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ABSTRACT
Malaria is currently a public health problem due to many factors such as parasite resistance, mosquito vector
resistance, non-availability of vaccine and adverse reactions of antimalarial drugs. Traditional herbal medicines
have been used to treat malaria for thousands of years in various parts of the world especially Africa. This article
reviews focuses on African medicinal plants by discussing in vivo and in vitro phenolic compounds derived from
plant extracts.
KEYWORDS: Antimalarials, Traditional medicine, Phenolic compounds, Extracts, Fractions.
INTRODUCTION
Malaria remains a major public health problem in
Nigeria and Africa at large. It has been estimated that out
of the over one million deaths caused by malaria worldwide, 90% occur in sub-Saharan Africa (Rathod et al.,
1997). It is a public health problem of global concern
because of its high economic burden on the nation, high
prevalence of mortality in children, pregnant women and
non-immune individuals (Benjamin et al., 2004). The
reemergence of malaria in many parts of the world is due
to the rapid increase of resistance to most of the available
antimalarial drugs, as well as resistance of vectors to
insecticides (Zirihi et al., 2005) Drug resistant strains of
P. falciparum have been found in many endemic areas of
the world and many of conventional antimalarial drugs
have been associated with treatment failure.
Furthermore, the difficulty of creating efficient vaccines
and also adverse side-effects of the existing antimalarial
drugs highlight the urgent need for novel, well-tolerated
antimalarial drugs (Ridley, 2002) for both prophylaxis
and treatment of malaria.
In some communities in Africa excessive mortality due
to the disease has been reduced by the ability of the local
traditional medicinal practitioners to manage the disease
(Okigbo and Mmeka, 2006). The plant kingdom remains
a major target in the search of lead compounds and new
drugs to treat this debilitating parasitic disease (Builders,
2015).

isolated phenolic compounds from medicinal plants
based on traditional use or ethnomedicinal data.
Plant species
Plants from different botanical sources have been used
by various traditional medicinal practitioners (TMPs) for
the treatment and cure of malaria (Asase et al., 2005;
Jullian et al., 2006). For example quinine and artemisinin
have been derived from traditional medicine and plant
extracts (Wagner and Bladt, 2004 ). Artemisinin
derivatives are now recommended by the World Health
Organization worldwide, in combination with other
drugs, such as lumefantrine, amodiaquine, mefloquine,
sulphadoxine-pyrimethamine (SP), as the first-line
treatment of malaria (Builders, 2013).
About 80% of the populations of many developing
countries still use traditional medicines for their health
care. Over 90% of Nigerians in rural areas and about
40% of the population living in urban areas depend
partly or wholly on traditional medicines (Shriner et al.,
1979 ). Due to economic reasons, most of the people in
developing countries are precluded from the luxury of
access to modern therapy. This has made the people to
rely on plant and animal resources for their health care
over centuries (Builders, 2015). Figure 1 indicates plant
species with antimalarial phenolic activities.

The article is a compilation of African plant species,
extracts, fractions and phenolic antimalarial activity with
reference to some recent literatures aim at identifying
new and effective antimalarial candidates which are
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the ability to inhibit the incorporation of 3Hhypoxanthine into plasmodia (Mojab, 2012).

Figure 1: A= Abrus precatorius, C= Combretum molle,
F= Ficus mucuso, P=Parkia biglobosa
Extracts and fractions: Extraction is carried out to
remove impurities or recover a desired products, this
involves dissolving the plant materials in a solvent which
have certain selectivity for the extracted materials
(Builders et al., 2012). In fractionation, sequential
solvent extraction involves successive extraction with
solvents of increasing polarity from a non polar (hexane)
to a molar polar solvent (methanol) in order to extract
compounds with wide range of polarity for the isolation
of the most active fraction (Builders et al., 2012).
Several studies have been undertaken to evaluate not
only the inhibitory effects of various plant extracts on P.
falciparum using in vitro culture, but also in vivo antimalarial properties on Plasmodium berghei-infected
mice (Builders, 2016). The most significant advance in
antimalarial testing followed the development of a
method for the continuous in vitro culture of the human
malaria parasite, P. falciparum. In 1979, a technique for
the quantitative assessment of in vitro anti-P. falciparum
activity was described and modified, but still relies on
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Four stages were described in the Guidelines for
antimalarial screening of drugs established by WHO
(WHO, 1973). Primary screening establishes whether
compounds are active against malaria parasites whereas
secondary screening sets out to further qualify and
quantify antiparasitic activity and to determine safety and
comparative activities of analogues. The purpose of
tertiary screening is to study nonhuman and human
parasites in primates other than man prior to the fourth
stage of the clinical testing. In assessing the activity of
plant extracts for the presence of compounds with
antimalarial activity, the techniques of primary and
secondary screening can be utilized. For initial screening,
both in vivo and in vitro techniques may be employed
(Phillipson, 1991).
Although many crude plant extracts with in vitro and in
vivo antiplasmodial activities have been reported in the
recent literature, the results often show only modest
activity against the parasites in vitro or against malaria in
mice, suggesting that the species in question probably
have only a limited effect in man and that cure of the
disease is unlikely. However, this may not necessarily
mean that medicines made from these species are of no
value, since partially effective treatments might be
beneficial in those cases that the course of the disease is
shortened by reducing anaemia and lowering the risk of
death or serious illness from other anaemia-related
diseases. Moreover, benefits may also include the
alleviation of symptoms such as pain and fever and
immunomodulation leading to increased immunity
(Wright, 2005). Also, plant extracts with phenolic
activities could also be effective against the parasite on
hepatic stage (Batista et al., 2009). The plant species
with antimalarial phenolic activities is illustrated below.

Table. 1: Plant species with antimalarial phenolic activities.
Plant species
Family
Plant parts
Abrus precatorius
Leguminosea
Stem bark
Allanblackia monticola
Guttiferaceae
Stem bark
Alchornea cordifolia
Euphorbiaceae
Leaves
Anogeissus leiocarpus
Combretaceae
Stem bark
Combretum molle
Combretaceae
Stem baark
Croton macrostachyus
Euphorbiaceae
Stem bark
Derris trifoliate
Leguminosea
Seed pods
Erythrina sacleuxi
Leguminosa
Stem bark
Ficus mucuso
Moraceae
Figs
Garcinia polyantha
Gutiferae
Roots
Kigelia Africana
Bignoniaceae
Stem bark
Morus mesozygia
Moraceae
Stem bark
Parkia biglobosa
Fabaceae
Stem bark
Polygonum senegalense
Polygonaceae
Aerial parts
Sida acuta
Malvaceae
Leaves
Sorindeia juglandifolia
Anacardiaceae
Fruits
Vepris uguenensis
Rutaceae
Roots
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Country
Kenya
Cameroon
Ivory Coast
Nigeria
Ethiopia
Ethiopia
Kenya
Kenya
Cameroon
Cameroon
Cameroon
Cameroon
Nigeria
Kenya
Nigeria
Cameroon
Kenya

References
Yenesew et al., 2004
Lannang et al., 2008
Banzouzi et al., 2002
Adebayo and Krettli, 2011
Maroyi, 2017
Maroyi, 2017
Yenessew et al., 2004
Yenessew et al., 2004
Bankeu et al., 2011
Lannang et al., 2008
Zofou et al., 2011
Zelefack et al., 2012
Builders et al., 2012
Midiwo et al., 2007
Lawal et al., 2015
Boyom et al., 2010
Cheplogoi et al., 2008
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Secondary metabolites
Chemicals derived from higher plants have played a
central role in the history of mankind. Efforts to develop
new, clinically effective pharmaceutical agents have
relied primarily on one of five approaches, most of
which utilize existing agents in some manner as follows:
i. Derivatization of existing agents.
ii. Synthesis of additional analogs of existing agents.
iii. Use of combination therapy of existing agents with
other drugs.
iv. Improvement of delivery of existing agents to the
target site.
v. Discovery of new prototype pharmaceutical agents.
Natural products can offer an alternative to established
therapy because they act at a different stage in malaria
treatment and be useful in combination therapy.
Investigation into plant extracts have produced a wide

range of phenolic compounds with various modes of
action that result in antimalarial activities (Mukherjee,
2002).
Natural phenolic products have traditionally provided
most of the antimalarial drugs in use, with the
achievements of synthetic chemistry and the advances
towards rational antimalarial drug design, herbal
antimalarial drugs continue to be essential in providing
antimalarial medicinal compounds and as starting points
for the development of antimalarial synthetic analogues (
Builders, 2016).
Many secondary plant substances had been assessed
either for in vitro activity against P.falciparum or in vivo
activity against P.berghei (Builders, 2015). The step
taken in the isolation of phenolic compound from natural
sources is shown in Figure 2.

Figure. 2: Various strategies for the discovery of drugs from natural resources (Mukherjee, 2002).
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Table. 2: In vitro antimalarial phenolic compounds.
Plant species
phenolic compounds
Abrus precatorius
7,8,3’,5’-tetramethoxyioflavanol
Albizia zygia
3’,4’,7-trihydroxyflavonone
Alchornea cordifolia
Ellagic acid
Arrabidaea patellifera
Mangiferin
Artemisia indica
Exiguaflavone
Artoccarpus rigidus
Artonin
Bauhinia purpurea
Flavanone
Campnosperma panamensis Lanaroflavone
Erythrina fusca
Flavonoids
Garcinia livingstonei
Biflavanone
Ochna intergerrima
Flavonoids
Parkia bigobosa
Phenol
Piptadenia pervillei
(+)-catechin 3-gallate
Siparuna andina
(-)-cis-3-acetoxy-4c,5,7-trihydroxy
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In-vitro activity (ug/ml)
8.9
0.08
0.08
18.1
50
4.8
9.5
0.48
12.5
6.7
157
0.51
1.0
50

References
Lawal et al., 2015
Lawal et al., 2015
Lawal et al., 2015
Silva et al., 2011
Sudhanshu et al., 2003
Bero et al., 2009
Bero et al., 2009
Bero et al., 2009
Bero et al., 2009
Silva et al., 2011
Sudhanshu et al., 2003
Bero et al., 2009
Builders et al., 2014
Bero et al., 2009
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Phenolic compounds: Phenolics are broadly distributed
in the plant kingdom and are the most abundant
secondary metabolites of plants. Plant polyphenols have
drawn increasing attention due to their potent antioxidant
properties and their marked effects in the prevention of
various oxidative stress associated diseases such as
malaria (Dai and Mumper, 2010 ). Structurally, phenolic
compounds comprise an aromatic ring, bearing one or
more hydroxyl substituents, and range from simple
phenolic molecules to highly polymerised compounds
(tannins) (Bravo, 1998).
Phenolic compounds can basically be categorized into
several classes, these include phenolic acids, flavonoids
and tannins, and they are regarded as the main dietary
phenolic compounds ( King and Young, 1999).
Phenolic acids can be subdivided into hydroxybenzoic
and hydroxycinnamic acids. Hydroxybenzoic acids
include gallic, p-hydroxybenzoic, protocatechuic,
vanillic and syringic acids, which in common have the
C6–C1 structure. Hydroxycinnamic acids, on the other
hand, are aromatic compounds with a three-carbon side
chain (C6–C3), with caffeic, ferulic,p-coumaric and
sinapic acids being the most common (Bravo, 1998 ).
Flavonoids constitute the largest group of plant
phenolics, accounting for over half of the eight thousand
naturally occurring phenolic compounds (Harborne et
al., 1999 ). Variations in substitution patterns to ring C
result in the major flavonoid classes, i.e., flavonols,
flavones,
flavanones,
flavanols
(orcatechins),
isoflavones, flavanonols, and anthocyanidins (Hollman et
al., 1999 ), of which flavones and flavonols are the most
widely occurring and structurally diverse (Harborne et
al., 1999 ).
Tannins, the relatively high molecular weight
compounds which constitute the third important group of
phenolics may be subdivided into hydrolysable and
condensed tannins (Balasundram et al., 2006). The
former are esters of gallic acid (gallo- and ellagitannins), while the latter (also known as
proanthocyanidins) are polymers of polyhydroxyflavan3-ol monomers (Balasundram et al., 2006). Structure of
antimalarial phenolic compound is shown in figure 2.

A
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C
D
Figure
2:
A=Phenolic
acid,
F=Flavonoid,
H=Hydrolysable tannin, C= Condensed tannin.
Mechanism of action
Plant phenolics are a major group of compounds that act
as primary antioxidants or free radicals scavengers (
Builders et al., 2014). The antioxidant activity of
phenolic compounds is mainly due to their redox
properties, which can play an important role in adsorbing
and neutralising free radicals, quenching singlet and
triplet oxygen, or decomposing peroxides (Builders et
al., 2014). The antioxidant phenolic compounds have
also been shown to exert antiplasmodial activity by
elevating the red blood cell oxidation and inhibiting the
parasite’s protein synthesis and also counteract the
oxidative damage induced by the malaria parasite
(Builders et al., 2014).
Toxicity
The phenolic antimalarial drugs should cause less harm
than the malaria itself, this is normally achieved by
balancing the toxicity of the drug with the efficacy of the
drug and the risk from malaria. Therefore, patient
compliance is the most important determinant of drug
use and its effectiveness, also the doses given to the
patients should be taken into account in determining the
treatment of malaria. Phenolic antimalarial compounds
should be assessed for safety by evaluating adverse drug
reactions, side effects, and drug-related toxicity (Sharma
and Awasthi, 2015 ). Finally phenolic antimalarial drug
combinations will go a long way to prevent resistance or
have properties that do not facilitate development or
spread of resistant parasites.
CONCLUSION
Phenolic compounds are found in plants, these are
phytochemicals that are responsible for the
antiplasmodial activities due to their antioxidant
properties. These therapeutic activities may be as a result
of a single compound or a combination of phenolics
present in the plant extracts. The antimalarial activities of
several phenolic compounds isolated from plant species
have provided interesting leads which require further
investigation. However, for the efficacy and safety of
antimalarial phenolic drug to be validated, there must be
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adequate information on the contra-indications, drug
interactions and toxicities of these drugs and there should
also be proper standardization and clinical trials of these
plant products.
ACKNOWLEDGEMENT
The author is grateful to Mr. Ayakpat Daniel for drawing
the chemical structures
REFERENCES
1. Rathod PK, Mcertean T, Pei-cheich L. Variations in
frequencies of drug resistance in Plasmodium
falciparum. Proceedings of the National Academy of
Sciences of United States of America, 1997; 94:
9389-9393.
2. Benjamin K, Koram KK, Binta FN. Antimalarial
drug use
among caregivers in Ghana. Afrian
Health Sciences, 2004; 4: 3.
3. Zirihi GN, Mambu L, Guede-Guina F, Bodo B,
Grellier P. 2005. In vitro antiplasmodial activity and
cytotoxicity of 33 West African plants used for
treatment
of
malaria.
Journal
of
Ethnopharmacology, 2005; 98: 281-285.
4. Ridley RG. 2002. Medical need, scientific
opportunity and the drive for antimalarial drugs.
Nature, 2002; 415: 686-693.
5. Okigbo RN, Mmeka, EC. An appraisal of
phytomedicine. African Journal of Science and
Technology, 2006; 6: 83-84.
6. Builders, MI. Plants as antimalarial drugs: A review.
World Journal of Pharmacy and Pharmaceutical
Sciences, 2015; 8: 1747-1766.
7. Asase A, Alfred A, Yeboah O, Odamtten GT,
Simmonds, MJ. 2005. Ethnobotanical study of some
Ghanaian
antimalarial
plants.
Journal
of
Ethnopharmacology, 2005; 99(2): 273-279.
8. Jullian, VG, Bourdy, G, Maurel, GS, Sauvain, M.
Validation of use of a traditional antimalarial
remedy from French Guiana, Zanthoxylum
rhoifoliumLam. Journal of Ethnopharmacology,
2006; 106: 348-352.
9. Wagner, H, Bladt, S. Plant drug analysis in a thin
layer chromatograophy Atlas (2nd Ed) New Delhi:
Thomson Press Ltd: 2004.
10. Builders, MI. Antimalarial drug: a review.
International Journal of Pharmacy, 2013; 3: 40-46.
11. Shriner, R, Fuson, R, Curtin, D, Morrill, T. The
systematic identification of organic compounds. (6th
Ed), USA: John Wiley and Sons: 1979.
12. Builders, MI, Tarfa F, Aguiyi JC. The potency of
African locust bean tree as an antimalarial. Journal
of Pharmacology and Toxicology, 2012; 7: 274-287.
13. Builders, MI. Emerging trends in the management of
malaria. European Journal of Pharmaceutical and
Medical Sciences, 2016; 3: 485-490.
14. Mojab, F. Antimalarial natural products: a review.
Avicenna Journal of Phytomedicine, 2012; 2: 52-54.
15. WHO. WHO special programme for Research and
Training in Tropical Diseases. Geneva, WHO, 1973.

www.ejbps.com

16. Phillipson, JD. Assays for antimalarial and
amoebicidal activities. In: Hostettmann K, Dey PM,
Harborne JB. Methods in Plant Biochemistry, p.
138, London, Academic Press, 1991.
17. Wright, CW. Plant derived antimalarials agents: new
leads and challenges. Phytochem. Rev., 2005; 4:
55-61.
18. Batista, R, Junior, AJ, Oliveira, AB. Plant-Derived
Antimalarial Agents: New Leads and Efficient
Phytomedicines. Part II. Non-Alkaloidal Natural
Products. Molecules, 2009; 14: 3037-3072.
19. Yenesew, A, Induli, M, Derese, S, Midiwo, JO,
Heydenreich, M, Peter, MG, Akala, H, Wangui, J,
Liyala, P, Waters, NC. Anti-plasmodial flavonoids
from the stem bark of Erythrina abyssinica.
Phytochemistry, 2004; 65: 3029–3032.
20. Lannang, AM, Louh, GN, Lontsi, D, Specht, S,
Sarite, SR, Flörke, U, Hussain, H, Hoerauf, A,
Krohn, K. Antimalarial compounds from the root
bark of Garcinia polyantha Olv. J. Antibiot, 2008;
61: 518–523.
21. Banzouzi, JT, Prado, R, Menan, H, Valentin, A,
Roumestan, C, Mallie, M, Pelissier, Y, Blache, Y. In
vitro antiplasmodial activity of extracts of Alchornea
cordifolia and identification of an active constituent:
ellagic acid. J Ethnopharmacol, 2002; 81: 399–4001.
22. Adebayo, JO, Krettli, AU. Potential antimalarials
from Nigerian plants: A review. J
23. Ethnopharmacol, 2011; 133: 289-302.
24. Maroyi,
A.
Ethnopharmacological
Uses,
Phytochemistry, and Pharmacological Properties of
Croton macrostachyus Hochst. Ex Delile: A
Comprehensive
Review.
Evidence-Based
Complementary and Alternative Medicine, 2017:
1-17.
25. Bankeu, JJK, Khayala, R, Lenta BN, Noungoué, DT,
Ngouela, SA, Mustafa, SA, Asaad, K, Choudhary,
MI, Prigge, ST, Hasanov, R, Nkengfack, AE,
Tsamo, E, Ali, MS. Isoflavone dimers and other
bioactive constituents from the figs of Ficus mucuso.
J Nat Prod, 2011; 74: 1370–1378.
26. Zofou, D, Kengne, AB, Tene, M, Ngemenya, MN,
Tane, P, Titanji, VPK. In vitro antiplasmodial
activity and cytotoxicity of crude extracts and
compounds from the stem bark of Kigelia africana
(Lam.) Benth (Bignoniaceae). Parasitol Res., 2011;
08: 1383–1390.
27. Zelefack, F, Guilet, D, Valentin, A, Fongang, RCS,
Kom, B, Chevalley, S, Ngouela, SA, Tsamo, E,
Fabre,N, Dijoux-Franca, MG. Antiplasmodial and
cytotoxic activities of flavonoids and arylbenzofuran
derivatives from Morus mesozygi. Greener J Biol
Sci., 2012; 2:020–24.
28. Midiwo, JO, Omoto, FM, Yenesew, A, Akala, HM,
Wangui, J, Liyala, P, Wasunna, C, Waters, NC. The
first
9-hydroxyhomoisoflavanone,
and
antiplasmodial chalcones, from the aerial exudates
of Polygonum senegalense. Arkivoc, 2007; 9:
21-27.

10

Builders.

European Journal of Biomedical and Pharmaceutical Sciences

29. Lawal, B, Shittu, OK, Kabiru, AY, Jigam, AA,
Umar, MB, Berinyuy, EB, Alozieuwa, BU. Potential
antimalarials from African natural products: A
review. J Intercult Ethnopharmacol, 2015; 4:
318-43.
30. Boyom, FF, Madiesse, EK, Bankeu, JJ, Tsouh, VP,
Lenta, BN, Mbacham, WF, Tsamo, E, Zollo, PHA,
Gut, J, Rosenthal, PJ. Falcipain 2 inhibitors and
antiplasmodial compounds from a bio-guided
fractionation of the fruits of Sorindeia juglandifolia
A. Rich. (Anacardiaceae) growing in Cameroon.
Malar J., 2010; 10: 16.
31. Cheplogoi, PK, Mulholland, DA, Coombes, PH,
Randrianarivelojosia, M. An azole, an amide and a
limonoid from Vepris uguenensis (Rutaceae).
Phytochemistry, 2008; 69: 1384–1388.
32. Mukherjee, PR. Quality control of herbal drugs: an
approach to evaluation of botanicals. 13th edn, New
Delhi.: Bussiness Edition, 2002; 100-103.
33. Silva, JR, Ramos, AS, Machado, M, Moura, DF,
Neto, Z, Canto-Cavalheiro, MM, Figueiredo, P,
Rosário, VE, Amaral, AF, Lopes, D. A review of
antimalarial plants used in traditional medicine in
communities in Portuguese-Speaking countries:
Brazil, Mozambique, Cape Verde, Guinea-Bissau,
São Tomé and Príncipe and Angola. Mem Inst
Oswaldo Cruz, Rio de Janeiro, 2011; 106: 142-158.
34. Sudhanshu, S, Neerja, P, Jain, DC, Bhakuni, RS.
Antimalarial agents from plant sources. Curr Sci.,
2003; 85: 1314-1327.
35. Bero, J, Frederich, M, Quetin-Leclercq, J.
Antimalarial compounds isolated from plants used in
traditional medicine. Journal of Pharmacy and
Pharmacology, 2009; 61: 1401–1433.
36. Builders, MI, Alemika, T, Aguiyi, JC. Antimalarial
activity and isolation of phenolic compounds from
Parkia biglobosa. IOSR Journal of Pharmacy and
Biological Sciences, 2014; 9: 78-85.
37. Dai, J, Mumper, RJ. Plant Phenolics: Extraction,
Analysis and Their Antioxidant and Anticancer
Properties. Molecules, 2010; 15: 7313-7352.
38. Bravo, L. Polyphenols: chemistry, dietary sources,
metabolism,and nutritional significance. Nutrition
Reviews, 1998; 56: 317–333.
39. King, A, Young, G. Characteristics and occurrence
of phenolic phytochemicals. Journal of the
American Dietetic Association, 1999; 99: 213–218.
40. Harborne, JB, Baxter, H, Moss, GP. (Eds.).
Phytochemical dictionary: Handbook of bioactive
compounds from Plants (2nd ed.). London: Taylor &
Francis, 1999.
41. Hollman, P C H, Katan, MB. Dietary flavonoids:
intake, health effects and Bioavailability. Food and
Chemical Toxicology, 1999; 37: 937–942.
42. Balasundram, N, Sundram, K, Samman, S. Phenolic
compounds in plants and agri-industrial byproducts: Antioxidant activity, occurrence, and
potential uses. Food Chemistry, 2006; 99 191–103.

www.ejbps.com

43. Sharma, C, Awasthi SK. Recent Advances in
Antimalarial Drug Discovery — Challenges and
Opportunities. In Tech, Chapter 3, 1-59, 2015.

11

