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Background: Sub-Saharan Africa (SSA) population is genetically diverse and heterogenous thus variability in drug response among
individuals is predicted to be high. Cytochrome P450 (CYP450) polymorphisms is a major source of variability in drug response. This
systematic review presents the influence of CYP450 single nucleotide polymorphisms (SNPs), particularly CYP3A4*1B, CYP2B6*6
and CYP3A5*3 on antimalarial drug plasma concentrations, efficacy and safety in SSA populations.

Methods: Searching for relevant studies was done through Google Scholar, Cochrane Central Register of controlled trials
(CENTRAL), PubMed, Medline, LILACS, and EMBASE online data bases. The Preferred Reporting Items for Systematic Reviews
and Meta-analyses (PRISMA) guidelines were used. Two independent reviewers extracted data from the studies.

Results: Thirteen studies reporting the influence of CYP450 SNPs on plasma concentrations, efficacy and safety were included in the
final data synthesis. CYP3A4*1B, CYP3A5*5, CYP2B6*6 and CYP2C8*2 did not affect antimalarial drug plasma concentration
significantly. There was no difference in treatment outcomes between malaria patients with variant alleles and those with wild type
alleles.

Conclusion: This review reports lack of influence of CYP3A4*1B, CYP3A5*3, CYP2C8*3 and CYP2B6*6 SNPs on PK profiles,
efficacy and safety in SSA among P. falciparum malaria patients.

Keywords: cytochrome P450 polymorphisms, review, antimalarial drugs, sub-Saharan Africa, treatment outcomes and
pharmacokinetics

Introduction

Treatment response of P. falciparum malaria is influenced by many factors. Such factors include drug quality, pharma-
cokinetic characteristics of individual drugs, parasite sensitivity, host genetics,' drug—drug interactions and food—drug
interactions. Inter-individual variability with respect to extent and rate of absorption, metabolism, distribution, plasma
protein binding and elimination has been shown to influence the plasma concentration of drugs, hence affecting treatment
outcomes in return.” The inter-individual variability is common in Africa due to genetic diversity and heterogenicity.’
The complex patterns of population expansion, migration, contraction and admixture during evolutionary history explain
the diversity observed in African populations.* Sub-Saharan Africa (SSA) uniquely bears the highest global disease
burden of infectious diseases, particularly malaria and HIV (90% and 69%, respectively). Unfortunately, only about 3%
of patients with African or SSA genetic background take part in clinical trials globally.” This implies that drugs employed
in clinical practice lack information on safety and efficacy in African populations, thus the information employed in SSA
relies mainly on post-marketing surveillance. Employing information from clinical trials which do not involve African
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populations creates uncertainty regarding the impact of genetic diversity during treatment. Thus, characterization of
different ethnic groups in SSA is pivotal for implementation of pharmacogenomics or implementation of treatment based
on the major drug metabolizer genotypes in the region.

The role of heritable genetic variations on treatment outcomes in malaria has gained much attention over recent years.
However, such studies began in the 1950s with a remarkable finding on higher occurrence of hemolytic anaemia among
black American soldiers than their white counterparts when primaquine was administered.®

The pattern of genetic variants affecting efficacy and safety of commonly used drugs in clinical practice has been of
major interest in pharmacogenetic studies in SSA. Though not all populations have been studied, there has been progress
as various genome initiatives, such as malariaGEN, African pharmacogenomic consortium (APC), H3Africa and African
Genome variation Project have been established.” Globally, significant advances have been achieved whereby indivi-
dualized therapy is recommended for anticoagulants (warfarin-CYP2C9*2&*3), antiplatelet agents (clopidogrel-
CYP2C19%2), antipsychotics (amitriptyline-CYP2D6&citalopram-CYP2C19)® and anticancer treatments (tacrolimus-
CYP3AS5).” With regard to P. falciparum malaria, CYP450 genotype-based treatment has not been introduced.
However, G6PD deficiency testing prior to primaquine treatment for P. vivax malaria patients is now common practice
in some South East Asian countries.'’

Genetic variability in cytochrome P450 (CYP450) enzyme family has been shown to determine pharmacokinetic
profiles of many drugs, including the antimalarials.'" The CYP3A4 gene, which is located on chromosome 7q21.3-q22.1
consisting of 13 exons,'? contributes to metabolism of about 50% of drugs used in clinical practice."*™'> In the liver
microsomes, CYP3A4 mediates its reactions through the nicotinamide adenine dinucleotide phosphate-dependent
electron pathway.'? The major contributor in drug metabolism in the CYP3A4 family is CYP3A4*1B (rs2740574),'¢
which is a result of A to G transition at nucleotide 392 in the promoter sequence of the gene.'” This single nucleotide
polymorphism (SNP) results in poor metabolism of artemether and lumefantrine.'"-'®

CYP3AS5 isoenzyme is regarded as the second contributor to drug metabolism after CYP3A4.'%?° CYP3A5*3
(rs776746) SNP occurs at highest abundance and plays a major role in drug metabolism within the CYP3AS5 gene.
This SNP is a result of the replacement of a nucleotide A by nucleotide G at locus 6986 within intron 3, producing
an mRNA splice defect and consequently producing a premature stop codon.'*® The CYP3A5*3 plays a significant role
in the metabolism of artemether, lumefantrine, mefloquine, primaquine and chloroquine.*

The expression of both CYP3A4 and CYP3AS is inducible by drugs. The increased enzyme activity is a result of
increased expression via nuclear receptors pregnane X receptor (PXR), glucocorticoid receptor (GR), constitutive
androstane receptor-p (CAR), vitamin D receptor (VDR) and hepatocyte nuclear factor-4 (HNF4a).?'** These nuclear
receptors increase transcription and expression of CYP3A4/5 after binding to DNA segments present in the CYP3A
promoter (for CYP3A4) region, mainly PXR responsive element (prPXRE), xenobiotics responsive enhancer module
(XREM) and constitutive liver enhancer module (CLEM4).

CYP2C8*2 SNP exists at higher frequencies among African than Asian and Caucasian populations. Unlike
CYP2C8*2, the CYP2C8*3 SNP is common in Caucasians and Asians, but very rare in Africans.”> Both CYP2C8*2
and CYP2C8*3 are associated with a significant reduction in amodiaquine (AQ) in vitro metabolism. AQ adverse events
are rare (1:2000) but very serious. These adverse drug reactions (ADRs) include neutropenia effects and severe liver
failure. Studies associate these ADRs with a highly reactive and short-lived quinine-imine (QI) species which are
products of AQ and DEAQ (metabolite of AQ) metabolism.”* CYP1A1 and CYP1B1 enzymes have been shown to play
a great role in the formation of QI from in vitro biotransformation of AQ and DEAQ,* since CYP1A1 and CYP1BI are
extra-hepatic localized, this could explain the occurrence of neutropenia effects observed with amodiaquine since the
biotransformation of AQ and DEAQ to QI occurs in blood and not in the liver.?* There is a high possibility that CYP1A1
and CYP1BI fast metabolizers are likely to suffer from AQ therapy side effects.?*

CYP2A6 and CYP2B6 play a minor role in the biotransformation of artemisinin derivatives to form dihydroartemisinin,
which is an active metabolite.”® The low activity of CYP2A6*1B and CYP2B6*6 is suggested to predict low plasma
concentrations of dihydroartemisinin.”**’ The elimination of dihydroartemisinin depends on its conversion of inactive
glucuronide conjugates, which is mediated by the highly polymorphic uridine diphosphate glucuronosyltransferase
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Table 1 CYP450 Single Nucleotide Polymorphisms Involved in Antimalarial Drugs Metabolism

Gene Chromosome | Allele (Variant/ Location Nucleotide Effect on Enzyme Antimalarial Reference
Assertion Number) Change Expression
CYP2C8 | 10q23.33 CYP2C8*2 Exon 5 G416A Reduced/decreased intrinsic Amodiaquine [29,30]
(1269F) activity
CYP2C8*3 Exon 3, A805T Reduced Amodiaquine [29,30]
Exon 8
CYP2B6 19q13.2 CYP2B6*6 GI15631T G516T Reduced (poor metabolizer) Artemisinin (arteether), [28,31,32]
(rs3745274) (Exon 4) (QI72H) dapsone
CYP3A4 7q22.1 CYP3A4*IB Promoter A392G Increased Lumefantrine, artemether, [I1,16-18,30,33]
(rs2740574) (5’UT) piperaquine
CYP3A5 | 7q22.1 CYP3A5*3 (rs776746) Splice A6986G Alternative splicing and Artemether, lumefantrine, [4,19,20,30,33,34]
acceptor truncation of the protein mefloquine, primaquine,
leading to decreased enzyme piperaquine and chloroquine
activity
CYPIAI (15q24.1) CYPIAI*2B/C Fast/increased metabolism Amodiaquine and desethyl- [23-25,35,36]

amodiaquine to quinine-imine

CYPIBI 2p22-2p21 CYPIBI*2 Exon 2 G355T Fast/increased metabolism Amodiaquine and desethyl- [23-25,36,37]

amodiaquine to quinine-imine

CYP2A6 19q13.2 CYP2A6*1B 3'-flanking Increased enzyme activity Artesunate&dihydroartemisinin [26,27,38]
region (Higher plasma levels of DHA)
CYP2A6*4C 3'-flanking Null gene Decreased enzyme activity Higher artesunate plasma levels | [26]
region and lower plasma levels of DHA
CYP2A6*2 TI799 A Decreased enzyme activity Artesunate (artemisinin) [28,39]
(rs1801272) (poor metabolizer)

(UGT1A6 &UGT2B7) enzymes.”® A summary of the human genetic variants important for antimalarial drug metabolism is
shown in Table 1.

We have previously reported the frequencies of cytochrome P450 polymorphisms responsible for metabolism of
antimalarial drugs in Africa.*® Other researchers have also extensively assessed these frequencies in the region.”**'*? In
general, the most frequently recorded SNPs are CYP2C8*2 (15-22%), CYP2B6*6 (30-50%), CYP3A4*1B (50-80%)
and CYP3A5*3 (15-80%). However, the information on the influence of these polymorphisms on metabolism of
antimalarial drugs used in clinical settings in SSA is scanty, thus evidence on the impact of these SNPs on pharmaco-
kinetic profiles, efficacy and safety is not established. In this review, we explore and synthesize available evidence on the
influence of cytochrome P450 polymorphisms on pharmacokinetic profiles and treatment outcomes of ACTs and other

antimalarial drugs employed in SSA.

Methods

Literature Search

Literature search for published studies assessing the influence of CYP450 enzymes on PK profiles (plasma concentra-
tions), efficacy and safety of antimalarial drugs in SSA was done through the Cochrane Central Register of Controlled
Trials (CENTRAL), Google Scholar, EMBASE, SCOPUS, PubMed, Medline and LILACS online databases.

The search terms used were: ((“amodiaquine” and “CYP2C8%*2”) AND (“efficacy”)) OR ((“amodiaquine” and
“CYP2C8*2”) AND (“efficacy”) AND (“Africa”)) OR ((“amodiaquine” and “CYP2C8*2”) AND (“safety”) AND
(“Africa”)) OR ((“amodiaquine” and “CYP2C8*2””) AND (“Pharmacokinetics”) AND (“Africa”)) OR ((“amodiaquine”
and “CYP2C8*2”) AND (“Plasma concentration”) AND (“Africa”)). For lumefantrine, the search terms used were
“CYP3A4*1B”) AND (“efficacy”)) OR ((“lumefantrine” and “CYP3A4*1B”) AND (“efficacy”’) AND (“Africa”)) OR
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((“lumefantrine” and “CYP3A4*1B”) AND (“safety”’) AND (“Africa”)) OR ((“lumefantrine” and “CYP3A4*1B”) AND
(“Pharmacokinetics”) AND (“Africa”)) OR ((“lumefantrine” and “CYP3A4*1B””) AND (“Plasma concentration”) AND
(“Africa”)). The same approach was used for other drugs by replacing the name of the drug and the CYP450 SNP
involved in metabolism of the drug. We used the Preferred Reporting Items for Systematic review and Meta-Analysis
Protocols (PRISMA-P) 2015 checklist*® to identify studies to be included in our review.

Inclusion Criteria
Publications assessing the impact of CYP450 polymorphisms on PK profiles, safety and efficacy of antimalarials used for
treatment of uncomplicated P. falciparum malaria in SSA were included. These studies were not time bound.

Exclusion Criteria

We excluded, for numerous reasons, studies assessing the influence of CYP450 SNPs on other drugs apart from
antimalarials, studies assessing the influence of CYP450 on interaction between antiretroviral drugs (ART) and anti-
malarials excepting those with data for controls who are not on ART, studies assessing the impact of Phase II
metabolizing enzymes on safety, efficacy and pharmacokinetic profiles, studies assessing the influence of drug transpor-
ters on pharmacokinetic profiles and treatment outcomes and studies assessing the influence of CYP450 polymorphisms
on antimalarial treatment outcomes and PK profiles in regions other than SSA. Meeting communications and findings
published based on animal models were not regarded as sufficient evidence and thus were also excluded. Studies
assessing the influence of CYP450s on primaquine among P. vivax patients and volunteers were also excluded.

Methodological and Data Quality Assessment

Methodological quality assessment was done using the national institute of health (NIH) study quality assessment tools
for controlled intervention, observational cohort and cross-sectional studies.** The score ranged from 0 to 14, with
a score of one point each that was then converted to percentages. The score range of 0—60% was regarded as low quality,
61-80% good quality and 81-100% excellent quality. Any difference in opinion with regard to extracted data and
methodological quality assessment was resolved by consensus between the two independent reviewers. All included
studies were of good to excellent quality as per the NIH scale.

Data Extraction

Two independent reviewers participated in the data extraction and screening of the results of the literature search and
selected studies as per the inclusion criteria. Differences in opinion between reviewers on inclusion of studies were
resolved through discussion. The basic information extracted included the author names, country in which the study was
carried out, study population, sample size, SNPs, study endpoints, influence on pharmacokinetic profiles, influence on
efficacy and influence on safety. Data was entered into extraction sheets.

Results

Study Characteristics

Fifty-six articles were included for full-text review from the 298 records (after removal of duplications) which were
identified through the electronic database. Thirteen studies were finally included in data extraction after meeting the
inclusion criteria. Details of the study search are shown in Figure 1. These studies originated from eight different
countries within SSA.

Treatment Outcome

Pernaute-Lau et al*> carried out a study to assess the influence of CYP2C8*2 (805A>T) and CYP2C8*3 (416A>G) on
treatment outcomes and tolerability among P. falciparum malaria patients treated with artesunate amodiaquine (ASAQ)
in a Zanzibar population, Tanzania. This study reported presence of CYP2C8%*3, which is rare in African populations but
common among whites and Caucasians. The study end points were adverse events, ACPR, recrudescence and re-
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Figure | PRISMA flow diagram for article searches and screening.
Note: Adapted from Moher D, Liberati A, Tetzlaff J, Altman DG, PRISMA Group* T. Preferred reporting items for systematic reviews and meta-analyses: the PRISMA

statement. Annals of internal medicine.2009 Aug 18;151(4):264-9.*

infection among malaria patients after 28- and 42-day follow up. There was no significant difference in recrudescence
between subjects carrying CYP2C8*2 mutant alleles and wild type alleles. Carrying CYP2C8*2 or CYP2C8*3 did not
predict for ACPR and re-infection among malaria patients. However, carrying CYP2C8*2 or CYP2C8*3 was associated
with occurrence of non-serious adverse events compared to those with wild type alleles (Table 2).

Habtemikael et al> carried out a cross-sectional study among malaria patients on artesunate amodiaquine in Eritrea.
This study reported lack of association between CYP2C8*2 (805A>T) or CYP2C8%*3 (416A>G) and extra pyramidal
effects among FEritreans.

Mutagonda et al*’ did a prospective cohort study in Tanzanian pregnant women to assess the influence of pharma-
cogenetics on day 7 plasma concentration and treatment outcomes. This study did not report association between
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Table 2 Influence of CYP450 SNPs on Plasma Concentration and Treatment Outcomes

effects

Drug Country Population Sample Gene SNP Plasma Concentration/ Efficacy Toxicity (ADRs) Reference
Size Pharmacokinetic Profile
Lumefantrine Tanzania All ages (AAUM) 150 CYP3A4 CYP3A4*IB Not affected significantly (no Not studied Not studied [
difference with wild type)
Ghana 120/93 CYP3A4 CYP3A4*IB Not studied Not affected significantly (no difference [46,47]
with wild type)
Angola AAUM 103 CYP3A4 CYP3A4*IB Not studied Not affected significantly (no difference | Not studied [48]
with wild type)
Tanzania PUM 92 CYP3A CYP3A4*IB Not affected significantly (no Decreased; recrudescence was higher in | Not studies [49]
difference with wild type) patients with variant alleles
Tanzania AAUM 150 CYP3AS5 CYP3A5*3 Not affected significantly (no Not studied Not studied [rn
difference with wild type)
Angola AAUM 103 CYP3AS5 CYP3A5*3 Not studied Not affected significantly (no difference | Not studied [48]
with wild type)
Tanzania PUM 92 CYP3AS5 CYP3A5*3 Increased in patients with Not affected significantly (no difference | Not studied [49]
variant alleles with wild type)
Tanzania PUM 92 CYP2B6 CYP2B6*6 Not affected significantly (no Not affected significantly (no difference | Not studied [49]
difference with wild type) with wild type)
Amodiaquine Burkina >6émonthsUM 280 CYP2C8 CYP2C8*2 Not studied Not affected Increased abdominal pain; | [29]
Faso others not affected
Ghana CUM 103 CYP2C8 CYP2C8*2 Not affected Not affected Not affected [50]
Tanzania CUM 618 CYP2C8 CYP2C8*2 Not studied Not affected (recrudescence and re- Increased (no details of [45]
(Zanzibar) infection) the ADRs)
Ghana 120/93 CYP2C8%2 Not studied Not affected (day 3 parasitemia) Not studied [46,47]
Burkina CUM 108 CYP2C CYP2C8*2 Not affected significantly (no Not studied Not studied [51]
Faso difference with wild type)
Cameroon | CUM 235 CYP2C CYP2C8*2 Not studied Not affected significantly (no difference | Not studied [52]
with wild type)
Eritrea AAUM 380 CYP2C CYP2C8*2 Not studied Not studied No difference in adverse [53]
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concentration

Mefloquine Tanzania AAUM 150 CYP3A4 CYP3A4*IB Not affected significantly (no Not studied Not studied [
difference with wild type)
Artemether Tanzania AAUM 150 CYP2B6 CYP2B6*6 Not affected significantly (no Not studied Not studied [
difference with wild type)
Lumefantrine Tanzania AAUM but HIV not on 75 CYP2B6 CYP2B6*6 Not affected significantly (no Not affected significantly (no difference | Not studied [54]
ART (control group) difference with wild type) with wild type)
Chlorproguanil | Gambia AUM 43 CYP2CI19 | CYP2CI9*17 | Increased metabolite Not studied Not studied [55]
concentration
Gambia AUM 43 CYP2CI19 | CYP2CI19*%2 Decreased metabolite Not studied Not studied [55]

Abbreviation: CUM, children with uncomplicated malaria; AAUM, all ages with uncomplicated malaria; PUM,pregnant wowen with uncomplicated malaria.
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CYP2B6*6 (516G>T), CYP3A5*3 (6986A>G) and day 28 ACPR. Unexpectedly, the study reported association between
CYP3A4*1B (392A>QG) with day 28 ACPR but not day 7 lumefantrine plasma concentration. This finding may have
happened by chance since it is the day 7 plasma concentration of the drug which is suggested to determine treatment
outcomes in malaria patients (Table 2).

Adjei et al>® assessed the influence of CYP450 polymorphisms on treatment outcomes and adverse events among
Ghanaian children with uncomplicated malaria receiving ASAQ or AQ. No difference in efficacy and adverse events was
observed between patients with CYP2C8*2 mutant allele and those with wild type allele (Table 2).

The assessment on the impact of CYP2C19*2 among Gambian adults with uncomplicated receiving chlorproguanil

by Janha et al>

reported lack of significance in area under the curve (AUC) and maximum plasma concentration (Cmax)
between those with loss of function allele and those without. Full pharmacokinetic sampling was done after three daily
doses and plasma concentrations were used to determine AUC and Cmax (Table 2).

Another study in Burkina Faso, by Parikh et al,”® assessed the influence of CYP2C8 genotypes on efficacy and
adverse events among malaria patients with uncomplicated malaria receiving ASAQ after 28 days of follow up. In this
study, treatment outcomes in terms of ACPR, recrudescence and re-infection did not vary between patients with
CYP2C8*2 (805A>T) and wild alleles (Table 2).

The influence of CYP2B6 genotypes on treatment outcomes among HIV-positive patients in the absence of
antiretroviral therapy (ART) co-treatment (control group) was studied in Tanzania by Maganda et al.>* This group
included only HIV-infected patients on artemether lumefantrine but who had not started taking ART, thus the drug—drug
interactions between lumefantrine and efavirenz which could affect the plasma concentrations of either drug were not
observed. The major finding was lack of association between CYP2B6*6 genotypes with incidence of recurrent
parasitaemia (Table 2).

Mballa et al>® evaluated the influence of CYP2C8*2 variant allele on treatment outcomes among children with
uncomplicated P. falciparum malaria in Cameroon. This study also reported lack of influence on treatment outcomes
associated with CYP2C8 genotypes.

Lumefantrine and Amodiaquine Plasma Concentrations

Some et al’' did a cross-sectional survey on the influence of CYP2C8*2 (805A>T) SNPs on amodiaquine metabolism in
Burkina Faso. There was no difference in day 7 DEAQ plasma concentrations between those with homozygous wild type
allele and those with mutant allele. CYP2CS8 genotypes did not contribute to differences in DEAQ concentration between
subjects with mutant alleles and those with wild type alleles in Ghanaian children receiving ASAQ and AQ’’ (Table 2).

Mutagonda et al*” also reported lack of association between CYP2B6*6 (516G>T) and day 7 lumefantrine concen-
tration among pregnant women with uncomplicated P. falciparum malaria. Similar findings are reported for CYP3A4*1B
(392A>QG). However, patients with CYP3A5*3 (6986A>G) genotype had slightly higher day 7 lumefantrine concentra-
tion than their counterparts (CYP3AS5*1/1*) but treatment outcomes were not affected (Table 2).

Adjei et al®® assessed the influence of CYP450 polymorphisms on pharmacokinetics among Ghanaian children with
uncomplicated malaria receiving ASAQ or AQ. CYP2C8 genotypes did not contribute to the difference in the mean day
3 DEAQ concentrations between subjects with mutant and wild type allele.

Another study in Burkina Faso, by Parikh et al,’ evaluated the influence of CYP2C8 genotypes on efficacy and
pharmacokinetic profiles of ASAQ among malaria patients with uncomplicated malaria. In this study, the intrinsic
clearance of AQ for CYP2C8*2(805A>T) was six-fold lower than that of wild type allele (Table 2).

A population pharmacokinetics study was done in Tanzania by Hodel et al.'' The study population was 150
Tanzanian patients with uncomplicated malaria treated with ALU. Cambodian patients assessed for ASAQ were not
discussed in this review. Neither CYP3A4*1B nor CYP3A5*3 affected lumefantrine plasma concentrations significantly.
Similar findings were observed for artemether, whereby patients with CYP3A4*1B and CYP3A5*3 did not have
different plasma concentration values compared to their counterparts (patients with wild alleles).

The influence of CYP2B6, CYP3A4 and CYP3AS genotypes on day 7 lumefantrine plasma concentrations among
HIV-positive patients in the absence of ART co-treatment (control group) was also studied in Tanzania, by Maganda
et al.>* This group included only HIV-infected patients on artemether lumefantrine who had not started taking ART, thus
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Table 3 Influence of Lumefantrine Plasma Concentration Below Cut-off Values on Treatment Outcome in SSA Populations

Study Country | Study Plasma Concentration/ | Study End Treatment Outcome (study Reference
Population Cut-Off Values Points end points)
Kilonzi et al Tanzania Children 200ng/uL ACPR Was not different between those | [56]
with low and above cut-off values
Bell et al Malawi 175ng/uL ACPR Was not different between those | [57]
with low and above cut-off values
Marwa et al Tanzania Children and 175&200ng/uL ACPR Was not different between those | [58]
adults with low and above cut-off values
Checchi et al Uganda Children and 280ng/uL Recrudescence | Was not different between those | [59]
adults with low and above cut-off values
Ippolito et al Zambia Children 280ng/uL Re-infection No difference between patients [60]
with low and above cut-off values

the drug—drug interactions between lumefantrine and efavirenz, which could affect the plasma concentrations of either
drug, were not observed. CYP2B6*6, CYP3A4*1B and CYP3A5*3 genotypes did not influence day 7 lumefantrine
concentrations significantly among this group of malaria patients (Table 2).

There are studies which report association between drug levels and treatment outcomes but did not assess CYP 450
polymorphisms. Since CYP450 polymorphisms affect treatment outcomes through influencing plasma concentrations, it
is worth considering these studies (Table 3). The above studies report lack of correlation between day 7 lumefantrine
concentration cut-off values and treatment outcomes in SSA.

Discussion

The major focus in studying CYP450 polymorphisms has been attainment of personalized medicine among patients.
However, most studies only describe frequencies of CYP 450 variant alleles in different populations without assessing
the effect of these polymorphisms on pharmacokinetics, efficacy and safety within populations. This review highlights
evidence on the influence of CYP450 enzyme polymorphisms on antimalarial drug plasma concentrations and treatment
outcomes among P. falciparum malaria patients in SSA.

The major CYP450 enzyme SNPs suggested to influence plasma concentrations and treatment outcomes (CYP3A4*1B,
CYP3A5*5, CYP2B6*6 and CYP2C8%*2) donot affect antimalarial drug plasma concentrations significantly in SSA, as shown in
Table 2. In general, there was no difference in PK profiles between uncomplicated P. falciparum malaria patients with the
mentioned CYP450 mutant alleles and those with wild type alleles in the region (Table 2). A similar finding was observed with
antimalarial drug efficacy. These SNPs did not predict for low or high efficacy among patients with uncomplicated P, falciparum
malaria. Findings from our review also suggest that a difference in ADRs between uncomplicated P, falciparum malaria patients
with the CYP3A5*3, CYP3A4*1B and CYP2B6*6 SNPs and those with wild type alleles does not exist, with the exception
of the CYP2C8*2 variant allele whereby a difference in minor adverse effects was observed in two studies. No difference was
observed in terms of serious ADRs between subjects with CYP2C8*2 and those with wild type allele.

Lack of the influence of CYP450 polymorphisms on plasma concentrations, efficacy and serious adverse events
suggests that dose optimization may not be necessary among P. falciparum malaria patients with CYP450 allelic variants
in the region. Hodel et al also had a similar opinion to ours about ten years ago after employing genetic-based population
pharmacokinetic modelling.!' Then, there were few studies on frequencies of genetic variants affecting the metabolism of
antimalarial drugs in SSA. There has been advancement in terms of evidence on the presence of genetic variants in the
region since Hodel et al suggested such findings. Our review provides a broader picture on the influence of CYP450
polymorphisms in treatment outcomes of P. falciparum malaria patients in various countries in SSA.

The suggestion that CYP450 genotyping-based treatment (tailored therapy) for uncomplicated P. falciparum malaria
patients may not be of substantial worth is further supported by the recent findings in some SSA populations whereby

Pharmacogenomics and Personalized Medicine 2023:16 https:

457

Dove:


https://www.dovepress.com
https://www.dovepress.com

Marwa et al Dove

lumefantrine plasma levels below cut-off values (<175ng/uL, 200ng/uL. and 280ng/uL), which are suggested to predict
treatment outcomes, did not affect treatment outcomes in these populations (Table 3). Drug plasma levels depend on
enzyme metabolism as one of the key determinants, which in turn determines treatment response. Therefore, genotyping
for variant alleles and their correlation with plasma levels may not be of great importance in these populations due to lack
of an association between drug plasma levels and treatment outcomes. We observed similar findings in our recent study
on association between day 3 and 7 lumefantrine plasma concentrations and treatment outcomes among P. falciparum
malaria patients in Tanzania.’® Although studies included in this review have shown a lack of association between day 3
and 7 lumefantrine plasma concentrations and treatment outcomes, the influence of metabolites such as desbutyl-
lumefantrine (usually not measured) on treatment outcomes in SSA needs to be assessed.

The lack of predictive effect of CYP450 polymorphisms and day 7 lumefantrine concentration on treatment outcomes
in SSA may be attributed to high parasite sensitivity existing in the SSA region despite a growing threat of spread of
resistant parasite strains from GMS regions. The acquired immunity among malaria patients in SSA populations, where
most areas are malaria endemic thus individuals are exposed to multiple infections, may also account for the insignificant
effect of CYP450 polymorphisms and plasma concentrations below cut-off values on treatment outcomes in the region.
Although, the observation that lumefantrine plasma concentrations below cut-off values do not affect treatment outcomes
in the region is encouraging, the impact of sub-optimal concentrations exposure to parasites should be worrying as far as
selection of resistant parasites is concerned.

Our review focuses on SSA where most malaria patients are immune. Therefore, reviews of other regions of the world
(where patients are non-immune) on the influence of CYP450 polymorphisms on antimalarial drug plasma concentra-
tions, safety and efficacy among patients with uncomplicated P. falciparum malaria are warranted.

Like any other study, our review is not devoid of limitations. First, we understand there could be other unpublished
data which we could not assess during our online search. Second, the lack of a sufficient number of studies (only a few
countries are represented) assessing the influence of CYP450 polymorphisms on pharmacokinetic parameters, efficacy
and safety in SSA limits the power of our review and did not allow us to carry out a meta-analysis.

There could be other factors, such as polymorphism in Phase II SNP genes encoding N-Acetyl Transferase 2, drug
transporters (such as ABCB1 [MDR1], ABCC2 [MRP2]) and drug targets, which may also influence antimalarial drug
plasma concentrations, safety and cure rates among malaria patients, thus limiting the findings reported in this study.
However, since we only considered CYP450s, these factors are regarded as constant and thus their influence may not
vary. We understand polypharmacy is common in SSA, thus drug—drug interactions are common and could influence
CYP450 expression and treatment outcomes among malaria patients. To minimize this, only studies which followed the
WHO protocol for assessment of the efficacy of antimalarials were included and studies assessing drug—drug interactions
among malaria patients were excluded. Despite these limitations, this review is unique because it is the first review to
assess the influence of CYP450 polymorphisms on antimalarial drug plasma concentrations, safety and efficacy among
P. falciparum malaria patients in SSA.

Conclusion

This review reports lack of influence of CYP3A5*3, CYP3A4*1B, CYP2C8*3 and CYP2B6*6 SNPs on plasma
concentrations, efficacy and safety among P. falciparum malaria patients in the region. This suggests that CYP450
genotyping-based dose optimization (personalized medicine) may not be important in malaria patients with the variant
alleles in SSA.
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