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Abstract: Donepezil and memantine are the most common drugs used for Alzheimer’s disease.
Their low effectiveness could partly be explained by genetic factors. Thus, we aim to identify Single
Nucleotide Polymorphisms (SNPs) associated with pharmacokinetics, pharmacodynamics, and the
safety of donepezil and memantine. For this regard, 25 volunteers enrolled in a bioequivalence
clinical trial were genotyped for 67 SNPs in 21 genes with a ThermoFisher QuantStudio 12K Flex
OpenArray. The statistical strategy included a univariate analysis that analyzed the association of
these SNPs with pharmacokinetic parameters or the development of adverse drug reactions (ADRs)
followed by a Bonferroni-corrected multivariate regression. Statistical analyses were performed
with SPSS software v.21 and R commander (version v3.6.3). In the univariate analysis, fourteen and
sixteen SNPs showed a significant association with memantine’s and donepezil’s pharmacokinetic
parameters, respectively. Rs20417 (PTGS2) was associated with the development of at least one ADR.
However, none of these associations reached the significance threshold in the Bonferroni-corrected
multivariate analysis. In conclusion, we did not observe any significant association of the SNPs
analyzed with memantine and donepezil pharmacokinetics or ADRs. Current evidence on memantine
and donepezil pharmacogenetics does not justify their inclusion in pharmacogenetic guidelines.

Keywords: Alzheimer; pharmacogenomics; pharmacogenetic array; pharmacokinetics; anticholinergic
drugs; personalized medicine; NMDA receptor antagonist

1. Introduction

Alzheimer’s disease (AD) is a progressive neurodegenerative disorder that slowly
impairs memory and thinking skills. Although this disease has no cure, there are different
approved treatments such as rivastigmine, galantamine, donepezil, and memantine [1].
These drugs are usually prescribed as combination therapy improving outcomes (function,
cognition, behaviour, and global change) [1].

Memantine is an uncompetitive N-methyl-D-aspartate (NMDA) receptor antagonist
that selectively blocks the excitotoxic effects of glutamate while preserving physiological
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transmission for normal cellular function [2-5]. Memantine shows linear pharmacokinet-
ics when given at normal therapeutic doses. Memantine is well absorbed after an oral
dose, showing an absolute bioavailability of about 100%. Its maximum concentrations
are reached in about 3-7 h (Tmax) [6,7]. At a steady-state, memantine plasma concentra-
tions vary from 70 to 150 ng/mL, showing high inter-individual variability. The mean
volume of distribution is around 10 L/kg, and about 45% of the drug is bound to plasma
proteins [6,7]. Memantine is mainly metabolized to three inactive compounds: 1-nitroso-
3,5-dimethyl-adamantane, N-3,5-dimethyl-gludantan, and the isomeric mixture of 4- and
6-hydroxy-memantine, which are subjected to renal excretion. In vitro studies have dis-
carded cytochrome P450 involvement in memantine’s metabolism [6,7]. Total renal clear-
ance in healthy volunteers was 170 mL/min. Memantine’s elimination half-life (I1/2) is
60-100 h [6,7].

Donepezil hydrochloride is a piperidine derivative acetylcholinesterase inhibitor en-
hancing cholinergic transmission, which relieves the symptoms of mild AD [8,9]. Donepezil
is slowly absorbed via the gastrointestinal tract after oral administration [10]. The maxi-
mum plasma concentration (Cmax) of donepezil is reached at 4.1 h and the mean terminal
disposition T1/2 ranges from 70 to 81.5 h [11,12]. Radioactively marked donepezil studies
showed that after a 5 mg oral dose of donepezil hydrochloride, 30% remains unchanged,
11% is metabolized to 6-O-desmethyl donepezil, which is also active, and the rest is made
up of donepezil-cis-N-oxide (9%), 5-O-desmethyl donepezil (7%), and the glucuronide
conjugate of 5-O-desmethyl donepezil (3%) [9,13]. The main enzymes involved in donepezil
metabolism are CYP2D6 and CYP3A4, although CYP3A5, CYP2C9, and CYP1A2 could
also be involved in this process [12,14].

The proportion of responders to donepezil and memantine were only 20-60% [15] and
30%, respectively [16]. The lack of efficacy of these drugs may be partially explained by
genetic reasons [17]. Therefore, several pharmacogenetic studies searching for biomarkers
of donepezil response have been performed so far [12,14,18-24]. There is an annotation in
donepezil’s label that informs that CYP2D6 poor metabolizers had a 31.5% slower clearance
than normal metabolizers [25]. Nevertheless, few studies have focused on memantine phar-
macogenetics [26]. As pharmacogenetic markers can help reduce the occurrence of adverse
effects, increase efficacy, and reduce costs associated with the drug and the disease [16],
further studies are needed to obtain more pharmacogenetic biomarkers for donepezil and
memantine. Therefore, we performed a candidate gene pharmacogenetic study including
67 polymorphisms in 21 genes, to investigate whether they affect donepezil or memantine
pharmacokinetics and safety. Our study includes new genetic variants and pharmacogenes
that showed an association with donepezil and memantine in previous studies.

2. Materials and Methods
2.1. Study Population

The study population comprised 30 healthy volunteers enrolled in a bioequiva-
lence trial carried out in the Clinical Trial Unit of Hospital Universitario de La Princesa
(UECHUP), Madrid (Spain). The study was approved by the Spanish Drugs Agency
(AEMPS) and was conducted under current Spanish regulations and the Revised Decla-
ration of Helsinki (https://www.wma.net/what-we-do/medical-ethics/declaration-of-
helsinki, last consulted on 1 September 2021). The approved protocol and the Informed
Consent Form were reviewed by the Independent Ethics Committee on Clinical Research
of the Hospital Universitario de La Princesa (UECHUP-DON-MEM/18-2; EUDRA-CT:
2018-002300-14). All subjects gave their written consent for the clinical trial, while 25 of
them signed the written informed consent for the pharmacogenetics study:.

The inclusion criteria were: male and female volunteers aged from 18 to 55, free from
organic or psychiatric conditions. The exclusion criteria were: history of kidney and/or
liver damage, drug intake 48 h before receiving the study medication, having body mass
index outside the 18.5-30.0 kg/m? range, history of sensitivity to any drug and positive
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drug screening, smoker and daily alcohol consumer, blood donation and pregnant or
breastfeeding women.

2.2. Study Design and Procedures

The study was designed as a bioequivalence clinical trial of a formulation of donepezil /
memantine 10 mg/10 mg film-coated tablets compared with the pharmaceutical formula-
tions marketed by Pfizer S.L (Aricept®) and by H. Lundbeck A /S (Ebixa®) after a single oral
dose administration to healthy volunteers under fasting conditions. The clinical trial was a
randomized, open-label, single-dose, single-center study crossover design, two periods,
and two sequences, separated by a 28-day washout period, with the blind determination of
plasma concentrations of donepezil and memantine.

The medication was administered as a single dose by oral route with 240 mL of water.
Subjects fasted from 10 h before until 5 h after drug administration. Nineteen blood samples
for the assessment of pharmacokinetics were obtained between baseline and 72 h after
the administration of each drug. The samples were centrifuged at 4 °C for 10 min at
1900 G. The aliquots were stored in one freezer at —20 £ 5 °C until shipment to the external
analytical laboratory.

Memantine and donepezil levels were measured using a high-performance liquid
chromatography-mass spectrometry (HPLC-MS/MS) validated method with a limit of quan-
tification (LLOQ) of memantine and donepezil of 99.60 pg/mL and 100.2 pg/mL, respectively.

2.3. Pharmacokinetic Analysis

The pharmacokinetic data of the two donepezil /memantine products were analysed by
the statistical package integrated into the WinNonLin Professional Edition program, version
8.0 (Pharsight Corporation, Mountain View, CA, USA), with a non-compartmental approach.

The Cmax and time to reach the maximum plasma concentration (Tmax) were obtained
directly from raw data. The elimination rate constant (ke) was calculated through linear
regression of the log-linear part of the concentration-time plot. Ct is the last measured
concentration. The area under the curve (AUC) was calculated from the administration to
the last measured concentration (AUCt) by linear trapezoidal integration. The total AUC
from administration to infinity (AUCoo) was calculated by adding the sum of AUCt and
the residual area (Ct divided by ke). Values of AUC correspond to AUCoo unless otherwise
indicated. T1/2 was calculated by dividing 0.693 by ke.

The total drug clearance adjusted for bioavailability (C1/F) was calculated by dividing
the dose by the AUCoo and adjusting for weight. The volume of distribution adjusted for
bioavailability (Vd/F) was calculated as Cl/F divided by ke. AUC and Cmax were adjusted
for dose and weight (AUC/dW and Cmax/dW, divided by the dose-by-weight ratio) and
logarithmically transformed.

2.4. Safety

The safety and tolerability of memantine/donepezil were assessed by clinical evalu-
ation of adverse events (AEs) and other parameters such as physical examinations, vital
signs, and electrocardiogram. An electrocardiogram was carried out before and 2 h after
drug administration. Moreover, heart rate (HR), systolic blood pressure (SBP), and diastolic
blood pressure (DBP) were measured to detect abnormalities in vascular and heart function.
In addition, adverse events (AEs) were noted when spontaneously reported or after an
open question to the volunteer. The algorithm of the Spanish Pharmacovigilance System
was used to assess causality [27]. Only those AEs that were definite, probable, or possibly
related to the treatment were considered adverse drug reactions (ADRs).

2.5. Genotyping

DNA was extracted from 1 mL of peripheral blood samples using an automatic DNA
extractor (MagNa Pure® System, Roche Applied Science, Indianapolis IN, USA). Blood
and DNA samples were stored at —20 °C. The genotyping strategy comprised 67 variants
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located in 21 genes involved in the pharmacokinetics and pharmacodynamics of donepezil
or memantine (Supplementary Table S1). A customized genotyping array was carried out
in an Applied Biosystems QuantStudio 12K flex qPCR instrument with an OpenArray
thermal block (ThermoFisher, Waltham, MA, USA). The genotypes were assigned using
small batches (Supplementary Table 52). To determine the copy number variations (CNVs)
in the CYP2D6 gene, a TagMan Copy Number Assay (Applied Biosystems, Waltham, MA,
USA, Assay ID: Hs00010001_cn), which detects a specific sequence on exon 9 was used, as
described previously [28]. All the samples were run in quadruplicate in a StepOnePlusTM
PCR instrument (Applied Biosystems, Waltham, MA, USA). The assay was performed
using an endogenous control, TagManRNase P Copy Number Reference Assay (Assay
ID: 4403326; Applied Biosystems, Waltham, MA, USA). CopyCaller Software (Applied
Biosystems, Waltham, MA, USA), which applies the comparative AACT method, was used
to determine the exact number of CYP2D6 copies. Genotyping was carried out in the
Clinical Pharmacology Department of Hospital Universitario de la Princesa.

2.6. Phenotype Inference

Genotyped alleles and haplotypes were represented with an asterisk (*). CYP2C9 (*2,
*3), CYP2C19 (*2, *3, *4, *17), CYP2B6 (*4, *5, *6, *7 and *9), CYP2D6 (*3, *4, *5, *6, *7, *8,
*9, *10, *14, *17, *41 and the number of copies), were considered to infer the enzymatic
phenotype following the Clinical Pharmacogenetics Implementation Consortium (CPIC)
guidelines [29-32]. CYP1A2 phenotype was inferred from *1B, *1C, and *1F variants based
on previous publications [33]. ABCB1, C3435T, C1236T, and G2677T/A variants were
classified into a haplotype as described previously [28,34].

2.7. Statistical Analysis

All pharmacokinetic parameters were subjected to a normality test (Shapiro-Wilk,
Supplementary Table S3A). Then, pharmacokinetic parameters were log-transformed to
normalize distributions. AUC and Cmax were divided by the dose /weight ratio (AUC/DW,
Cmax/DW) to correct the differences in weight between sexes or races, which can cause
pharmacokinetic variability before logarithmic transformations.

To avoid spurious associations, a univariate analysis was carried out by comparing
means of the pharmacokinetic parameters or the incidence of ADRs according to categorical
variables such as sex, genotypes, or phenotypes. The means of the pharmacokinetic
parameters were compared by a t-test (genotypes with two categories) or an ANOVA test
followed by a Bonferroni post hoc (genotypes of phenotypes with three or more categories).
A chi-square analysis was performed to detect significant differences in ADRs regarding
sex, race, genotypes, and phenotypes. The chi-square analysis was replaced by Fisher’s
exact test in cases where the number of subjects was less than 5.

Subsequently, each pharmacokinetic parameter or ADR was subjected to a multivariate
analysis using linear or logistic regression, respectively. Only SNPs or phenotypes with
p <0.05 in the univariate analysis were included in the multivariate linear or logistic
regression in addition to the possible explanatory factors such as sex and race.

The first multivariate analysis consisted of a linear regression where the dependent
variables were the pharmacokinetic parameters logarithmically transformed. Genotype or
phenotype variables with 3 or more categories were transformed into dummy variables:
subjects with the wildtype genotype or phenotype and the other encompass all mutation
carriers, either heterozygous or homozygous.

The second was a multivariate analysis of ADRs, consisting of a binary logistic regres-
sion of the incidence of each of the significant adverse effects associated with the genotypes
and phenotypes in the univariate analysis plus the independent variables of sexand race.

To avoid false positives a Bonferroni correction for multiple comparisons was applied
to the multivariate analysis. Thus, the significance threshold was obtained by dividing 0.05
by the number of variables introduced in the multivariate analysis. A correction for multiple
comparisons was also performed using the Benjamini-Hochberg and Holm methods.
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Hardy-Weinberg equilibrium (HWE) was calculated with the SNPStats software
(Catalan Institute of Oncology, Barcelona, Spain) [35]. These analyses were performed
using R commander (version v3.6.3) and SPSS (version 21.0, SPSS Inc., Chicago, IL, USA).

3. Results
3.1. Demographic Characteristics

These analyses were performed using R commander (version v3.6.3) and SPSS (version
21.0, SPSS Inc., Chicago, IL, USA). Our study population comprised 25 healthy volunteers
(12 females and 13 males) (Table 1). Males presented a higher weight and height than
females and, thus, a lower dose/weight (DW) (Table 1). No significant differences were
found regarding race (data not shown).

Table 1. Demographic characteristics of the study participants.

Demographic Feature Total (n = 25) Females (n =12) Males (n =13) p-Value

Age (years) 30.64 + 7.64 335 + 9.62 28004402 0087
- Latin 19 (76.0%) 8 (66.7%) 11 (84.6%)

Ethnic (%) ) casian 6 (24.0%) 4(33.3%) 2 (15.4%) 0.378
Height (cm) 16748 + 1051  15842+4.17  17585+6.87  0.000*
Weight (kg) 69.58 + 12.87 59.86 + 7.74 7856+9.73  0.000*
BMI (kg/m?) 24.63 + 2.65 23.85 +2.87 2536+ 2.3 0.160
DW (mg/kg) 0.15 + 0.03 0.17 + 0.02 0134002  0.000*

Abbreviations: BMI: body mass index; DW: dose divided by weight. * p < 0.05.

3.2. Pharmacokinetics

Women showed significantly higher donepezil Vd/F levels than men (p = 0.015) (Table 2).
Women had larger memantine AUC and Cmax values than men (p = 0.005 or <0.001, respec-
tively), but these differences disappeared after adjusting by DW (Table 2). Moreover, meman-
tine AUC/DW was higher in Latin-American volunteers (7101.4 &+ 1373.68 ngxh*mg/mLxkg)
than in Caucasian (6259.99 & 324.54 ngxh+*mg/mLxkg, p = 0.036).

Table 2. Pharmacokinetic parameters of memantine and donepezil regarding sex.

Drug Pharmacokinetic Parameter Females (n = 12) Males (n =7) Total (n = 16) p-Value
AUC (ngxh/mL) 734.55 £ 229.74 576.33 £ 159.74 652.28 £ 208.47 0.058
AUC/DW (ng+hsmg/mL x kg) 4301.37 + 1169.75 444419 + 976.87 4375.64 = 1053.37 0.684
Tmax (h) 223 £0.76 2.37 £ 0.66 2.30 £0.70 0.544
Cmax (ng/mL) 20.49 +£5.22 17.00 £+ 4.48 18.67 £ 5.07 0.087
Donepezil Cimax/DW (ng#mg/mLsxkg) 120.73 + 2591 130.49 + 24.72 125.81 + 2526 0.332
V4q/F (L/kg) 15.87 £ 3.19 13.17 £ 2.20 14.44 £+ 3.01 0.015 *
Cl/F (L/h x kg) 0.25 £ 0.06 0.24 £ 0.06 0.24 £ 0.05 0.704
T% (h) 46.139 +9.96 40.34 +£10.51 43.112 4+ 10.46 0.139
AUC (ng x h/mL) 280.42 +0.28 153.52 £ 0.154 263.92 £ 0.26 0.005 *
AUC/DW (ng x h x mg/mL x kg) 1550.07 £ 1.55 969.10 £ 0.97 1253.68 £ 1.25 0.966
Tmax (h) 594 +2.26 512 £2.11 551 +£218 0.362
Memantine Cmax (ng/mL) 18.07 £ 3.06 13.37 £2.28 15.63 + 3.55 0.000 *
Cmax/DW (ng x mg/mL x kg) 107.027 £ 15.67 103.33 £ 9.39 105.10 £ 12.66 0.570
V4q/F (L/kg) 9.53 +£1.22 9.59 £ 0.91 9.56 £+ 1.05 0.846
Cl/F (L/h x kg) 0.15 £+ 0.03 0.15 £ 0.022 0.15 £+ 0.03 0.936
T% (h) 45.56 £ 10.28 45.67 £ 8.02 45.61 £ 8.98 0.882

Data are presented as mean & SD. * p < 0.05.
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Genotyping was successful in all subjects (Supplementary Table S2). Genotype dis-
tribution was similar between men and women except for rs10248420 (ABCB1, p = 0.031),
rs10276036 (ABCB1, p = 0.025), rs7997012 (HTR2A, p = 0.026), rs3813929 and rs518147
(HTR2C, p = 0.000 and p = 0.001 respectively), and ABCB1 (p = 0.032) and CYP2C19
(p = 0.030) haplotypes (Supplementary Table S2). Genotype distribution was similar be-
tween Caucasian and Latin races except for rs13306278 (COMT, p = 0.015). All genetic vari-
ants fulfilled Hardy—Weinberg equilibrium except: rs2273697 (ABCC2, p = 0.027), rs2279343
(CYP2B6, p = 0.033), rs1065852 (CYP2D6*10, p = 0.044), rs3892097 (CYP2D6*4, p = 0.019),
rs5030655 (CYP2D6%*6, p < 0.001), rs1414334 (HTR2C, p < 0.001), and rs518147 (HTR2C,
p =0.014).

In the univariate analysis, the following genotypes showed significant relationships
with memantine’s pharmacokinetic parameters: A/G genotype for rs10248420 (ABCB1)
with higher Cmax; T/C genotype for rs10276036 (ABCB1) with lower Tmax; A/G genotype
for rs7787082 (ABCB1) with higher AUC and Cmax; G/C genotype for rs1800544 (ADRA2)
with higher T1/2. The presence of the T allele in rs4520 (APOC3) and rs6314 (HTR2A) was
correlated with lower Tmax but with higher T1/2. In addition, the G allele in rs518147
(HTR2C) was linked with higher Cmax. CYP2C9 IMs had lower Vd/F and higher Cmax
than NMs; UMs for CYP2D6 had lower CI/F and T1/2 than NMs (Table 3, Supplementary
Table S3D).

The results of the genotypes and phenotypes that did not show a significant association
with memantine’s pharmacokinetic parameters in the univariate analysis are shown in
Supplementary Table S3A,D.

The detailed results of the multivariate analysis of memantine’s pharmacokinetic
parameters are shown in Supplementary Table S4A. After multivariate analysis, rs7787082
(ABCBI1) was significantly associated with AUC (unstandardized 3 coefficients = 0.552,
p = 0.027, R? =0.722) and with AUCinf/dW (unstandardized B coefficients = 0.460, p = 0.049,
R? = 0.476). However, none of these associations achieved the significance level (p = 0.004
(p < 0.05 divided by 11, the number of variables introduced in the multivariate analysis))
when the Bonferroni correction was applied. Non-significant results were also obtained
when the Benjamini-Hochberg and Holm methods were used for multiple corrections
(Supplementary Table 54).

Regarding donepezil, the presence of a C allele in rs10280101 and rs11983225 (ABCBI)
was associated with higher Vd/F; in rs3842 (ABCB1I) with higher Tmax and lower Cmax/dW.
A G allele in rs4728709 (ABCBI) was correlated with lower Tmax, higher Cmax in rs7787082
(ABCB1) and with lower T/, in 1s5128 (APOC3). Volunteers with one A allele in rs4680
(COMT) showed higher AUC/dW and Ty /, but lower Cl/F. Volunteers carrying the geno-
type A/ A for rs28399433 (CYP2A6) had lower AUC/dW and lower C1/F. Moreover, C allele
in rs6280 (DRD3) was associated with higher Tmax, lower Cpax/dW; in rs6313 (H2TRA)
with lower Tmax and higher Crax and Cmax/dW, and in rs518147 (HTR2C) with lower AUC
(Table 4). IM for CYP2C9 presented higher Cpax, and IM for CYP2D6 showed higher AUC
and AUC/dW and lower Cl/F compared with NM (Table 4, Supplementary Table S3C).
The results of the genotypes and phenotypes that were not significantly associated with
donepezil’s pharmacokinetics in the univariate analysis are presented in Supplementary
Table S3C,D.



J. Pers. Med. 2022, 12, 788

7 of 16

Table 3. Summary of the genotypes and phenotypes that showed a significant association with memantine’s pharmacokinetic parameters in the univariate analysis.

Genotype/Phenotype N (ng’:}lﬁu (ng*}ﬁ?ngﬁn“{*kg) Tmax (h) Cimax (pg/mL) (ngfr;“;;f:x " T, () VA/F (L/kg) CUF (Lh+kg)

G/G 1 82274+ 0 731418 £ 0 72540 10.79 4 0.00 * 959 +0 483940 95440 0.14+0
rsfolzigiz 0 A/G 12 1138.78 4 282.22 7016.85 4 1584.48 6.17 +2.15 171427 105.9 4 15.99 45.63 +10.36 9.45 4+ 1.27 0.15 + 0.03
A/A 12 926.16 + 209.36 6747.51 + 928.86 471 +2.07 14.56 + 3.81 105.07 + 9.23 4537 + 8.23 9.68 + 0.87 0.15 + 0.02
ABCBI T/T 9 1138.79 + 306.45 7165.01 + 1717.57 6.72 +2.06 * 16.43 + 3.2 103.26 + 15.02 47.18 £+ 10.91 9.56 +1.21 0.15 + 0.03
1510276036 T/C 16 959.55 + 221.42 6750.09 + 935.56 4.83 +1.98 15.18 + 3.76 106.14 + 11.52 4473 +7.95 9.56 + 0.99 0.15 + 0.02
A/A 2 781.52 4 58.3 * 6111.17 + 1701.31 6.13 £1.59 12.18 + 1.97 *#1 92.92 +4.21 41.78 +£9.34 9.93 + 0.55 0.17 + 0.05
. 51;557]?)182 A/G 11 1175 + 265.12 7208.55 + 1508.82 6.27 £2.22 17.42 4+ 2.59 107.35 + 15.92 46.58 +10.3 9.37 + 1.3 0.14 + 0.03
G/G 12 926.16 + 209.36 6747.51 + 928.86 471 +2.07 14.56 + 3.81 105.07 + 9.23 4537 + 823 9.68 + 0.87 0.15 + 0.02
c/C 7 948.63 + 219.69 6517.46 + 978.66 5.39 + 2.35 15.49 + 4.07 105.06 + 8.47 426 +7.95% 9.4+ 0.66 0.16 + 0.02
i%%géﬁ G/C 15 989.44 + 249.17 6808.31 + 1122.71 497 +1.8 15.51 + 3.67 106.28 + 12.86 44.61 + 85 9.47 + 1.04 0.15 + 0.03
G/G 3 1373.34 + 211.15 8246.54 + 1966.97 85+ 1.32 16.57 + 2.52 99.32 +22.1 #2 57.68 + 3.75 10.37 + 1.78 0.13 + 0.03
APOC3 c/C 16 1045.44 + 246.52 7110.71 + 1270.46 6.17 £2.12* 15.06 + 2.87 102.38 & 11.15 4791492 9.74 + 1.04 0.15 + 0.02
154520 C/T 9 986.11 + 304.11 6523.89 + 1200.34 433 +1.82 16.64 + 4.54 109.95 + 14.35 4153 +7.33 9.25 + 1.05 0.16 + 0.03
NM 21 1009.08 + 280.65 6984.66 + 1341.13 5.71 +2.22 14.84 +3.17* 103.03 + 11.86 46.94 +9.03 9.73+0.98 * 0.15 + 0.03
crpacs M 4 1102.82 + 149.36 6452.13 + 515.02 444+ 18 19.78 + 2.59 115.97 + 12.5 38.64 + 4.95 8.67 + 1.1 0.16 & 0.01
UM + NM 2 976.08 + 243.70 * 6723.09 + 1053.945 5.43 + 231 15.15 £ 3.56 104.24 + 12.98 4470 + 8.68 9.60 £+ 1.10 0.15 £ 0.02
CYP2D6 IM+ PM 1276.10 4 246.00 * 7825.39 + 1951.29 * 5.94 + 1.46 18.12 + 2.60 109.62 + 11.21 50.44 + 10.29 9.38 4+ 0.86 0.13 + 0.03
HTR2A c/C 21 1012.16 + 285.94 6751.67 + 1277.64 5.61 + 1.95 15.99 + 3.72 106.59 + 11.25 4357 £8.12*% 9.35+0.86* 0.15 + 0.03
rs6314 C/T 4 1086.67 + 77.14 7675.35 + 857.71 54 3.47 13.71 + 1.71 97.29 + 18.45 56.33 + 4.79 10.69 + 1.37 0.13 + 0.02
c/C 11 839.26 4 152.51 **3 6550.63 + 919.57 514 +2.22 13.38 4 2.32 *#3 103.84 + 8.3 4293 + 6.49 9.47 +0.76 0.16 + 0.02
HTR2C G/C 6 1165.53 + 306.44 6843.25 -+ 1843.45 6.29 + 1.61 18.01 4 3.11 105.38 + 11.4 44.82 +10.17 9.55 + 0.88 0.15 + 0.04
rs518147 G/G 8 1172.12 + 206.5 % 7421.25 £ 1117.26 5.44 4 2.57 16.94 4 3.73 106.62 + 18.77 49.9 +10.46 9.7 £1.54 0.14 4 0.02
Total 25 1024.08 + 263.92 6899.46 -+ 1253.68 551 +2.18 15.63 + 3.55 105.1 4 12.65 45.61 + 8.98 9.56 + 1.05 0.15 + 0.03

* p < 0.05 after ANOVA or t-test compared to the other category. #1: p < 0.05 after ANOVA and Bonferroni post hoc (A/A vs. A/G), #: p < 0.05 after ANOVA and Bonferroni post hoc
(C/Cvs. G/G),™: p < 0.05 after ANOVA and Bonferroni post hoc (C/C vs. C/G), #: p < 0.05 after ANOVA and Bonferroni post hoc (C/C vs. G/G).
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Table 4. Donepezil pharmacokinetic parameters based on genotypes or phenotypes with significant variability in the univariate analysis.

Genotype/Phenotype N AUC (ng+h/mL) (ng*}ﬁigl‘fn“{*kg) Tmax (h) Crax (/ML) (o X‘if:;fg//‘jn“{*kg) T, () V4/F(Lkg)  CUF (L/h+kg)
ABCBL A/A 16 66875+ 24241 4573.19 % 1159.48 236+ 07 18.44 + 5.06 128.1 + 247 25541221 13441917 023+ 0.06
rs10280101 A/C 9 62299+ 13671 4024.44 + 76891 219+ 0.73 19.08 £ 5.35 12174+ 2722 4413686 16294378 026+ 005
ABCBL /T 16 66875+ 24241 4573.19 + 1159.48 236+ 07 18.44 + 5.06 128.1 + 247 25541221 13441917 023 + 0.06
rs11983225 T/C 9 62299+ 13671 4024.44 + 76891 219+ 0.73 19.08 £ 5.35 12174+ 2722 4131686  1629+378* 026+ 005
ABCBL /T 20 670.65+223.03 444673+ 111781 213+ 060* 1969+ 478" 131.48 + 21.66 * 2611124 1397257 024+ 0.06
rs3842 T/C 5 57877 £ 12659 4091.26 % 772.05 3+0.68* 146 + 441 * 103.15 + 28.23 * 45154704 1631 £4.19 0.25 £ 0.05
ABCEL A/G 8 63847 £ 25584 445028+ 1250.16  2.69 + 0.58 * 16.48 + 4.04 1175 + 23.82 433241348 13.97 + 1.93 024+ 0.05
1s4728709 G/G 17 658.77 £ 190.82  4340.51 + 988.18 212 +0.69* 19.7 + 5.8 129.72 + 25.65 3024919 1466 + 343 0.24 £ 0.06
A/A 2 48506 +58.65  3810.89 + 1230.23 2254106 1201+ 285%# 90.92 + 2.9 4659 £847 1798+ 267 0.28 + 0.09
BB A/G 11 7103 +19875 435473 + 1164.04 2324074 20.18 4 3.97 * 124.64 + 25.56 4435 £ 11.08 15+ 3.39 024+ 0.05
G/G 12 62696 + 22236 4488.92 + 989.49 229 + 0.68 184+ 552 1327 + 22.86 414141066 1333216 0.24 + 0.05
APOC3 c/C 16 682.54 £ 21781 461074 % 1129.47 247 075 1757 + 4.14 119.57 + 22.68 4708 £1047% 14924277 023 + 0.05
rsd520 c/T 9 598.48 + 190.61  3957.67 + 793.57 2405 20.63 + 6.17 136.9 + 27.08 3608 +£597*  1358+3.39 026 + 0.05
APOC3 c/C 20 67073 £ 20934 4476.06 + 108181 233+ 074 1831 + 4.87 122.79 + 25.84 4549+ 1011* 1493 +3.05 0.24 £ 0.05
rs5128 C/G 5 57848 £209.97  3973.95 + 919.99 224057 20.09 + 6.17 137.88 + 207 33.63 £ 545 * 1248 +2 0.26 + 0.06
COMT G/G 12 558.64+ 193.87*  3786.77 + 7618 * 221 +0.53 18.13 + 447 124.78 + 206 37.03+725*  1434+281  027+005*
rs4680 G/A 13 73871+ 188.69* 491921 +1010.12* 238+ 0.84 19.17 £ 57 126.76 + 29.75 4874+£996*  1453+329 0214 004*

A/A 19 61571+ 180.08  4077.07 + 8653*%2 226+ 0.76 18.77 + 5.03 124.82 + 25,52 41614925 14934308 0260052
ormae A/C 4 87246+ 24377 555756+ 1128 * 238 + 048 196 + 671 1237 £ 32.52 5205+ 1233 1354+£249  0.19+0.03*
c/C 2 559.35 + 21072 4848.16 + 1267.87 * 25+ 071 15.86 + 2.27 139.46 + 3.08 3961 £156  1153+156  0224005*
M 21 63189+ 21421 436455+ 1119.04 238 +0.73 1752 £ 432% 122.36 + 25.34 4368+ 1123 14.62+299 0.24 £ 0.06
crpacs ™ 4 75931 + 15358 4433.81 + 723.12 188 + 0.25 247 + 479+ 143.94 + 17.41 4017454 1346 +334 023 + 0.03
UM + NM 21 59181+ 152.02%  4093.18 + 820.11 231+ 076 1822 £ 5.32 12534 + 26.43 4062+890*  1456+£326 025005
cyrzbo M + PM 4 969.71 + 18348 *  5858.51 £ 950.00 * 225 +029 21.03 £ 272 128.28 + 25.26 5622+£861*  1380+092 0184 003"
/T 6 710.97 + 154.29 45225478239 167+026%  23.00 +5.83 144.42 + 185 *# 408 + 10 13.03 + 2.34 0.23 + 0.04
DRDS T/C 10 65134+ 24812 41359 + 1011.25 235 £ 0.66 % 17.2 + 4.06 111.81 + 17.16 * 83974843 1557 £2.15 0.26  0.06
c/C 9 61419 £20499  4544.1 + 129452 267 +07* 1736 + 423 128.96 + 29.21 * B72+£1343 14124391 024 + 0.06
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Table 4. Cont.

Genotype/Phenotype N AUC (ngxh/mL) (ng*}?* Irjncgli-l‘/\li*kg) Tmax (h) Cmax (pg/mL) (ng ><C*nr‘1:;//‘rinvl\j*kg) T 1 (h) V4/F (L/kg) CI/F (L/hxkg)
c/C 12 665.26 + 226.85 4376.74 + 1232.73 2.02 + 0.41 *# 20.1 £5.34 %% 132.9 + 26.24 ** 4217 4+ 10.6 14.17 + 2.59 0.25 4 0.06
ng? C/T 9 683.34 + 220 4544.29 + 1003.05 222 4 0.74% 1922 +4.16* 128.59 + 15.79 * 442 +11.01 14.09 4 2.34 0.23 +0.05
T/T 4 543.42 4 102.69 3992.87 + 584.04 3.31 & 0.38 *#6 1315 +£224* 98.3 4+ 26.12* 4352 4+ 11.52 16.02 + 5.4 0.26 + 0.04
c/C 11 52227 + 14524 **7  4047.75 4 797.42 2324 0.55 16.57 + 4.62 127.92 + 25.94 3824 +10.4 13.63 £2.5 0.26 + 0.05
fgfg% C/G 6 779.75 4 244.12 * 4566.77 + 1444.99 221 =+ 0.84 20.13 + 6.45 116.95 + 29.85 46.79 4+ 11.48 15.23 + 3.03 0.24 + 0.07
G/G 8 735.43 4 167.05*#  4683.12 + 1046.98 234 +0.86 20.46 + 3.92 129.55 + 22.35 47.07 £7.72 14.96 + 3.69 0.23 4 0.05
Total 25 652.28 4 208.47 4375.64 + 1053.37 23407 18.67 + 5.07 125.81 + 25.26 43.12 4+ 10.46 14.44 + 3.01 0.24 4 0.05

Data are presented as mean & SD. * p < 0.05 after ANOVA or t-test compared to the other category. #1: p < 0.05 after ANOVA and Bonferroni post hoc (A/A vs. A/G), #: p < 0.05 after
ANOVA and Bonferroni post hoc (A/A vs. A/C), #3. p < 0.05 after ANOVA and Bonferroni post hoc (T/T vs. C/C), #. p < 0.05 after ANOVA and Bonferroni post hoc (T/T vs. T/C),
#: p <0.05 after ANOVA and Bonferroni post hoc (C/C vs. T/T), ¥: p < 0.05 after ANOVA and Bonferroni post hoc (C/T vs. T/T), #: p < 0.05 after ANOVA and Bonferroni post hoc
(C/Cvs. C/G),*: p < 0.05 after ANOVA and Bonferroni post hoc (C/C vs. G/G).
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Sixteen variables were significantly related to the pharmacokinetic variability of
donepezil in the univariate analysis. A multivariate analysis showed a significant re-
lationship of donepezil’s rs6280 (DRD3) with AUC (unstandardized 3 coefficients = —0.258,
p=0.030, R? =0.882), with Tmax (unstandardized {3 coefficients = 0.385, p =0.008, R? =0.832),
and with Cyax (unstandardized 3 coefficients = —0.319, p = 0.030, R? = 0.775). Moreover, we
observed a correlation between donepezil’s V4/F and sex (unstandardized 3 coefficients
= —0.337, p = 0.036, R? = 0.808). Moreover, there was a link between rs4680 (COMT) and
AUCinf/DW (unstandardized {3 coefficients = 0.232, p = 0.028, R? = 0.828), and with Cl/F
(unstandardized B coefficients = —0.228, p = 0.031, R? = 0.818) (Supplementary Table S4B).
Nevertheless, after applying Bonferroni correction, the level of significance in the mul-
tivariate analysis was set at p = 0.003 (p < 0.05 divided by 16, the number of variables
introduced in the multivariate analysis). Thus, none of these associations reached the
significance level when Bonferroni correction was applied to the multivariate analysis.
Similarly, non-significant results were also obtained when the Benjamini-Hochberg and
Holm methods were used for multiple corrections (Supplementary Table 54).

3.3. Safety

Memantine and donepezil caused no clinically relevant effect on the systolic and
diastolic blood pressure and heart rate. In addition, no life-threatening adverse events were
registered during the clinical trial. Only seven subjects suffered an adverse drug reaction;
malaise, headache, pre-syncope, dizziness, wooziness, nausea, and diarrhea. Men were
less prone to present dizziness than women (16.7% vs. 66.7%; p = 0.029); the remaining
adverse effects showed similar incidence between sex. There were no significant differences
regarding race.

Volunteers carrying the C/G genotype for rs20417 (PTGS2) were more likely to present
ADRs than C/C (p = 0.047, Supplementary Table S5A). Moreover, the presence of the T allele
in 156265 (BDNF) and G in rs518147 (HTR2C) were associated with diarrhea (p = 0.024 or
p = 0.048, respectively) (Supplementary Table S5B). None of the genotypes were associated
with nausea and vomiting (Supplementary Table S5C). Conversely, the wild type allele
(C) in rs4802419 (CYP2B6) or (T) in rs1800497 (DRD2) were associated with headaches or
dizziness (p < 0.05) (Supplementary Table S5D,E). However, all these associations were lost
in the multivariate analysis (Supplementary Table S6A-E).

Finally, a global analysis was performed to compare the presence of at least one adverse
drug reaction with the absence of them. A higher Cmax in memantine and donepezil was
significantly associated with the presence of adverse drug reactions (Table 5).

Table 5. Global analysis of adverse effects associated with pharmacokinetic parameters.

Drug Pharmacokinetic Parameter No AEs (n = 10) AEs (n =15) Total (n = 25) p-Value
AUC (ngxh/mL) 583.12 +174.53 698.38 £ 221.86 652.28 £ 208.47 0.175
AUC/DW (ngxh*mg/mLxkg) 4308.93 4= 992.26 4420.11 4= 1124.23 4375.64 = 1053.37 0.822
Tmax (h) 2.38 £ 0.78 225+ 0.66 2.30 £0.70 0.747
Donepezil Cmax (pg/mL) 16.26 £+ 4.60 20.28 = 4.84 18.67 £ 5.07 0.041 *
Cmax/DW (ng*mg/mLxkg) 119.32 £ 20.2 130.14 £ 27.95 125.81 £ 25.26 0.382
V4q/F (L/kg) 14.47 £ 3.16 14.42 + 3.01 14.44 £3.01 0.988
Cl/F (L/hxkg) 0.25 £ 0.06 0.24 £ 0.05 0.24 £ 0.05 0.824
42.67 £10.72 43.42 - 10.65 43.12 +10.46 0.837

Ti (h)
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Table 5. Cont.

Drug Pharmacokinetic Parameter No AEs (n =10) AEs (n =15) Total (n = 25) p-Value
AUC (ngxh/mL) 901.07 + 216.56 1106.09 £ 266.92 1024.08 £ 263.92 0.049
AUC/DW (ng+hxmg/mLxkg)  6683.05 £1092.15  7043.73 £1368.14  6899.46 £ 1253.68 0.504
Tmax (h) 5.68 +1.93 5.4 +2.38 551 +£2.18 0.581
Cmax (ng/mL) 13.46 £ 2.75 17.07 £3.35 15.63 £ 3.55 0.007 *
Memantine
Cmax/DW (ng*mg/mLxkg) 99.39 + 8.14 108.91 £ 13.89 105.1 £+ 12.65 0.084
V4/F (L/kg) 9.84 +0.92 937 £1.12 9.56 £+ 1.05 0.254
Cl/F (L/hxkg) 0.15 +0.03 0.15 + 0.03 0.15 +0.03 0.501
T% (h) 45.69 +9.44 45.56 + 9 45.61 + 8.98 0.980
*p <0.05.

4. Discussion

Donepezil and memantine are the most common drugs used for Alzheimer’s disease.
However, the percentage of responders is 20-60% for donepezil [15] and 30% for meman-
tine [16]. Thus, it is important to search for pharmacogenetics biomarkers that could predict
their efficacy and the development of adverse drug reactions. To the best of our knowledge,
this is the first study that analyzed the highest number of polymorphisms associated with
memantine and donepezil pharmacokinetics patterns.

We observed that females showed higher V4 /F levels for donepezil than males, which
can be explained by the higher amount of body fat in women. The effect of sex on donepezil
exposure is a controversial issue [36]. Several authors have stated that men are more
sensitive to donepezil treatment [37], while other authors showed the opposite effect [38].
Furthermore, women presented higher levels of memantine AUC and Cpax than men.
However, these differences disappeared after dose-weight correction. These results are in
accordance with previous studies that failed to find sex-associated differences in memantine
pharmacokinetics’” parameters [39].

We observed a significant association of CYP2C9 and CYP2D6 phenotypes with phar-
macokinetic parameters of memantine in the univariate analysis. However, these results
were not confirmed in the multivariate analysis. These results are in concordance with pre-
vious in vitro studies that showed that memantine is not a substrate for phase I metabolism
(cytochrome P-450) [40]. Moreover, we observed an association in rs7787082 (ABCB1) and
memantine AUC that was confirmed in the multivariate analysis but did not reach the
Bonferroni significance threshold. These results are in accordance with a previous study
that failed to find an association between ABCB1 and memantine [26].

Donepezil is metabolized by CYP3A4 and CYP2D6 [8]. CYP2D6 variants have
been widely associated with inter-individual variability in donepezil response in AD
patients [21-23,41]. In fact, there is an annotation in the donepezil drug label notifying that
ultra-rapid metabolizers had a 24% faster clearance and that poor metabolizers of CYP2D6
had a 31.5% slower clearance than normal metabolizers [25]. We observed that IM and PM
had a 28% lower clearance and a 63.9% higher AUC than NM and UM. The reason why we
did not find a significant association with them in the multivariate analysis may be due to
the limited number of subjects included in the study and the reduced number of volunteers
with a UM or a PM phenotype within our dataset. We did not find an association between
rs4646438, rs35599367, and rs55785340 (CYP3A4) and pharmacokinetics in accordance with
previous publications [14,24]. Moreover, we found an association between donepezil AUC,
Crax, and Tmax, and rs6280 (DRD3) in the multivariate analysis, but they did not reach the
significance threshold. Previous studies have found an association between this SNP and
the presence of behavioral disturbances in Alzheimer’s disease, although the results are
controversial [42]. Moreover, there was a link between rs4680 (COMT) and AUCinf/DW
and with Cl/F that did not achieve the significance threshold. Although COMT is involved
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in AD pathology [43], the relationship of this enzyme with the pharmacokinetic parameters
of donepezil has not been described so far.

Several studies have analyzed the association of donepezil response with different
genes involved in donepezil pharmacodynamics: Choline O-Acetyltransferase (CHAT;
rs2177370, 1s3793790) [44,45], Cholinergic Receptor Nicotinic Alpha 7 Subunit (CHRNA7;
rs6494223) [46]. The SNP rs1803274 (BCHE), located on the butyrylcholinesterase gene was
associated with donepezil response, although the results are controversial [19,45]. Finally,
the APOE ¢4/E4 genotype, associated with the greatest AD risk, appears to be associated
with the worst response to drugs [24]. The reason why these genes were not included
in the present study is that we focused on genes involved in donepezil and memantine
pharmacokinetics. Moreover, as the study was carried out on healthy volunteers, we could
not evaluate drug response.

Memantine and donepezil are usually well tolerated [6,47]. The main ADRs associ-
ated with memantine include dizziness, somnolence, headache, and constipation [48] in
accordance with the ADRs reported by the participants in our current study. Moreover,
donepezil can cause diarrhea, nausea, vomiting, anorexia, and muscle cramps [47]. The first
three ADRs were reported by the participants in our study. As expected, we found an
association between the Cnax and the probability to experience at least one ADR.

Carriers of a mutated allele C/G in rs20417 (PTGS2) were more likely to suffer at least
one ADR. Genetic variants of PTGS2 are risk factors for AD [49]. Nevertheless, the role of
PTGS2 in donepezil’s or memantine’s mechanism of action is still unclear. Previous studies
observed that memantine can antagonize type 3 serotonin receptors (HTR3A) [50] and
dopamine D2 receptors (DRD2) [51]. In concordance with these results, we observed that
rs1800497 (DRD?2) was associated with headache and dizziness. Memantine and donepezil
induce the synthesis of Brain-derived Neurotrophic Factor (BDNF) [47,52,53]. Surpris-
ingly, rs6265 (BDNF) and rs518147 (HTR2C) were associated with diarrhea. Intriguingly;,
Rs4802419 (CYP2B6) was linked to headaches. Although memantine is a potent CYP2B6
inhibitor [54], this enzyme does not appear to be involved in the metabolism of donepezil
or memantine (Supplementary Table S3B-D). However, none of the associations with ADRs
described in this paragraph were confirmed in the multivariate analysis.

Study Limitations

This study has some clear limitations. First, donepezil and memantine are normally
used in long-term Alzheimer and our approach was based on a single dose taken by
healthy volunteers. Moreover, the sample size is small but was determined by the number
of subjects included in a bioequivalence trial carried out in the Clinical Trial Unit of Hospital
Universitario de La Princesa. Several of the SNPs analyzed were present at a very low
frequency in the Iberian or Latin population. Nevertheless, they were included in the array
design because they were clinically relevant and they are part of the pharmacogenetic
clinical guidelines. Thus, extreme phenotypes such as ultra-rapid metabolizers of CYP2D6
were underrepresented in the study. Thus, reduced sample size, the small effect sizes,
and the genetic heterogeneity may partially explain the lack of positive results. Therefore,
these findings should be confirmed in different cohorts involving a higher number of
subjects. On the other hand, the advantages of our study are highly standardized conditions
and there is no interference from other drugs or tobacco.

5. Conclusions

We did not observe any significant association of the SNPs analyzed with memantine
and donepezil pharmacokinetics or ADRs. Current evidence on memantine and donepezil
pharmacogenetics does not justify their inclusion in pharmacogenetic guidelines. Further
research is needed to confirm the association of the different genetic variants with the phar-
macokinetic parameters to adjust the dose and reduce the adverse effects. These findings
may contribute to a better understanding of the inter-individual variability in donepezil
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and memantine pharmacokinetics and might help to improve the clinical response and
tolerability of these therapies.

Supplementary Materials: The following are available online at https:/ /www.mdpi.com/article/
10.3390/jpm12050788/s1, Table S1. Association between the polymorphism and Alzheimer’s dis-
ease or drugs used for their treatment included in the present study [8,43,47,49,51-61]. Table S2.
Pharmacogenetic information of study participants. Table S3. (A) Results of the normality test of
the pharmacokinetic parameters. (B) Summary of the genotypes and phenotypes that did not show
a significant association with memantine’s pharmacokinetic parameters in the univariate analysis.
(C) Summary of the genotypes and phenotypes that did not show a significant association with
donepezil’s pharmacokinetic parameters in the univariate analysis. (D) Results of the ANOVA
test that analyzes the association of pharmacokinetic parameters with genotypes and phenotypes.
Table S4. (A) Multivariate analysis of the genotypes and phenotypes that showed a significant asso-
ciation with memantine pharmacokinetics” parameters in the univariate analysis. (B) Multivariate
analysis of the genotypes and phenotypes that showed a significant association with donepezil
pharmacokinetics’ parameters in the univariate analysis. Table S5. Results of the univariate analysis
that searched for the association of genotypes and phenotypes with (A) the presence of at least one
adverse drug reaction, (B) diarrhea, (C) nausea and vomiting, (D) headaches, (E) dizziness. Table S6.
Results of the multivariate analysis that included the univariate analysis that showed a significant
association with (A) the presence of at least one adverse drug reaction, (B) diarrhea, (C) headaches,
(D) dizziness, in the univariate analysis.

Author Contributions: M.C.O.-B.: Investigation, methodology, formal analysis and writing—original
draft. D.O.: Resources, investigation, methodology, writing—review and editing; T.E.-B. and M.d.P--
C.: Data curation, formal analysis, methodology, writing—review and editing; P.Z. and M.N.: Method-
ology, writing—review and Editing; M.R.: Resources, investigation, methodology, writing—review
and editing; FA.-S.: Investigation, methodology, supervision, writing—review and editing. All
authors have read and agreed to the published version of the manuscript.

Funding: M. Navares is financed by the ICI20/00131 grant, Accién Estratégica en Salud 2017-2020,
ISCIII. P. Zubiaur’s contract with CIBERehd is financed by the “Infraestructura de Medicina de
Precisién asociada a la Ciencia y Tecnologia (IMPaCT, IMP/00009)”, Instituto de Salud Carlos
11T (ISCTII).

Institutional Review Board Statement: The study was conducted in accordance with the Declaration
of Helsinki, and approved by the Independent Ethics Clinical Research of the Hospital Universitario
de La Princesa (UECHUP-DON-MEM/18-2; EUDRA-CT: 2018-002300-14) and the Spanish Drugs
Agency (AEMPS).

Informed Consent Statement: Informed consent was obtained from all subjects involved in the study.

Data Availability Statement: The data that support the findings of this study are available upon
reasonable request.

Conflicts of Interest: FA.-S., D.O. and M.R. have been a consultant or investigators in clinical trials
sponsored by the following pharmaceutical companies: Abbott, Alter, Aptatargets, Chemo, FAES,
Farmalider, Ferrer, Galenicum, GlaxoSmithKline, Gilead, Italfarmaco, Janssen-Cilag, Kern, Normon,
Novartis, Servier, Teva, and Zambon. MC Ovejero-Benito has potential conflicts of interest (honoraria
for speaking and research support) with Janssen-Cilag and Leo Pharma. The authors have no other
relevant affiliations or financial involvement with any organization or entity with a financial interest
in or financial conflict with the subject matter or materials discussed in the manuscript apart from
those disclosed.

References

1. Owen, R.T. Memantine and Donepezil: A Fixed Drug Combination for the Treatment of Moderate to Severe Alzheimer’s
Dementia. Drugs Today Barc. Spain 1998 2016, 52, 239-248. [CrossRef]

2. Takahashi-Ito, K.; Makino, M.; Okado, K.; Tomita, T. Memantine Inhibits 3-Amyloid Aggregation and Disassembles Preformed
B-Amyloid Aggregates. Biochem. Biophys. Res. Commun. 2017, 493, 158-163. [CrossRef] [PubMed]

3. Wang, R.; Reddy, P.H. Role of Glutamate and NMDA Receptors in Alzheimer’s Disease. ]. Alzheimers Dis. JAD 2017, 57, 1041-1048.

[CrossRef] [PubMed]


https://www.mdpi.com/article/10.3390/jpm12050788/s1
https://www.mdpi.com/article/10.3390/jpm12050788/s1
http://doi.org/10.1358/dot.2016.52.4.2479357
http://doi.org/10.1016/j.bbrc.2017.09.058
http://www.ncbi.nlm.nih.gov/pubmed/28917837
http://doi.org/10.3233/JAD-160763
http://www.ncbi.nlm.nih.gov/pubmed/27662322

J. Pers. Med. 2022, 12,788 14 of 16

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

Parsons, C.G.; Danysz, W.; Dekundy, A.; Pulte, I. Memantine and Cholinesterase Inhibitors: Complementary Mechanisms in the
Treatment of Alzheimer’s Disease. Neurotox. Res. 2013, 24, 358-369. [CrossRef] [PubMed]

Song, X.; Jensen, M.@.; Jogini, V.; Stein, R.A.; Lee, C.-H.; Mchaourab, H.S.; Shaw, D.E.; Gouaux, E. Mechanism of NMDA Receptor
Channel Block by MK-801 and Memantine. Nature 2018, 556, 515-519. [CrossRef]

McKeage, K. Memantine: A Review of Its Use in Moderate to Severe Alzheimer’s Disease. CNS Drugs 2009, 23, 881-897.
[CrossRef]

European Medicines Agency Summary of Products Characteristitcs Ebixa. 2002. Available online: https://www.
emaeuropaeuendocumentsproduct-Informationebixa-Epar-Prod.-Informationen.pdf (accessed on 5 May 2021).

Zuniga Santamaria, T.; Yescas Gomez, P.; Fricke Galindo, I.; Gonzélez Gonzalez, M.; Ortega Vazquez, A.; Loépez Lopez, M.
Estudios farmacogenéticos en la enfermedad de Alzheimer. Neurologia 2018, 37, 287-303. [CrossRef]

European Medicines Agency Aricept: Summary of Product Characteristics; EMC: Hatfield, UK, 1998.

Birks, J.S.; Harvey, R.J. Donepezil for Dementia Due to Alzheimer’s Disease. Cochrane Database Syst. Rev. 2018, 2018, CD001190.
[CrossRef]

Rogers, S.L.; Friedhoff, L.T. Pharmacokinetic and Pharmacodynamic Profile of Donepezil HCI Following Single Oral Doses. Br. ].
Clin. Pharmacol. 1998, 46 (Suppl. 1), 1-6. [CrossRef]

Seripa, D.; Bizzarro, A ; Pilotto, A.; D’onofrio, G.; Vecchione, G.; Gallo, A.P,; Cascavilla, L.; Paris, E; Grandone, E.; Mecocci, P; et al.
Role of Cytochrome P4502D6 Functional Polymorphisms in the Efficacy of Donepezil in Patients with Alzheimer’s Disease.
Pharmacogenet. Genom. 2011, 21, 225-230. [CrossRef]

Tiseo, PJ.; Perdomo, C.A.; Friedhoff, L.T. Metabolism and Elimination of 14C-Donepezil in Healthy Volunteers: A Single-Dose
Study. Br. J. Clin. Pharmacol. 1998, 46 (Suppl. 1), 19-24. [CrossRef] [PubMed]

Noetzli, M.; Guidi, M.; Ebbing, K.; Eyer, S.; Wilhelm, L.; Michon, A.; Thomazic, V.; Stancu, I.; Alnawaqil, A.-M.; Bula, C; et al.
Population Pharmacokinetic Approach to Evaluate the Effect of CYP2D6, CYP3A, ABCB1, POR and NR1I2 Genotypes on
Donepezil Clearance. Br. J. Clin. Pharmacol. 2014, 78, 135-144. [CrossRef] [PubMed]

Yang, Y.-H.; Wu, S.-L.; Chou, M.-C,; Lai, C.-L.; Chen, S.-H.; Liu, C.-K. Plasma Concentration of Donepezil to the Therapeutic
Response of Alzheimer’s Disease in Taiwanese. . Alzheimers Dis. 2011, 23, 391-397. [CrossRef] [PubMed]

Noetzli, M.; Eap, C.B. Pharmacodynamic, Pharmacokinetic and Pharmacogenetic Aspects of Drugs Used in the Treatment of
Alzheimer’s Disease. Clin. Pharmacokinet. 2013, 52, 225-241. [CrossRef] [PubMed]

Roden, D.M.; McLeod, H.L.; Relling, M.V.; Williams, M.S.; Mensah, G.A.; Peterson, J.F.; Van Driest, S.L. Pharmacogenomics.
Lancet 2019, 394, 521-532. [CrossRef]

Blesa, R.; Bullock, R.; He, Y.; Bergman, H.; Gambina, G.; Meyer, J.; Rapatz, G.; Nagel, J.; Lane, R. Effect of Butyrylcholinesterase
Genotype on the Response to Rivastigmine or Donepezil in Younger Patients with Alzheimer’s Disease. Pharmacogenet. Genom.
2006, 16, 771-774. [CrossRef]

Sokolow, S.; Li, X.; Chen, L.; Taylor, K.D.; Rotter, J.I.; Rissman, R.A.; Aisen, P.S.; Apostolova, L.G. Deleterious Effect of
Butyrylcholinesterase K-Variant in Donepezil Treatment of Mild Cognitive Impairment. J. Alzheimer’s Dis. JAD 2017, 56, 229-237.
[CrossRef]

Cacabelos, R. Donepezil in Alzheimer’s Disease: From Conventional Trials to Pharmacogenetics. Neuropsychiatr. Dis. Treat. 2007,
3, 303-333.

Pilotto, A.; Franceschi, M.; D’Onofrio, G.; Bizzarro, A.; Mangialasche, F; Cascavilla, L.; Paris, F.; Matera, M.G.; Pilotto, A;
Daniele, A.; et al. Effect of a CYP2D6 Polymorphism on the Efficacy of Donepezil in Patients with Alzheimer Disease. Neurology
2009, 73, 761-767. [CrossRef]

Klimkowicz-Mrowiec, A.; Wolkow, P.; Sado, M.; Dziubek, A.; Pera, ].; Dziedzic, T.; Szczudlik, A.; Slowik, A. Influence of Rs1080985
Single Nucleotide Polymorphism of the CYP2D6 Gene on Response to Treatment with Donepezil in Patients with Alzheimer’s
Disease. Neuropsychiatr. Dis. Treat. 2013, 9, 1029-1033. [CrossRef]

Ortner, M.; Stange, M.; Schneider, H.; Schroder, C.; Buerger, K.; Miiller, C.; Miiller-Sarnowski, F.; Diehl-Schmid, J.; Forstl, H.;
Grimmer, T.; et al. Therapeutic Drug Monitoring of Rivastigmine and Donepezil Under Consideration of CYP2D6 Genotype-
Dependent Metabolism of Donepezil. Drug Des. Dev. Ther. 2020, 14, 3251-3262. [CrossRef]

Lu, J.; Wang, X.; Wan, L.; Fu, J.; Huo, Y.; Zhao, Y.; Guo, C. Gene Polymorphisms Affecting the Pharmacokinetics and Pharmacody-
namics of Donepezil Efficacy. Front. Pharmacol. 2020, 11, 934. [CrossRef] [PubMed]

European Medicines Agency Summary of Products Characteristics: Donepezil Hydrocloride. Available online: https://cima.
aemps.es/cima/pdfs/es/ft/75249 /75249_ft.pdf (accessed on 5 May 2021).

Noetzli, M.; Guidi, M.; Ebbing, K.; Eyer, S.; Wilhelm, L.; Michon, A.; Thomazic, V.; Alnawagqil, A.-M.; Maurer, S.; Zumbach, S.; et al.
Population Pharmacokinetic Study of Memantine: Effects of Clinical and Genetic Factors. Clin. Pharmacokinet. 2013, 52, 211-223.
[CrossRef]

Aguirre, C.; Garcia, M. Causality assessment in reports on adverse drug reactions. Algorithm of Spanish pharmacovigilance
system. Med. Clin. 2016, 147, 461-464. [CrossRef]

Saiz-Rodriguez, M.; Belmonte, C.; Roman, M.; Ochoa, D.; Koller, D.; Talegén, M.; Ovejero-Benito, M.C.; Lépez-Rodriguez, R.;
Cabaleiro, T.; Abad-Santos, F. Effect of Polymorphisms on the Pharmacokinetics, Pharmacodynamics and Safety of Sertraline in
Healthy Volunteers. Basic Clin. Pharmacol. Toxicol. 2018, 122, 501-511. [CrossRef]


http://doi.org/10.1007/s12640-013-9398-z
http://www.ncbi.nlm.nih.gov/pubmed/23657927
http://doi.org/10.1038/s41586-018-0039-9
http://doi.org/10.2165/11201020-000000000-00000
https://www.emaeuropaeuendocumentsproduct-Informationebixa-Epar-Prod.-Informationen.pdf
https://www.emaeuropaeuendocumentsproduct-Informationebixa-Epar-Prod.-Informationen.pdf
http://doi.org/10.1016/j.nrl.2018.03.025
http://doi.org/10.1002/14651858.CD001190.pub3
http://doi.org/10.1046/j.1365-2125.1998.0460s1001.x
http://doi.org/10.1097/FPC.0b013e32833f984c
http://doi.org/10.1046/j.1365-2125.1998.0460s1019.x
http://www.ncbi.nlm.nih.gov/pubmed/9839761
http://doi.org/10.1111/bcp.12325
http://www.ncbi.nlm.nih.gov/pubmed/24433464
http://doi.org/10.3233/JAD-2010-100936
http://www.ncbi.nlm.nih.gov/pubmed/21098979
http://doi.org/10.1007/s40262-013-0038-9
http://www.ncbi.nlm.nih.gov/pubmed/23408070
http://doi.org/10.1016/S0140-6736(19)31276-0
http://doi.org/10.1097/01.fpc.0000220573.05714.ac
http://doi.org/10.3233/JAD-160562
http://doi.org/10.1212/WNL.0b013e3181b6bbe3
http://doi.org/10.2147/NDT.S46689
http://doi.org/10.2147/DDDT.S247259
http://doi.org/10.3389/fphar.2020.00934
http://www.ncbi.nlm.nih.gov/pubmed/32636753
https://cima.aemps.es/cima/pdfs/es/ft/75249/75249_ft.pdf
https://cima.aemps.es/cima/pdfs/es/ft/75249/75249_ft.pdf
http://doi.org/10.1007/s40262-013-0032-2
http://doi.org/10.1016/j.medcli.2016.06.012
http://doi.org/10.1111/bcpt.12938

J. Pers. Med. 2022, 12, 788 150f 16

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.
41.

42.

43.

44.

45.

46.

47.

48.

49.

Desta, Z.; Gammal, R.S.; Gong, L.; Whirl-Carrillo, M.; Gaur, A.H.; Sukasem, C.; Hockings, J.; Myers, A.; Swart, M,;
Tyndale, R.F; etal. Clinical Pharmacogenetics Implementation Consortium (CPIC) Guideline for CYP2B6 and Efavirenz-
Containing Antiretroviral Therapy. Clin. Pharmacol. Ther. 2019, 106, 726-733. [CrossRef] [PubMed]

Caudle, K.E.; Sangkuhl, K.; Whirl-Carrillo, M.; Swen, ].J.; Haidar, C.E.; Klein, T.E.; Gammal, R.S.; Relling, M.V.; Scott, S.A;
Hertz, D.L.; et al. Standardizing CYP2D6 Genotype to Phenotype Translation: Consensus Recommendations from the Clinical
Pharmacogenetics Implementation Consortium and Dutch Pharmacogenetics Working Group. Clin. Transl. Sci. 2020, 13, 116-124.
[CrossRef] [PubMed]

Scott, S.A.; Sangkuhl, K.; Stein, C.M.; Hulot, ].-S.; Mega, ].L.; Roden, D.M.; Klein, T.E.; Sabatine, M.S.; Johnson, J.A.; Shuldiner, A.R.
Clinical Pharmacogenetics Implementation Consortium Guidelines for CYP2C19 Genotype and Clopidogrel Therapy: 2013
Update. Clin. Pharmacol. Ther. 2013, 94, 317-323. [CrossRef]

Caudle, K.E.; Rettie, A.E.; Whirl-Carrillo, M.; Smith, L.H.; Mintzer, S.; Lee, M.T.M.; Klein, T.E.; Callaghan, ].T. Clinical Pharma-
cogenetics Implementation Consortium Clinical Pharmacogenetics Implementation Consortium Guidelines for CYP2C9 and
HLA-B Genotypes and Phenytoin Dosing. Clin. Pharmacol. Ther. 2014, 96, 542-548. [CrossRef]

Saiz-Rodriguez, M.; Ochoa, D.; Belmonte, C.; Romdn, M.; Vieira de Lara, D.; Zubiaur, P.; Koller, D.; Mejia, G.; Abad-Santos, F.
Polymorphisms in CYP1A2, CYP2C9 and ABCB1 Affect Agomelatine Pharmacokinetics. J. Psychopharmacol. Oxf. Engl. 2019, 33,
522-531. [CrossRef]

Saiz-Rodriguez, M.; Belmonte, C.; Caniego, J.L.; Koller, D.; Zubiaur, P.; Barcena, E.; Romero-Palacian, D.; Eugene, A.R.; Ochoa, D,;
Abad-Santos, F. Influence of CYP450 Enzymes, CES1, PON1, ABCB1, and P2RY12 Polymorphisms on Clopidogrel Response in
Patients Subjected to a Percutaneous Neurointervention. Clin. Ther. 2019, 41, 1199-1212.e2. [CrossRef] [PubMed]

Sole, X.; Guino, E.; Valls, J.; Iniesta, R.; Moreno, V. SNPStats: A Web Tool for the Analysis of Association Studies. Bioinformatics
2006, 22, 1928-1929. [CrossRef] [PubMed]

Mehta, N.; Rodrigues, C.; Lamba, M.; Wu, W.; Bronskill, S.E.; Herrmann, N.; Gill, S.S.; Chan, A.-W.; Mason, R.; Day, S.; et al.
Systematic Review of Sex-Specific Reporting of Data: Cholinesterase Inhibitor Example. . Am. Geriatr. Soc. 2017, 65, 2213-2219.
[CrossRef] [PubMed]

Giacobini, E.; Pepeu, G. Sex and Gender Differences in the Brain Cholinergic System and in the Response to Therapy of Alzheimer
Disease with Cholinesterase Inhibitors. Curr. Alzheimer Res. 2018, 15, 1077-1084. [CrossRef] [PubMed]

Scacchi, R.; Gambina, G.; Broggio, E.; Corbo, R.M. Sex and ESR1 Genotype May Influence the Response to Treatment with
Donepezil and Rivastigmine in Patients with Alzheimer’s Disease. Int. ]. Geriatr. Psychiatry 2014, 29, 610-615. [CrossRef]
[PubMed]

Canevelli, M.; Quarata, F.; Remiddi, F.; Lucchini, F;; Lacorte, E.; Vanacore, N.; Bruno, G.; Cesari, M. Sex and Gender Differences in
the Treatment of Alzheimer’s Disease: A Systematic Review of Randomized Controlled Trials. Pharmacol. Res. 2017, 115, 218-223.
[CrossRef]

Van Marum, R.J. Update on the Use of Memantine in Alzheimer’s Disease. Neuropsychiatr. Dis. Treat. 2009, 5, 237-247. [CrossRef]
Kagawa, Y.; Yamamoto, Y.; Ueno, A.; Maeda, T.; Obi, T. Impact of CYP2D6, CYP3A5, and ABCB1 Polymorphisms on Plasma
Concentrations of Donepezil and Its Metabolite in Patients with Alzheimer’s Disease. Ther. Drug Monit. 2020, 43, 429-435.
[CrossRef]

Proitsi, P.; Powell, J.E. Missense Substitutions Associated with Behavioural Disturbances in Alzheimer’s Disease (AD). Brain Res.
Bull. 2012, 88, 394-405. [CrossRef]

Patel, C.N.; Georrge, J.J.; Modi, K.M.; Narechania, M.B.; Patel, D.P.; Gonzalez, EJ.; Pandya, H.A. Pharmacophore-Based Virtual
Screening of Catechol-o-Methyltransferase (COMT) Inhibitors to Combat Alzheimer’s Disease. ]. Biomol. Struct. Dyn. 2018, 36,
3938-3957. [CrossRef]

Yoon, H.; Myung, W.; Lim, S.-W.; Kang, H.S.; Kim, S.; Won, H.-H.; Carroll, B.J.; Kim, D.K. Association of the Choline Acetyltrans-
ferase Gene with Responsiveness to Acetylcholinesterase Inhibitors in Alzheimer’s Disease. Pharmacopsychiatry 2015, 48, 111-117.
[CrossRef] [PubMed]

Scacchi, R.; Gambina, G.; Moretto, G.; Corbo, R M. Variability of AChE, BChE, and ChAT Genes in the Late-Onset Form of
Alzheimer’s Disease and Relationships with Response to Treatment with Donepezil and Rivastigmine. Am. ]. Med. Genet. Part B
Neuropsychiatr. Genet. Off. Publ. Int. Soc. Psychiatr. Genet. 2009, 1508, 502-507. [CrossRef] [PubMed]

Braga, I.L.S,; Silva, PN.; Furuya, T.K,; Santos, L.C.; Pires, B.C.; Mazzotti, D.R.; Bertolucci, P.H.; Cendoroglo, M.S.; Smith, M.C.
Effect of APOE and CHRNAY Genotypes on the Cognitive Response to Cholinesterase Inhibitor Treatment at Different Stages of
Alzheimer’s Disease. Am. J. Alzheimer’s Dis. Other Demen. 2015, 30, 139-144. [CrossRef] [PubMed]

Sonkusare, S.K.; Kaul, C.L.; Ramarao, P. Dementia of Alzheimer’s Disease and Other Neurodegenerative Disorders-Memantine,
a New Hope. Pharmacol. Res. 2005, 51, 1-17. [CrossRef] [PubMed]

Herrmann, N.; Li, A.; Lanct6t, K. Memantine in Dementia: A Review of the Current Evidence. Expert Opin. Pharmacother. 2011, 12,
787-800. [CrossRef] [PubMed]

Chen, Q.; Liang, B.; Wang, Z.; Cheng, X.; Huang, Y.; Liu, Y.; Huang, Z. Influence of Four Polymorphisms in ABCA1 and PTGS2
Genes on Risk of Alzheimer’s Disease: A Meta-Analysis. Neurol. Sci. Off. J. Ital. Neurol. Soc. Ital. Soc. Clin. Neurophysiol. 2016, 37,
1209-1220. [CrossRef]


http://doi.org/10.1002/cpt.1477
http://www.ncbi.nlm.nih.gov/pubmed/31006110
http://doi.org/10.1111/cts.12692
http://www.ncbi.nlm.nih.gov/pubmed/31647186
http://doi.org/10.1038/clpt.2013.105
http://doi.org/10.1038/clpt.2014.159
http://doi.org/10.1177/0269881119827959
http://doi.org/10.1016/j.clinthera.2019.04.037
http://www.ncbi.nlm.nih.gov/pubmed/31128980
http://doi.org/10.1093/bioinformatics/btl268
http://www.ncbi.nlm.nih.gov/pubmed/16720584
http://doi.org/10.1111/jgs.15020
http://www.ncbi.nlm.nih.gov/pubmed/28832937
http://doi.org/10.2174/1567205015666180613111504
http://www.ncbi.nlm.nih.gov/pubmed/29895246
http://doi.org/10.1002/gps.4043
http://www.ncbi.nlm.nih.gov/pubmed/24150894
http://doi.org/10.1016/j.phrs.2016.11.035
http://doi.org/10.2147/NDT.S4048
http://doi.org/10.1097/FTD.0000000000000823
http://doi.org/10.1016/j.brainresbull.2012.02.010
http://doi.org/10.1080/07391102.2017.1404931
http://doi.org/10.1055/s-0035-1545300
http://www.ncbi.nlm.nih.gov/pubmed/25730470
http://doi.org/10.1002/ajmg.b.30846
http://www.ncbi.nlm.nih.gov/pubmed/18780301
http://doi.org/10.1177/1533317514539540
http://www.ncbi.nlm.nih.gov/pubmed/24951635
http://doi.org/10.1016/j.phrs.2004.05.005
http://www.ncbi.nlm.nih.gov/pubmed/15519530
http://doi.org/10.1517/14656566.2011.558006
http://www.ncbi.nlm.nih.gov/pubmed/21385152
http://doi.org/10.1007/s10072-016-2579-9

J. Pers. Med. 2022, 12, 788 16 of 16

50.

51.

52.
53.

54.

55.

56.

57.
58.

59.

60.

61.

Rammes, G.; Rupprecht, R.; Ferrari, U.; Zieglgansberger, W.; Parsons, C.G. The N-Methyl-D-Aspartate Receptor Channel Blockers
Memantine, MRZ 2/579 and Other Amino-Alkyl-Cyclohexanes Antagonise 5-HT(3) Receptor Currents in Cultured HEK-293 and
N1E-115 Cell Systems in a Non-Competitive Manner. Neurosci. Lett. 2001, 306, 81-84. [CrossRef]

Seeman, P.; Caruso, C.; Lasaga, M. Memantine Agonist Action at Dopamine D2High Receptors. Synapse 2008, 62, 149-153.
[CrossRef]

Tanila, H. The Role of BDNF in Alzheimer’s Disease. Neurobiol. Dis. 2017, 97, 114-118. [CrossRef]

Leyhe, T.; Stransky, E.; Eschweiler, G.W.; Buchkremer, G.; Laske, C. Increase of BDNF Serum Concentration during Donepezil
Treatment of Patients with Early Alzheimer’s Disease. Eur. Arch. Psychiatry Clin. Neurosci. 2008, 258, 124-128. [CrossRef]
Micuda, S.; Mundlova, L.; Anzenbacherova, E.; Anzenbacher, P.; Chladek, J.; Fuksa, L.; Martinkova, J. Inhibitory Effects of
Memantine on Human Cytochrome P450 Activities: Prediction of in Vivo Drug Interactions. Eur. J. Clin. Pharmacol. 2004, 60,
583-589. [CrossRef] [PubMed]

Tatton, W.; Chen, D.; Chalmers-Redman, R.; Wheeler, L.; Nixon, R.; Tatton, N. Hypothesis for a Common Basis for Neuroprotection
in Glaucoma and Alzheimer’s Disease: Anti-Apoptosis by Alpha-2-Adrenergic Receptor Activation. Surv. Ophthalmol. 2003,
48 (Suppl. 1), S25-537. [CrossRef]

Cacabelos, R.; Meyyazhagan, A.; Carril, ].C.; Cacabelos, P.; Teijido, O. Pharmacogenetics of Vascular Risk Factors in Alzheimer’s
Disease. J. Pers. Med. 2018, 8, 3. [CrossRef] [PubMed]

Cacabelos, R. Pharmacogenomic Protocols in CNS Disorders and Dementia. Neurodegener. Dis. 2010, 7, 167-169. [CrossRef]
Zhou, S.-E; Zhou, Z.-W.; Yang, L.-P; Cai, ].-P. Substrates, Inducers, Inhibitors and Structure-Activity Relationships of Human
Cytochrome P450 2C9 and Implications in Drug Development. Curr. Med. Chem. 2009, 16, 3480-3675. [CrossRef]

Craig, D.; Hart, D.J.; Carson, R.; Mcllroy, S.P.; Passmore, A.P. Psychotic Symptoms in Alzheimer’s Disease Are Not Influenced by
Polymorphic Variation at the Dopamine Receptor DRD3 Gene. Neurosci. Lett. 2004, 368, 33-36. [CrossRef]

Kodani, S.D.; Morisseau, C. Role of Epoxy-Fatty Acids and Epoxide Hydrolases in the Pathology of Neuro-Inflammation.
Biochimie 2019, 159, 59-65. [CrossRef]

Hayslett, R.L.; Tizabi, Y. Effects of Donepezil, Nicotine and Haloperidol on the Central Serotonergic System in Mice: Implications
for Tourette’s Syndrome. Pharmacol. Biochem. Behav. 2005, 81, 879-886. [CrossRef]


http://doi.org/10.1016/S0304-3940(01)01872-9
http://doi.org/10.1002/syn.20472
http://doi.org/10.1016/j.nbd.2016.05.008
http://doi.org/10.1007/s00406-007-0764-9
http://doi.org/10.1007/s00228-004-0825-1
http://www.ncbi.nlm.nih.gov/pubmed/15378224
http://doi.org/10.1016/S0039-6257(03)00005-5
http://doi.org/10.3390/jpm8010003
http://www.ncbi.nlm.nih.gov/pubmed/29301387
http://doi.org/10.1159/000289230
http://doi.org/10.2174/092986709789057635
http://doi.org/10.1016/j.neulet.2004.06.052
http://doi.org/10.1016/j.biochi.2019.01.020
http://doi.org/10.1016/j.pbb.2005.06.010

	Introduction 
	Materials and Methods 
	Study Population 
	Study Design and Procedures 
	Pharmacokinetic Analysis 
	Safety 
	Genotyping 
	Phenotype Inference 
	Statistical Analysis 

	Results 
	Demographic Characteristics 
	Pharmacokinetics 
	Safety 

	Discussion 
	Conclusions 
	References

