX inhibitor that has successfully
completed clinical phase III showed lower gastrointestinal damage
in animals in comparison to anti-inflammatory drugs such as
diclofenac.18,19

The impact of drug interactions both on drug PK and on cellular
effects is next addressed. Notably, this analysis represents a
prototypical question in pharmaceutical development programs.
Rifampicin, a drug primarily used in tuberculosis treatment, is used
here, which is often co-administered with other drugs, for instance,
in HIV-infected patients because of tuberculosis coinfection. In
addition to its antimycobacterial action, rifampicin also induces
expression of cytochrome P450 (CYP) enzymes, particularly
CYP3A4, by binding to pregnane X receptor (PXR), which further
heterodimerizes with the retinoid X receptor (RXR).20 The formed
PXR/RXR complex is finally translocated into the nucleus where it
acts as transcription factor for several CYP enzymes involved in
phase I metabolism of xenobiotics. As rifampicin is a potent
inducer of CYPs, drug interactions may occur during co-treatment
potentially reducing plasma concentrations and drug efficacy of
the co-administered drugs.20 For instance, drug clearances of
diclofenac and celecoxib has been significantly increased by
rifampicin pre-treatment in healthy human volunteers most likely
owing to rifampicin-induced activation of CYP enzymes.21,22

Taken together, a physiologically based pharmacokinetic (PBPK)/
PD QSP approach is presented in this study and applied to evaluate
the drug efficacy in different therapeutic situations. A selective and
non-selective COX-2 inhibitor, celecoxib and diclofenac, respec-
tively, is considered here as well as a selective 5-LOX inhibitor,
zileuton, and a dual COX-2/5-LOX inhibitor, licofelone. The impact
of pre-treatment with rifampicin on the drug clearances of COX-2
and 5-LOX inhibitors and, consequently, on their pharmacological
action is also investigated. In the presented QSP approach, drug-
specific PBPK models and existing cellular models of arachidonic
acid metabolism23 and rifampicin-induced CYP activation24 are
coupled. PBPK modeling is used to mechanistically assess PK of
COX-2 and 5-LOX inhibitors and to simulate drug ADME at the
whole-body level. The underlying model structure of PBPK models
enables the quantitative simulation of drug-specific PK profiles in
different organ compartments such as the interstitial or intracel-
lular space.25 These PK profiles are in turn used to dynamically
describe the input signal for the cellular network models. At the PD
level, drug action of COX-2 and 5-LOX inhibitors is evaluated
through the quantitative simulation of cellular biomarkers, i.e.,
prostaglandins and leukotrienes. The estimated decrease in
prostaglandin formation over time for diclofenac and celecoxib
is, moreover, correlated with pain relief observed in humans.26,27

Furthermore, the predicted increase in drug clearance provoked by
rifampicin-induced activation of different CYP enzymes is com-
pared with clinical data for celecoxib and diclofenac,21,22 and
optimized dosing schedules are provided for co-medication to
compensate for the decrease in drug action represented by the
reduction of prostaglandins.

RESULTS
General overview of the PBPK/PD QSP approach and its use to
predict drug efficacy in humans
In this work, a PBPK/PD QSP approach at the whole-body level is
applied using multiscale modeling (Fig. 1). PBPK/PD simulations

are thereby performed to quantify drug efficacy and induction of
CYP enzymes by coupling whole-body PBPK models, at the
organism level, and computational models of biological processes
represented in System Biology Markup Language (SBML),28 at the
cellular level. Notably, the impact of PK drug interactions on drug
efficacy can thereby also be taken into account. The PBPK/PD QSP
approach is applied on different COX-2 and 5-LOX inhibitors with
and without a pre-treatment with rifampicin (Fig. 1). Drug efficacy
and the impact of drug interactions on the PK behavior are
thereby evaluated in eleven therapeutic situations (Table 1). In this
context, the following drug effects are simultaneously addressed:
(i) Diclofenac and celecoxib inhibit COX-2, whereas zileuton
reversibly binds to 5-LOX. In contrast, licofelone interacts with
both enzymes owing to its dual-acting nature.17 Prostaglandin or
leukotriene formation is reduced in consequence of the inhibition
of COX-2 or 5-LOX. (ii) Rifampicin increases the expression of
various CYP enzymes in humans, predominantly in the liver, by
binding to PXR, which may subsequently results in PK drug
interactions (Fig. 1).20

As PBPK models explicitly describe unbound drug concentra-
tions, they may directly be coupled with computational models of
biological processes, at the cellular scale, by drug–target binding
in order to reflect the PD response of the considered drugs (Fig. 1).
Following oral administration of therapeutically relevant doses, PK
profiles of the COX-2 and 5-LOX inhibitors are simulated in venous
blood cells, whereas drug concentrations of rifampicin are
predicted in the intracellular space of the liver. Simulated drug
concentrations are linked via reversible binding to the respective
biological targets (COX-2, 5-LOX, or PXR) present in the cellular
models of arachidonic acid metabolism23 and rifampicin-induced
CYP activation.24 The pharmacological activity of diclofenac,
celecoxib, zileuton, and licofelone is quantified by the decrease
in prostaglandin and leukotriene synthesis. The potential impact
of rifampicin pre-treatment on the drug action is investigated by
considering PK drug interactions.

Validation of therapeutic drug concentrations simulated using
PBPK modeling
It has been argued that a quantitative understanding of on-target
drug exposure is crucial in clinical phases of pharmaceutical
development programs.29 An accurate description of on-target
drug PK is hence mandatory for generating confidence in further
pharmacological simulations and predictions. In a first step,
human whole-body PBPK models are therefore developed and
used in the presented PBPK/PD QSP approach to simulate PK of
celecoxib, diclofenac, licofelone, rifampicin, and zileuton. These
drug-specific PBPK models are validated by use of clinical data
from literature.30–45 In total, 32 ADME processes are implemented
in the corresponding PBPK models to represent the ADME
behavior of the considered drugs (Fig. 2). Simulations of drug
plasma concentration-time profiles with the various established
PBPK models show a very good agreement with clinical data
measured in humans (Fig. 3, and Supplementary Fig. S1).30–45

Notably, the validated PBPK models can be used for predicting
accurate PK profiles in different organ compartments (e.g.,
intracellular space of the liver) owing to the underlying model
structure representing a large level of physiological detail.
In a subsequent step, therapeutic drug concentrations are

simulated and used as input to quantify the pharmacological
activity of the considered COX-2 and 5-LOX inhibitors.

Evaluation of drug efficacy predicted for COX-2 and 5-LOX
inhibitors in therapeutic situations
To quantitatively evaluate the drug efficacy of celecoxib,
diclofenac, licofelone, and zileuton, the established PBPK/PD
QSP approach is applied (Fig. 1). After administration of
therapeutic doses, the drug efficacy of the COX-2 and 5-LOX
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Fig. 1 General overview of the PBPK/PD QSP approach and its use to predict drug efficacy of COX-2 and 5-LOX inhibitors in humans. The
developed PBPK/PD QSP approach couples drug-specific whole-body PBPK models with computational models of arachidonic acid
metabolism23 and rifampicin-induced CYP induction.24 The inhibition of COX-2 and 5-LOX and the following decrease in prostaglandin and
leukotriene formation, as well as rifampicin induction of CYP enzymes and the potential impact on the pharmacokinetics and, subsequently,
on the pharmacodynamics of COX-2 and 5-LOX inhibitors can be thus quantitatively described. a Workflow b Key processes involved. c
Schematic representation. Diclofenac, DFN; hydroxy, OH; celecoxib, CEL; zileuton, ZLT; sulfoxide, SO; licofelone, LCF; rifampicin, RIF; pregnane X
receptor, PXR; retinoid X receptor, RXR; leukotriene, LT; prostaglandin, PG, thromboxane, TX; hydroxyeicosatetraenoic acid, HETE;
hydroperoxyeicosatetraenoic acid, HPETE
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inhibitors are calculated for a duration of 6 h by comparing the
decrease in prostaglandin and leukotriene formation, respectively,
to the drug-free treatment. Only COX-2 inhibition of the non-
selective COX inhibitor diclofenac was here considered as, at first,
diclofenac shows a higher selectivity on COX-2 than COX-1,46–50

and, second, COX-1 was not considered in the existing model of
arachidonic acid metabolism.23

Rifampicin is administered concomitantly with COX-2 inhibitors
in several clinical applications and may decrease drug plasma
concentrations owing to an increased metabolic activity of CYP
enzymes.21,22 To illustrate the application of QSP approaches in
the analysis of drug interactions, the effect of pre-administered
rifampicin, the perpetrator drug, on the PD response of celecoxib
and diclofenac, the victim drugs, is also investigated here (Table

Table 1. Overview of the use of the PBPK/PD QSP approach

ID Applied drug(s) Pharmacological action Results Fig.

1 CEL Single COX-2 inhibition Drug efficacy 4a

2 DFN Single COX-2 inhibition Drug efficacy 4a

3 RIF+ CEL Single COX-2 inhibition PK drug interaction and impact on drug efficacy 4a

4 RIF+DFN Single COX-2 inhibition PK drug interaction and impact on drug efficacy 4a

5 LCF Dual COX-2/5-LOX inhibition Drug efficacy 4b

6 CEL+ ZLT Single COX-2/Single 5-LOX inhibition Drug efficacy 4b

7 DFN+ ZLT Single COX-2/Single 5-LOX inhibition Drug efficacy 4b

8 DFN Single COX-2 inhibition Correlation of prostaglandin decrease and pain relief 5a

9 CEL Single COX-2 inhibition Correlation of prostaglandin decrease and pain relief 5b

10 RIF+DFN Single COX-2 inhibition Comparison of observed and predicted PK drug interaction 6a

PK drug interaction and impact on prostaglandin formation 6d

11 RIF+ CEL Single COX-2 inhibition Comparison of observed and predicted PK drug interaction 6a

PK drug interaction and impact in prostaglandin formation 6d

Applications of the PBPK/PD QSP approach including the applied drugs, the pharmacological action and the main results illustrated in the correspondent
figure. Celecoxib, CEL; diclofenac, DFN; licofelone, LCF; rifampicin, RIF; zileuton, ZLT; cyclooxygenase, COX; lipoxygenase, LOX

Fig. 2 Scheme of the ADME processes implemented in the PBPK models. Thirty-two biological processes representing ADME behavior in the
developed PBPK models of a diclofenac, b celecoxib, c zileuton, d licofelone, and e rifampicin (red; parent drugs) illustrating active drug
transport (influx, efflux; green), metabolizing reactions for phase I and phase II metabolites (blue), as well as specific clearance processes (renal,
hepatic, and biliary; gray, yellow, and light green). Metabolic enzymes and transporters are presented next to the respective reaction.
Diclofenac, DFN; hydroxy, OH; acyl glucuronide, AGLU; celecoxib, CEL; carboxy, COOH; glucuronide, GLU; zileuton, ZLT; sulfoxide, SO;
licofelone, LCF; rifampicin, RIF; desacetyl, DA
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1). It has been estimated that rifampicin is only a weak inducer of
CYP1A2 and 2J2 (see Methods), which are both involved in the
metabolism of licofelone and zileuton (Fig. 2). Furthermore,
rifampicin-induced activation of CYP3A4 (Supplementary Fig. S2)
has no significant effect on zileuton concentrations as zileuton-
sulfoxide, which is formed by CYP3A4 from the parent drug (Fig.
2), contributes little to the overall metabolism of zileuton. Thus, no

significant alterations in licofelone and zileuton concentrations
induced by rifampicin are observed and a potential pre-treatment
with rifampicin is not analyzed any further.
The drug efficacy of the dual COX-2/5-LOX inhibitor licofelone is

compared with a potential co-treatment of a COX-2 inhibitor
(celecoxib or diclofenac) and the 5-LOX inhibitor zileuton (Table 1).
As no drug interactions between celecoxib or diclofenac

Fig. 3 Validation of whole-body PBPK models. Simulated plasma concentration-time curves (lines) are assessed with experimental PK profiles
(circles) for a diclofenac (DFN= blue, 4’-OH-DFN= red, 5-OH-DFN= green, 3’-OH-DFN= yellow, DFN-AGLU= purple), b celecoxib (CEL= blue,
OH-CEL= red, COOH-CEL= green), c zileuton (ZLT= blue, ZLT-GLU= red, ZLT-SO= green, OH-ZLT= yellow, d licofelone (LCF= blue, LCF-
AGLU= red, OH-LCF= green, and e rifampicin (RIF= blue, DA-RIF= red). Renal excretion rates are simulated for celecoxib, diclofenac,
licofelone, and rifampicin (dotted blue lines). In case of rifampicin, biliary excretion rates are additionally presented (dashed blue lines).
References, dose levels and administration routes (iv and po) of the experimental data are shown above each plot. In case of several
administered doses displayed in the same plot, correspondent simulations are presented in ascending order from light blue to dark blue.
Diclofenac, DFN; hydroxy, OH; acyl glucuronide, AGLU; celecoxib, CEL; carboxy, COOH; glucuronide, GLU; zileuton, ZLT; sulfoxide, SO;
licofelone, LCF; rifampicin, RIF; desacetyl, DA; zero, one, two 2C9*3, CYP2C9 genotypes
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combined with zileuton were found (www.drugs.com/
drug_interactions.html, 2017), it is assumed that the PD response
of both is not affected during co-administration with zileuton.
Considering administration of single inhibitors, celecoxib shows

highest drug efficacy with nearly unchanged behavior after 6 h
probably owing to its long half-life (drug efficacy score DESCEL, 6 h

= 0.46) (Fig. 4a).51 In contrast, diclofenac reaches lower drug
efficacy with an obvious decrease after 6 h because of its short
residence time within the body (DESDFN, 6 h= 0.17) (Fig. 4e).51 A
pre-administration of rifampicin demonstrates a moderate effect
on the PD response of celecoxib (DESCEL+RIF, 6 h= 0.39, DESCEL, 6 h

= 0.46) and diclofenac (DESDFN+RIF, 6 h= 0.11, DESDFN, 6 h= 0.17)
(Fig. 4a, b, e, f and Supplementary Fig. S2).
In case of inhibiting both, prostaglandin and leukotriene

formation by reversibly blocking COX-2 and 5-LOX, an additional
effect is observed for celecoxib and diclofenac co-applied with
zileuton after 6 h (DESCEL+ZLT, 6 h= 0.51, DESCEL, 6 h= 0.46; DESDFN
+ZLT, 6 h= 0.20, DESDFN, 6 h= 0.17) (Fig. 4a, c, e, g). This additional
effect is found to be most prominent in the early phase after
administration (DESCEL+ZLT, 0.5 h= 0.61, DESCEL, 0.5 h= 0.49; DESDFN
+ZLT, 0.5 h= 0.57, DESDFN, 0.5 h= 0.46) (Fig. 4a, c, e, g). Licofelone

shows slightly lower drug efficacy compared to co-treatment of
celecoxib and zileuton, whereas it even outperforms a co-
administration of diclofenac with zileuton after 6 h (DESLCF, 6 h

= 0.43, DESCEL+ZLT, 6 h= 0.51, DESDFN+ZLT, 6 h= 0.20) (Fig. 4c, d, g).
To evaluate the increase in drug efficacy for different doses,

dose escalation studies are finally performed for the different
treatment scenarios (Fig. 4h). To this end, the dose level is
stepwise increased until the therapeutic dose is reached. The
respective drug efficacy after 6 h is calculated simultaneously to
monitor the pharmacological action over the wide range of
applied dose levels.
In the following, the pharmacological activity as estimated from

inflammatory mediators is correlated with clinical outcome data
on the example of celecoxib and diclofenac.

Correlation of predicted decrease in prostaglandin formation with
pain relief
A major therapeutic action of COX-2 inhibitors is to treat acute
inflammatory or post-traumatic pain through their analgesic effect.
To validate biomarker-based estimations of pharmacological

Fig. 4 PBPK/PD simulations of COX-2 and 5-LOX inhibitors in different therapeutic situations. Drug concentrations in venous blood cells and
drug efficacy expressed as drug efficacy score following oral administration of therapeutic doses (CEL: 100mg; DFN: 50mg; LCF: 200mg; ZLT:
600mg; pre-treatment with RIF: 600mg q.d. over 1 week) are predicted for a duration of 6 h. a CEL b CEL+ RIF c CEL+ ZLT d LCF e DFN f DFN
+ RIF g DFN+ CEL. h Dose escalation studies monitoring drug efficacy for stepwise increasing the dose level until the therapeutic dose is
reached. Celecoxib, CEL; diclofenac, DFN; licofelone, LCF; rifampicin, RIF; zileuton, ZLT
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activity of celecoxib and diclofenac with diagnosable clinical
outcome data, pain relief scores over time are correlated with
the predicted decrease in prostaglandin formation used to
represent a quantitative measurement for drug action.26,27

In comparison with the clinical study of diclofenac,27 key PK
parameters could be accurately reproduced by our PBPK model
using a dissolved formulation for 25 mg and 50mg diclofenac
(25 mg DFN: Cmaxsim= 788, Cmaxexp= 1125 ± 486; Tmaxsim=
0.40, Tmaxexp= 0.45 ± 0.13; AUCsim= 724, AUCexp 603 ± 163; and
50mg DFN: Cmaxsim= 1609, Cmaxexp= 2035 ± 725; Tmaxsim=
0.40; Tmaxexp= 0.48 ± 0.20, AUCsim= 1491, AUCexp 1232 ± 296;
AUC(0→∞), ng*h/ml; Cmax, ng/ml; Tmax, h).52 Hence, the
decrease in prostaglandin formation is determined in the
following by using the dissolved formulation.
Strong correlation results are found for both, diclofenac and

celecoxib (Fig. 5a, b, Supplementary Table S4). The model with the
best fit, which turned out to be the Hill equation ((a*xb)/(cb+ xb);
DFN: a= 2.8 CI (2.0, 3.5), b= 4.4 CI (2.6, 6.3), c= 37.2 CI (31.9, 42.5);
CEL: a= 2 CI (1.9, 2.1), b= 5.7 CI (3.7, 7.8), c= 43.4 CI (40.6, 46.1);
CI= 95% confidence interval), was selected based on different
quality measures (Supplementary Table S4). These findings
indicate a strong relation between the predicted PGE2 decrease
and the observed pain relief of celecoxib and diclofenac.
In the following conclusive analysis, the impact of rifampicin on

the therapeutic action of celecoxib and diclofenac is studied in

more detail at the PK and PD level and is, furthermore, validated
with clinical observations in humans.

PBPK/PD analysis of celecoxib and diclofenac administration pre-
treated with rifampicin
Rifampicin-induced stimulation of PXR may change the activity of
crucial phase I enzymes, such as CYP3A4 or 2C9. As these enzymes
are involved in the clearance of celecoxib and diclofenac from the
human body (Fig. 2),51 their altered pharmacological activities
caused by a PK drug interaction with rifampicin are here
investigated for two clinical studies, in which 200mg celecoxib
and 100 mg diclofenac are orally applied with a pre-treatment
with 600mg and 450 mg rifampicin q.d. (once daily) over 5 and
6 days, respectively.21,22 Alterations in the concentration-time
profiles of affected metabolites are analyzed and changes in key
PK parameters of the parent drugs are validated using clinical data
(Fig. 6). The effect of rifampicin pre-treatment is also explored at
the PD level thereby quantitatively evaluating the diminished
drug efficacy provoked by the PK drug interaction. Optimized
dose levels are finally suggested to reach the same therapeutic
efficacy of co-medication as for single administration.
The increased activity of CYP3A4 and 2C9 induced by pre-

treatment with rifampicin leads to a significant increase in drug
clearance of celecoxib and diclofenac particularly during first-pass
metabolism (Fig. 6b). The changes in the PK of celecoxib and

Fig. 5 Correlation of PGE2 decrease with pain relief. Predicted decrease in PGE2 formation over time compared with the drug-free treatment
is correlated with mean pain relief scores observed in patients after 6 h for a 25mg, 50mg, and 100mg diclofenac, and b 400mg celecoxib.
Placebo effects of both studies are additionally shown. Celecoxib, CEL; diclofenac, DFN; prostaglandin E2, PGE2
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diclofenac for co-administration with rifampicin are in accordance
with experimental observations demonstrated by small deviations
in key PK parameters (Cmax, Tmax, and AUC) between the
simulated and the experimental data (Fig. 6a). These results

present a validation of the predicted PK drug interactions
between the victim drugs, celecoxib and diclofenac, and the
perpetrator drug, rifampicin, by use of clinical data obtained in
healthy volunteers.21,22

A metabolite analysis is next performed to get quantitative
insights into temporal changes in plasma concentration of
celecoxib and diclofenac metabolites. Rifampicin-induced activa-
tion of CYPs has a significant impact on 3'-hydroxy-diclofenac, 4'-
hydroxy-diclofenac, and 5'-hydroxy-diclofenac reflected by an
increase in their plasma concentrations (Fig. 6c). In case of
celecoxib, phase I and phase II metabolites, hydroxy-celecoxib and
carboxy-celecoxib, respectively, are both affected by rifampicin
indicated by considerable alterations in their PK profiles (Fig. 6c).
Finally, the extent of the PK drug interactions induced by

rifampicin on the drug efficacy of celecoxib and diclofenac is
studied at the PD level. A moderate and major reduction of their
pharmacological activity is observed for both celecoxib and
diclofenac, respectively, (DESCEL+RIF, 6 h= 0.47; DESCEL, 6 h= 0.48;
DESDFN+RIF, 6 h= 0.23; DESDFN, 6 h= 0.30), which requires dose
adjustments during co-administration with rifampicin (Fig. 6d).
Dose adjustments of 2.5-fold and 1.5-fold times the initial dose are
estimated for diclofenac and celecoxib, respectively, to obtain
similar initial therapeutic efficacy as predicted for single drug
administration (Fig. 6d).

DISCUSSION
In this study, a PBPK/PD QSP approach is applied to quantify drug
efficacy over time for a set of COX-2 and 5-LOX inhibitors in
humans (Fig. 1, Table 1). Furthermore, the impact of pre-treatment
with rifampicin on their pharmacological activity is evaluated,
thereby reflecting clinically relevant situations. The key step of the
approach involves the linkage of whole-body PBPK models of anti-
inflammatory drugs and rifampicin (Figs. 2, and 3) with cellular
network models of arachidonic acid metabolism23 and, simulta-
neously, with PXR-mediated CYP induction,24 respectively. In brief,
using this PBPK/PD QSP approach allows a quantitative description
of drug-induced modulations on biological systems associated
with pharmacological action following oral administration of
therapeutic doses at patient level. To couple simulated PK profiles
of celecoxib, diclofenac, licofelone, and zileuton with the SBML
model of arachidonic acid metabolism,23 drug-specific IC50 values
measured for COX-2 and 5-LOX inhibition are utilized to estimate
binding affinities for competitive inhibition using the IC50-to-Ki
converter.53 This simple coupling step provides the opportunity for
linking various cellular network models with drug concentration-
time profiles to gain more insights into the dynamics of modulated
biological processes induced by drug–target binding.
The dynamic network of arachidonic acid metabolism was

previously constructed in human polymorphonuclear leuko-
cytes.23 As in the modeling structure, no subcompartments such
as leukocytes, erythrocytes, or thrombocytes exist, and no drug
concentrations measured in human polymorphonuclear leuko-
cytes were available for validation purposes, drug PK of celecoxib,
diclofenac, licofelone, and zileuton are predicted in venous blood
cells as such representing a reasonable compartment during the
coupling step of the PBPK/PD QSP approach. Besides its
antimycobacterial activity, rifampicin acts in humans by increasing
the activity of several CYP enzymes initially through binding to
PXR.20 This secondary drug effect is modeled to evaluate the
impact of co-administration of rifampicin as it is frequently applied
in different clinical studies.20–22 Rifampicin concentrations are
therefore calculated in the intracellular space of the liver because
binding to PXR mainly takes place inside liver cells and the
correspondent SBML model was validated before using in vitro
data measured in human hepatocytes.24 In all cases, unbound
drug concentrations are used for simulations and subsequent

Fig. 6 PBPK/PD analysis of celecoxib and diclofenac pre-treated
with rifampicin. PBPK/PD analysis of COX-2 inhibitors following oral
administration of 200mg celecoxib and 100mg diclofenac with and
without a pre-treatment with 600mg and 450mg rifampicin q.d.
over 5 and 6 days, respectively. a Comparison of key PK parameters
between simulated and experimental data. b Simulation of venous
blood plasma concentrations in humans c Metabolite analysis
showing venous blood plasma concentrations of correspondent
metabolites. d PBPK/PD simulations reflecting drug concentrations
of celecoxib and diclofenac in venous blood cells, as well as induced
changes in PGE2 formation over time. Celecoxib, CEL; diclofenac,
DFN; hydroxy, OH; acyl glucuronide, AGLU; carboxy, COOH;
rifampicin, RIF; prostaglandin E2, PGE2; once daily, “q.d”
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calculations as the fraction of the plasma protein-bound drug is
generally not pharmacological active.
In addition to the findings presented in this study, the PBPK/PD

QSP approach might be expanded to quantify not only drug
efficacy but also to explore unwanted side effects. This, however,
assumes that relevant biomarkers of potential adverse events are
contained in the observed cellular network model. The adverse
event of a drug may then be explored at the whole-body level,
which may improve the understanding of toxic mechanisms for
approved drugs or may help to assess the toxic potential of
investigational drugs during drug development (Supplementary
Table S1).
As PBPK modeling can also be applied to predict drug

concentrations in different animals,54 the PBPK/PD QSP approach
may be used for mice, rats, dogs, or monkeys in the preclinical
phase (Supplementary Table S1). A potential usage of the in silico-
based approach to predict efficacious and safe dose levels might
reduce animal testing during drug discovery. This, however,
requires the development of an animal PBPK model based on
in vitro data (e.g., plasma protein binding) and on predicted
physicochemical drug properties. Having quantitative knowledge
about the influence of different dose levels on the drug efficacy of
novel drugs may help to plan appropriate dosing schedules or to
improve existing ones in clinical phases of drug development.
Hence, PBPK/PD QSP approaches may be applied to support
multiple phases in pharmaceutical development programs (Sup-
plementary Table S1). Recently, for instance, the usage of QSP has
even entered the regulatory domain. Clinical pharmacologists of
the Food and Drug Administration (FDA) in the United States have
utilized a QSP model to evaluate the appropriateness of a
suggested dosing schedule for denosumab, a human monoclonal
antibody developed for the treatment of osteoporosis.55

The underlying structure of PBPK models allows the simulation
of reliable PK profiles in several compartments within the human
body (e.g., the intracellular space of the liver) that indicates the
major benefit of using PBPK modeling in this study.56 The
presented PBPK/PD QSP approach that utilizes PBPK modeling is,
thus, applicable for drugs with diverse sites of action such as the
heart or the kidney assuming, though, an adequate cellular
network model including the pharmacological target that is
mostly responsible for the respective mode of action.
The inhibition of inflammatory mediators, such as prostaglan-

dins and leukotrienes, is estimated by modeling the reversible
binding of the considered drugs to COX-2 and/or 5-LOX. As both
are pharmacological targets within the body, therapeutic effects
can be quantitatively described (Fig. 4). In comparison with
celecoxib, diclofenac represents a non-selective COX-2 inhibitor,
which also shows an inhibitory effect of COX-1, contributing to its
overall drug efficacy. The presented results simulating diclofenac
efficacy and relating it to pain relief were nevertheless based
solely on COX-2 inhibition as diclofenac shows a higher selectivity
towards COX-2 (3–29-fold higher selectivity for COX-2 compared
with COX-1),46–50 on the one hand. Also, it has been proposed that
COX-2 is substantially involved in inflammatory processes and the
pain associated with it.13 Furthermore, the resulting impact of
prostaglandin production was here represented as decrease in
PGE2 that is known to contribute to inflammatory pain.57 It has
been demonstrated, for instance, that changes in PGE2 concen-
trations could be significantly correlated with headache and
muscle pain in humans.58

Elevated levels of physiological concentrations of immunoreac-
tive PGE2 could also be detected by implanted microdialysis
probes and correlated with the onset of postoperative pain in
patients.59 Moreover, it was shown that inhibition of PGE2 might
be used to predict and identify efficacious doses for selective and
non-selective COX inhibitors in humans.50 In addition, considering
COX-1 inhibition by diclofenac would also require a suitable and
validated cellular model of the arachidonic acid metabolism

considering both isoforms, which was not available. The PD
response of licofelone mediated by dually inhibiting COX-2 and 5-
LOX can also be investigated through the use of the established
PBPK/PD QSP approach. Polypharmacology is thereby covered by
the consideration of multiple drug–target interactions on a single
pathway.60 To compare the dual effect of licofelone on
prostaglandin and leukotriene production, a potential co-
medication of zileuton with either celecoxib or diclofenac is
applied at therapeutic doses (Fig. 4). Such a combination therapy
may have clinical relevance as it was suggested to co-administrate
zileuton with COX-2 inhibitors in cancer therapy in order to
control leukotriene oversynthesis.16

The predicted decrease in prostaglandin production over time
induced by celecoxib and diclofenac is compared with the degree
of pain relief achieved in patients after dental surgery.26,27 A
potential increase in local inflammatory mediators after surgery
can be here expected. Although the arachidonic acid metabolism
network was developed in centrally obtained polymorphonuclear
leukocytes, it is nevertheless assumed that utilizing this cellular
network in the QSP PBPK/PD approach is representative to
compare the simulated decrease in inflammatory mediators with
the observed pain relief. Strong correlations are found for both
drugs (Fig. 5, Supplementary Table S4), which implies the relation
to clinical outcome after drug intake of therapeutic doses.
Correlating pain relief scores with drug efficacy of celecoxib after
24 h showed lower but still strong correlation (Supplementary
Table S4). In case of licofelone and zileuton, no adequate time-
resolved clinical data were available such that no validation of the
estimated therapeutic effects could be performed.
Although rifampicin-induced CYP induction is highest for

CYP3A4, other CYP enzymes, such as CYP2C8 or 2C9, may be
affected.20 The existing model for determining rifampicin-induced
activation dynamics of CYP3A424 is, hence, expanded for other
CYP enzymes involved in the metabolism of the considered COX-2
and 5-LOX inhibitors (Fig. 2). For this, rifampicin-induced induction
ratios of CYP2C9, 1A2, and 2J2 are derived with PICD (PBPK-based
in vivo contextualization of in vitro toxicity data), which was
recently applied to model drug interactions in humans.61,62 The
estimated induction ratios appear to be consistent with other
induction ratios observed in literature20,63,64 such that PK drug
interactions induced by co-administration of rifampicin can be
predicted even though no calibration of the expanded model with
in vitro data was performed for the relevant CYP enzymes. This
approach is, moreover, encouraged by predicted PK changes of
celecoxib and diclofenac after co-medication with rifampicin that
are in line with clinical observations (Fig. 6).21,22 It is worth
mentioning that the altered pharmacological activity resulting
from the predicted increase in drug clearance as well as the
suggested dose adjustments identified consequently to recover
initial therapeutic efficacy demonstrate meaningful clinical bene-
fit. This is also in line with the FDA guidance where it was
suggested to use model-based predictions in terms of evaluating
the results of drug interaction studies in drug development.65 The
effect of rifampicin on the PK of zileuton and licofelone are found
to be negligible such that insignificant changes in their drug
clearance are observed. Interestingly, the proposed increase in the
metabolism of zileuton when combined with rifampicin51 could
not be confirmed as the contribution of zileuton-sulfoxide, which
is formed by CYP3A4, to the overall metabolism of zileuton is
estimated to be quite low (Fig. 2). This can be pointed out by a
metabolite analysis enabled through the use of PBPK modeling
similar to what was done for diclofenac and celecoxib (Fig. 6c).56

In conclusion, the established PBPK/PD QSP approach presents
a multiscale approach that couples whole-body PBPK models, at
the organism level, with SBML models representing crucial
biological processes, at the cellular level. Drug-induced modula-
tion on cellular networks can be thus analyzed through complex
PBPK/PD simulations thereby quantifying the drug efficacy of
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COX-2 and 5-LOX inhibitors following administration of therapeu-
tic doses in humans. Notably, therapeutic effects of drugs
dynamically interacting with multiple pharmacological targets
within a biological system can be studied as well. Furthermore, PK
drug interactions caused by CYP induction can be predicted and
the impact on the pharmacological activity of co-administered
drugs is assessable. The high modularity of the PBPK/PD QSP
approach enables a generic application for different species,
various drugs, and several computational models representing
pharmacologically- or toxicologically relevant biological networks.
It is thus conceivable to apply this approach to support various
phases of the drug development process (Supplementary Table
S1). The presented findings reveal quantitative insights toward a
systems-level understanding of the drug action of celecoxib,
diclofenac, licofelone, and zileuton in different therapeutic
situations in view of assessing the effects of varying oral dose
levels, predicted PK drug interactions with rifampicin, and
potential combination therapies. As demonstrated in this study,
using QSP clearly provides quantitative insights of therapeutic
drug action in different clinical scenarios. The high extensibility of
the presented PBPK/PD QSP approach may also allow the
investigation of a wide range of drugs acting on different site of
actions and their effect on cellular models reflecting processes
that may be relevant for pharmacological or toxicological
considerations. Also, the integration of cellular PD models into
whole-body PBPK models represents a prototypical scenario for
the portability of literature models in QSP as such supporting
translational concepts in pharmaceutical development. Hence, the
systematic use of QSP approaches has the clear potential to
significantly support the mechanistic understanding of physiolo-
gical processes governing drug ADME and drug action as well as
their mutual interplay across different levels of biological
organization. QSP can thus be expected to improve the rational
design of more effective and less toxic drugs in the future.

METHODS
Implementation of the PBPK/PD QSP approach
The presented PBPK/PD QSP approach is implemented in MATLAB (8.6.0;
The MathWorks, Inc., Natick, MA). PBPK/PD simulations are performed by
use of the MoBi® Toolbox for MATLAB (version 2.3; Bayer Technology
Services GmbH) and the IQM Toolbox (version 1.0; IntiQuan GmbH, Basel;
http://www.intiquan.com/iqm-tools)66 by coupling in-house developed
PBPK models (Fig. 3) with existing SBML models published in literature
(Supplementary Fig. S3).23,24 Initial parametrization of the SBML models
were used unchanged. Only PBPK-based concentration-time profiles as
well as drug-specific binding affinity values were used as input to perform
PBPK/PD simulations.

Whole-body PBPK models
Human PBPK models are established by use of the software PK-Sim®
(version 6.3) that is freely available (https://github.com/Open-Systems-
Pharmacology).56 A description of the model development process
including all relevant information that are needed to reproduce the PBPK
models is outlined in detail in Supplementary Information (Supplementary
Table S2, Supplementary Table S3).

Computational models of biological processes
The SBML model of enzyme induction represents the binding of rifampicin
to PXR in human liver cells and the further increase in CYP3A4 mRNA
expression levels as well as CYP3A4 enzyme activity.24 The SBML model of
the complex arachidonic acid metabolism network consists of several
reactions describing different degradation pathways of arachidonic acid in
human polymorphonuclear leukocytes obtained from venous blood.23

Twenty-four positive and negative feedback loops are additionally
incorporated to represent the regulatory level of inflammatory mediators.
Both SBML models from literature were established by fitting to specific
experimental data.23,24

Simulation of therapeutic drug PK
Drug concentration-time profiles are simulated following oral administra-
tion of therapeutic doses applied in clinical practice. As individual, a
European man with a weight of 73 kg and an age of 30 years was used. It
was assumed that the drug is in dissolved form. Therapeutic dose levels
(CEL: 100 mg; DFN: 50mg; LCF: 200mg; and ZLT: 600mg) are taken from
Drugs.com (https://www.drugs.com/) and from literature.30–45

Modeling pharmacokinetic drug interactions between rifampicin
and COX-2 and 5-LOX inhibitors
Increased CYP3A4 activity induced by rifampicin is predicted according to
Yamashita et al.24 using as input own simulations of intracellular rifampicin
concentrations and an EC50 of 1.18 µM for binding to PXR (Supplementary
Fig. S2). Oral dosing of 600mg rifampicin q.d. over one week is applied as
it reflects common pre-treatment.24 In the PBPK models of the COX-2 and
5-LOX inhibitors, the correspondent catalytic rate constants (kcat) are
adjusted with respect to the predicted increase in CYP3A4 activity. As
tissue-specific gene expression data are used to estimate abundances of
ADME proteins in different compartments, adjusting kcat values may also
influence the extrahepatic metabolism.67 In order to consider rifampicin-
stimulation of other CYP enzymes than CYP3A4 involved in the
metabolism of the victim drugs (CYP2C9, 2J2, and 1A2), a previously
developed multiscale approach called PICD is used.61 PICD allows
estimating drug-induced changes at the transcriptional level for different
enzymes. PICD-based predictions are generated for an oral dose of 600mg
rifampicin to obtain respective induction ratios relative to CYP3A4
(CYP2C9: 0.18; CYP2J2: 0.03; CYP1A2: 0.02). These induction ratios are
finally applied to estimate rifampicin-induced activation of CYP2C9, 2J2,
and 1A2 analogously to CYP3A4 activation.

Modeling pharmacodynamic responses of COX-2 and 5-LOX
inhibitors
Drug efficacy of COX-2 and 5-LOX inhibitors is estimated by comparing
inflammatory mediators to the drug-free treatment.23 The SBML model of
arachidonic acid metabolism is adapted accordingly assuming
Michaeli–Menten kinetics and competitive inhibition as described in Yang
et al.23 A residence time of 5mins in the oral cavity is assumed for the
drugs meaning that the beginning of inhibitory effects starts after that
time.68 Binding affinity (Ki) to the pharmacological targets (KiCEL,COX-2=
0.017; KiDFN,COX-2= 0.018; KiLCF,COX-2= 0.032; KiLCF,5-LOX= 0.056; KiZLT,5-LOX
= 0.021) are determined by using the IC50-to-Ki converter53 with IC50
values taken from literature as input.69–72 It was assumed that inhibition of
COX-2 and 5-LOX was not saturated. To quantify the efficacy of a drug d at
a given time t (in minutes), a drug efficacy score (DES) is computed as
follows:

DESd;t ¼
PGE2controlt �PGE2dt

PGE2controlt
þ ωLTB4controlt �ωLTB4dt

ωLTB4controlt

2
(1)

where PGE2control, ωLTB4control, PGE2d, and ωLTB4d are the concentrations
of the affected inflammatory mediators for the drug-free scenario and the
drug-treated case, respectively. PGE2 and ωLTB4 were used as inflamma-
tory mediators to represent changes in prostaglandin and leukotriene
formation.

Correlation of predicted decrease in prostaglandin formation with
pain relief
PGE2 decrease expressed as difference of PGE2 concentrations between
the drug-free treatment and the drug-treated case are correlated with the
difference between mean pain relief scores after 6 h and the respective
placebo effects.26,27 For both drugs, different models were tested and the
best fit (sigmoidal hill equation) was chosen according to several model
quality measures (Supplementary Table S4). The oral dose levels of
diclofenac were 25mg, 50mg, and 100mg, whereas the applied dose of
celecoxib was 400mg.26,27 Postoperative pain relief was observed in
patients after oral dental surgery. Fifty-seven patients were treated with
celecoxib, whereas 197 patients were treated with different doses of
diclofenac (25mg: n= 63, 50 mg, n= 68, 100mg= 66).

Data availability
The SBML models of arachidonic acid metabolism and rifampicin-induced
CYP3A4 activation can be found in literature.23,24 All information that are
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needed to reproduce the PBPK models are provided in Supplementary
Information (Supplementary Tables S1 and S2) and in literature.30–45

Further data are available upon request.

ACKNOWLEDGEMENTS
We acknowledge financial support by the European Union Seventh Framework
Program HeCaToS (FP7/2007-2013) under the grant agreement no. 602156.

AUTHOR CONTRIBUTIONS
Writing—original draft: Thiel, C., and Kuepfer, L.; Writing–review & editing: Thiel, C.,
Cordes, H., Smit, I., Baier, V., Blank, L. M., and Kuepfer, L.; Project design: Thiel, C., and
Kuepfer, L.; Analysis & implementation: Thiel, C.; Data acquisition: Smit, I.; PBPK model
development: Thiel, C., Cordes, H., Fabry, B.

ADDITIONAL INFORMATION
Supplementary information accompanies the paper on the npj Systems Biology and
Applications website (https://doi.org/10.1038/s41540-018-0062-3).

Competing interests: L.K. is employee of Bayer, the company developing the PBPK
modeling tools PK-Sim and MoBi.

Publisher's note Springer Nature remains neutral with regard to jurisdictional claims
in published maps and institutional affiliations.

REFERENCES
1. Cook, D. et al. Lessons learned from the fate of AstraZeneca’s drug pipeline: a

five-dimensional framework. Nat. Rev. Drug Discov. 13, 419–431 (2014).
2. Agoram, B. M., Martin, S. W. & van der Graaf, P. H. The role of mechanism-based

pharmacokinetic-pharmacodynamic (PK-PD) modelling in translational research
of biologics. Drug Discov. Today 12, 1018–1024 (2007).

3. Sorger, P. K. et al. Quantitative and systems pharmacology in the postgenomic
era: New approaches to discovering drugs and understanding therapeutic
mechanisms. NIH QSP Work. 1–48 (2011).

4. van der Graaf, P. H. & Benson, N. Systems pharmacology: bridging systems
biology and pharmacokinetics-pharmacodynamics (PKPD) in drug discovery and
development. Pharm. Res. 28, 1460–1464 (2011).

5. Pérez-Nueno, V. I. Using quantitative systems pharmacology for novel drug dis-
covery. Expert Opin. Drug Discov. 1–17 (2015). https://doi.org/10.1517/
17460441.2015.1082543.

6. Bai, J. P. F., Fontana, R. J., Price, N. D. & Sangar, V. Systems pharmacology modeling:
an approach to improving drug safety. Biopharm. Drug Dispos. 35, 1–14 (2014).

7. Leil, T. A. & Bertz, R. Quantitative systems pharmacology can reduce attrition and
improve productivity in pharmaceutical research and development. Front. Phar-
macol. 5, 1–6 (2014).

8. Musante, C. J. et al. Quantitative systems pharmacology: a case for disease
models. Clin. Pharmacol. Ther. 101, 24–27 (2017).

9. Geerts, H., Spiros, A., Roberts, P. & Carr, R. Quantitative systems pharmacology as
an extension of PK/PD modeling in CNS research and development. J. Pharma-
cokinet. Pharmacodyn. 40, 257–265 (2013).

10. Pichardo-Almarza, C. & Diaz-zuccarini, V. From PK/PD to QSP: Understanding the
dynamic effect of cholesterol-lowering drugs on atherosclerosis progression and
stratified medicine. 22, 6903–6910 (2016).

11. Demin, O. et al. Systems pharmacology models can be used to understand
complex pharmacokinetic-pharmacodynamic behavior: an example using 5-
lipoxygenase inhibitors. CPT Pharmacomet. Syst. Pharmacol. 2, e74 (2013).

12. Charlier, C. & Michaux, C. Dual inhibition of cyclooxygenase-2 (COX-2) and 5-
lipoxygenase (5-LOX) as a new strategy to provide safer non-steroidal anti-
inflammatory drugs. Eur. J. Med. Chem. 38, 645–659 (2003).

13. Martel-Pelletier, J., Lajeunesse, D., Reboul, P. & Pelletier, J.-P. Therapeutic role of
dual inhibitors of 5-LOX and COX, selective and non-selective non-steroidal anti-
inflammatory drugs. Ann. Rheum. Dis. 62, 501–509 (2003).

14. Steinhilber, D. 5-Lipoxygenase: a target for antiinflammatory drugs revisited. Curr.
Med. Chem. 6, 71–85 (1999).

15. Berger, W., De Chandt, M. T. M. & Cairns, C. B. Zileuton: clinical implications of 5-
Lipoxygenase inhibition in severe airway disease. Int. J. Clin. Pract. 61, 663–676
(2007).

16. Kast, R. E. Tenofovir, COX inhibitors and zileuton during cancer immunotherapies:
up-regulated TNF-alpha increases antigen driven lymphocyte proliferation. Mol.
Immunol. 40, 297–303 (2003).

17. Ding, C. & Cicuttini, F. Licofelone (Merckle). IDrugs 6, 802–808 (2003).
18. Fiorucci, S., Meli, R., Bucci, M. & Cirino, G. Dual inhibitors of cyclooxygenase and 5-

lipoxygenase. A new avenue in anti-inflammatory therapy? Biochem. Pharmacol.
62, 1433–1438 (2001).

19. Wallace, J. L., Carter, L., McKnight, W., Tries, S. & Laufer, S. ML 3000 reduces gastric
prostaglandin synthesis without causing mucosal injury. Eur. J. Pharmacol. 271,
525–531 (1994).

20. Niemi, M., Backman, J. T., Fromm, M. F., Neuvonen, P. J. & Kivistö, K. T. Pharma-
cokinetic interactions with rifampicin: clinical relevance. Clin. Pharmacokinet. 42,
819–850 (2003).

21. Surya Kumar, J., Mamidi Rao, N., Chakrapani, T. & Krishna, D. Rifampicin pre-
treatment reduces bioavailability of diclofenac sodium. Indian J. Pharmacol. 27,
183–185 (1995).

22. Jayasagar, G., Krishna Kumar, M., Chandrasekhar, K. & Madhusudan Rao, Y.
Influence of rifampicin pretreatment on the pharmacokinetics of celecoxib in
healthy male volunteers. Drug Metabol. Drug Interact. 19, 287–295 (2003).

23. Yang, K. et al. Dynamic simulations on the arachidonic acid metabolic network.
PLoS Comput. Biol. 3, 523–530 (2007).

24. Yamashita, F. et al. Modeling of rifampicin-induced CYP3A4 activation dynamics
for the prediction of clinical drug-drug interactions from in vitro data. PLoS One 8,
e70330 (2013).

25. Kuepfer, L. et al. Applied concepts in PBPK modeling: how to build a PBPK/PD
model. CPT Pharmacomet. Syst. Pharmacol. 5, 516–531 (2016).

26. Cheung, R., Krishnaswami, S. & Kowalski, K. Analgesic efficacy of celecoxib in
postoperative oral surgery active- and placebo-controlled study. Clin. Ther. 29,
2498–2510 (2007).

27. Hersh, E. V. et al. Dose-ranging analgesic study of prosorb® diclofenac potassium
in postsurgical dental pain. Clin. Ther. 26, 1215–1227 (2004).

28. Hucka, M. et al. The systems biology markup language (SBML): a medium for
representation and exchange of biochemical network models. Bioinformatics 19,
524–531 (2003).

29. Morgan, P. et al. Can the flow of medicines be improved? Fundamental phar-
macokinetic and pharmacological principles toward improving Phase II survival.
Drug Discov. Today 17, 419–424 (2012).

30. Awni, W. M. et al. Pharmacokinetics of Zileuton and its metabolites in patients
with renal impairment. J. Clin. Pharmacol. 37, 395–404 (1997).

31. Crook, P. R., Willis, J. V., Kendall, M. J., Jack, D. B. & Fowler, P. D. The pharmaco-
kinetics of diclofenac sodium in patients with active rheumatoid disease. Eur. J.
Clin. Pharmacol. 21, 331–334 (1982).

32. Houin, G. et al. Pharmacokinetics of rifampicin and desacetylrifampicin in
tuberculous patients after different rates of infusion. Ther. Drug Monit. 5, 67–72
(1983).

33. Braeckman, R. A. et al. The pharmacokinetics of Zileuton in healthy young and
elderly volunteers. Clin. Pharmacokinet. 29, 42–48 (1995).

34. Ratti, B., Parenti, R. R., Toselli, A. & Zerilli, L. F. F. Quantitative assay of rifampicin
and its main metabolite 25-desacetylrifampicin in human plasma by reversed-
phase high-performance liquid chromatography. J. Chromatogr. B Biomed. Sci.
Appl. 225, 526–531 (1981).

35. Paulson, S. K. et al. Pharmacokinetics of celecoxib after oral administration in
dogs and humans: effect of food and site of absorption. J. Pharmacol. Exp. Ther.
297, 638–645 (2001).

36. Wong, S. L. et al. Thepharmacokinetics of single oral doses of zileuton 200 to
800mg, its enantiomers, and its metabolites, in normal healthy volunteers. Clin.
Pharmacokinet. 29, 9–21 (1995).

37. Paulson, S. K. et al. Metabolism and excretion of [14C]celecoxib in healthy male
volunteers. Drug Metab. Dispos. 28, 308–314 (2000).

38. Zhang, Y. et al. Diclofenac and its acyl glucuronide: determination of in vivo
exposure in human subjects and characterization as human drug transporter
substrates in vitro. Drug Metab. Dispos. 44, 320–328 (2016).

39. Degen, P. H., Dieterle, W., Schneider, W., Theobald, W. & Sinterhauf, U. Pharma-
cokinetics of diclofenac and five metabolites after single doses in healthy
volunteers and after repeated doses in patients. Xenobiotica 18, 1449–1455
(1988).

40. Acocella, G. Clinical pharmacokinetics of rifampicin. Clin. Pharmacokinet. 3,
108–127 (1978).

41. Kirchheiner, J. et al. Influence of CYP2C9 genetic polymorphisms on pharmaco-
kinetics of celecoxib and its metabolites. Pharmacogenetics 13, 473–480 (2003).

42. Agrawal, S. et al. Comparative bioavailability of rifampicin, isoniazid and pyr-
azinamide from a four drug fixed dose combination with separate formulations
at the same dose levels. Int. J. Pharm. 276, 41–49 (2004).

43. Vergez, J. A., Faour, J., Ricci, M. A., & Befumo, M. E. Osmotic device containing
licofelone. US Patennt. 129764, A1 (2005).

44. FDA. Food and Drug Administration. Drugs@FDA. http://www.accessdata.fda.gov/
drugsatfda_docs/label/2010/050420s073,050627s012lbl.pdf (2015).

Using QSP to evaluate efficacy of COX-2 and 5-LOX inhibitors
C Thiel et al.

11

Published in partnership with the Systems Biology Institute npj Systems Biology and Applications (2018) 28

https://doi.org/10.1038/s41540-018-0062-3
https://doi.org/10.1517/17460441.2015.1082543
https://doi.org/10.1517/17460441.2015.1082543
http://www.accessdata.fda.gov/drugsatfda_docs/label/2010/050420s073,050627s012lbl.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/label/2010/050420s073,050627s012lbl.pdf


45. Willis, J. V. V., Kendall, M. J. J., Flinn, R. M. M., Thornbill, D. P. P. & Welling, P. G. G.
The pharmacokinetics of diclofenc sodium following intravenous and oral
administration. Eur. J. Clin. Pharmacol. 16, 405–410 (1979).

46. Prasit, P. et al. The discovery of rofecoxib, [MK 966, VIOXX??, 4-(4’- methylsulfo-
nylphenyl)-3-phenyl-2(5H)-furanone], an orally active cyclooxygenase-2 inhibitor.
Bioorg. Med. Chem. Lett. 9, 1773–1778 (1999).

47. Baigent, C. & Patrono, C. Selective cyclooxygenase 2 inhibitors, aspirin, and car-
diovascular disease: a reappraisal. Arthritis Rheum. 48, 12–20 (2003).

48. Mengle-Gaw, L. J. & Schwartz, B. D. Cyclooxygenase-2 inhibitors: promise or peril?
Mediat. Inflamm. 11, 275–286 (2002).

49. Gan, T. J. Diclofenac: an update on its mechanism of action and safety profile.
Curr. Med. Res. Opin. 26, 1715–1731 (2010).

50. Huntjens, D. R. H., Danhof, M. & Della Pasqua, O. E. Pharmacokinetic-
pharmacodynamic correlations and biomarkers in the development of COX-2
inhibitors. Rheumatol. (Oxf.). 44, 846–859 (2005).

51. Wishart, D. S. et al. DrugBank: a comprehensive resource for in silico drug dis-
covery and exploration. Nucleic Acids Res. 34, D668–D672 (2006).

52. Lissy, M., Scallion, R., Stiff, D. D. & Moore, K. Pharmacokinetic comparison of an
oral diclofenac potassium liquid-filled soft gelatin capsule with a diclofenac
potassium tablet. Expert Opin. Pharmacother. 11, 701–708 (2010).

53. Cer, R. Z., Mudunuri, U., Stephens, R. & Lebeda, F. J. IC50-to-Ki: a web-based tool
for converting IC50 to Ki values for inhibitors of enzyme activity and ligand
binding. Nucleic Acids Res. 37, 441–445 (2009).

54. Thiel, C. et al. A systematic evaluation of the use of physiologically based phar-
macokinetic modeling for cross-species extrapolation. J. Pharm. Sci. 104, 191–206
(2015).

55. Peterson, M. C. & Riggs, M. M. FDA advisory meeting clinical pharmacology
review utilizes a quantitative systems pharmacology (QSP) model: a watershed
moment? CPT Pharmacomet. Syst. Pharmacol. 4, 189–192 (2015).

56. Willmann, S. et al. PK-Sim®: a physiologically based pharmacokinetic ‘whole-body’
model. Biosilico 1, 121–124 (2003).

57. Kawabata, A. Prostaglandin E2 and Pain—an update. Biol. Pharm. Bull. 34,
1170–1173 (2011).

58. Haack, M., Lee, E., Cohen, D. A. & Mullington, J. M. Activation of the prostaglandin
system in response to sleep loss in healthy humans: Potential mediator of
increased spontaneous pain. Pain 145, 136–141 (2009).

59. Roszkowski, M. T., Swift, J. Q. & Hargreaves, K. M. Effect of NSAID administration
on tissue levels of immunoreactive prostaglandin E2, leukotriene B4, and (S)-
flurbiprofen following extraction of impacted third molars. Pain 73, 339–345
(1997).

60. Reddy, A. S. & Zhang, S. Polypharmacology: drug discovery for the future. Expert
Rev. Clin. Pharmacol. 6, 41–47 (2013).

61. Thiel, C. et al. Model-based contextualization of in vitro toxicity data quantita-
tively predicts in vivo drug response in patients. Arch. Toxicol. 91, 1–19 (2016).

62. Thiel, C., Cordes, H., Baier, V., Blank, L. L. M. L. M. & Kuepfer, L. Multiscale modeling
reveals inhibitory and stimulatory effects of caffeine on acetaminophen-induced
toxicity in humans. CPT Pharmacomet. Syst. Pharmacol. 6, 136–146 (2017).

63. Backman, J. T., Granfors, M. T. & Neuvonen, P. J. Rifampicin is only a weak inducer
of CYP1A2-mediated presystemic and systemic metabolism: studies with tizani-
dine and caffeine. Eur. J. Clin. Pharmacol. 62, 451–61 (2006).

64. Ramamoorthy, A. et al. Regulation of MicroRNA expression by rifampin in human
hepatocytes. Drug Metab. Dispos. 41, 1763–1768 (2013).

65. FDA. In Vitro Metabolism- and Transporter- Mediated Drug-Drug Interaction
Studies Guidance for Industry. https://www.fda.gov/downloads/Drugs/
GuidanceComplianceRegulatoryInformation/Guidances/UCM581965.pdf. (2017).

66. Schmidt, H. & Jirstrand, M. Systems Biology Toolbox for MATLAB: a computational
platform for research in systems biology. Bioinformatics 22, 514–515 (2006).

67. Meyer, M., Schneckener, S., Ludewig, B., Kuepfer, L. & Lippert, J. Using expression
data for quantification of active processes in physiologically based pharmacoki-
netic modeling. Drug Metab. Dispos. 40, 892–901 (2012).

68. Wilson, C. G., Washington, N., Peach, J., Murray, G. R. & Kennerley, J. The behaviour
of a fast-dissolving dosage form (Expidet) followed by γ-scintigraphy. Int. J.
Pharm. 40, 119–123 (1987).

69. Hassan, G. S., Abou-Seri, S. M., Kamel, G. & Ali, M. M. Celecoxib analogs bearing
benzofuran moiety as cyclooxygenase-2 inhibitors: Design, synthesis and eva-
luation as potential anti-inflammatory agents. Eur. J. Med. Chem. 76, 482–493
(2014).

70. Laufer, S. A., Augustin, J., Dannhardt, G. & Kiefer, W. 6,7-Diaryldihydropyrrolizin-5-
yl)acetic acids, a novel class of potent dual inhibitors of both cyclooxygenase and
5-lipoxygenase. J. Med. Chem. 37, 1894–7 (1994).

71. Carter, G. W. et al. 5-lipoxygenase inhibitory activity of zileuton. J. Pharmacol. Exp.
Ther. 256, 929–937 (1991).

72. Kato, M., Nishida, S., Kitasato, H., Sakata, N. & Kawai, S. Cyclooxygenase-1 and
cyclooxygenase-2 selectivity of non-steroidal anti-inflammatory drugs: investi-
gation using human peripheral monocytes. J. Pharm. Pharmacol. 53, 1679–1685
(2001).

Open Access This article is licensed under a Creative Commons
Attribution 4.0 International License, which permits use, sharing,

adaptation, distribution and reproduction in anymedium or format, as long as you give
appropriate credit to the original author(s) and the source, provide a link to the Creative
Commons license, and indicate if changes were made. The images or other third party
material in this article are included in the article’s Creative Commons license, unless
indicated otherwise in a credit line to the material. If material is not included in the
article’s Creative Commons license and your intended use is not permitted by statutory
regulation or exceeds the permitted use, you will need to obtain permission directly
from the copyright holder. To view a copy of this license, visit http://creativecommons.
org/licenses/by/4.0/.

© The Author(s) 2018

Using QSP to evaluate efficacy of COX-2 and 5-LOX inhibitors
C Thiel et al.

12

npj Systems Biology and Applications (2018) 28 Published in partnership with the Systems Biology Institute

https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM581965.pdf
https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM581965.pdf
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/

	Using quantitative systems pharmacology to evaluate the drug efficacy of COX-2 and 5-LOX inhibitors in therapeutic situations
	Introduction
	Results
	General overview of the PBPK/PD QSP approach and its use to predict drug efficacy in humans
	Validation of therapeutic drug concentrations simulated using PBPK modeling
	Evaluation of drug efficacy predicted for COX-2 and 5-LOX inhibitors in therapeutic situations
	Correlation of predicted decrease in prostaglandin formation with pain relief
	PBPK/PD analysis of celecoxib and diclofenac administration pre-treated with rifampicin

	Discussion
	Methods
	Implementation of the PBPK/PD QSP approach
	Whole-body PBPK models
	Computational models of biological processes
	Simulation of therapeutic drug PK
	Modeling pharmacokinetic drug interactions between rifampicin and COX-2 and 5-LOX inhibitors
	Modeling pharmacodynamic responses of COX-2 and 5-LOX inhibitors
	Correlation of predicted decrease in prostaglandin formation with pain relief
	Data availability

	Acknowledgements
	Author contributions
	Competing interests
	ACKNOWLEDGMENTS




